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EDITORIAL

0Ss MEDICOS NA
FRONTEIRA

INVESTIGACAO DE

QUE PAPEL

Jodo Ferreira’

A relagdo entre o avanco cientifico e as suas conse-
quéncias na medicina praticada é de analise dificil.
H4, contudo, consenso sobre que hd um grande hia-
to entre a quantidade e sofisticacdo do conheci-
mento bésico j4 existente nas dreas biol6gicas e bio-
médicas e a sua traducdo em beneficios reais para
os doentes. De uma forma simples, pode dizer-se
que a maior parte do conhecimento fundamental
mais fascinante é, ainda, clinicamente intatil. Mui-
ta da reflexdo sobre o assunto foi, e é, promovida
pelo NIH, EUA. No ambito dessa reflexao varias di-
rectivas foram seguidas, ao longo do tempo, ten-
dentes a encurtar aquele hiato. Foram promovidas
alteracoes de foco de investimento, p.ex. do cancro
paraadiabetes, ou de tipo de investigacao, i.e. mais
bésica/fundamental ou mais aplicada. Os resulta-
dos mantiveram-se aquém do esperado, sempre. A
identificacdo do factor que é actualmente conside-
rado como o mais relevante foi, assim, tardia; esse
factor - o declinio do médico-cientista. Seria inte-
ressante meditarmos porque foi durante tanto tem-
po um factor que é intrinsecamente humano, uma
figura— o médico-cientista-, confundido com outros
factores de natureza essencialmente contingente
ou circunstancial (p.ex. financiamentos, tipo e foco
de investiga¢do)! Dada a natureza humana do fac-
tor principal também ndo surpreende, pois, que o
mais importante factor contingente identificado
seja o factor tempo, ou melhor, a falta deste.

Uma anélise sensivel da histéria identificou a fi-
gura do médico-cientista como o grande promotor
dos verdadeiros avancos da pratica médica nas dé-
cadas passadas, com excepc¢do da tltima. Nessa dé-
cadas a boa investigacdo puramente clinica conso-
lidava o conhecimento médico e delineava-lhe al-
cances e limites, e depurava-o do detalhe intil. Este
tipo de investigacao persiste, e bem, e cada vez com
mais profissionalismo. Como as boas tradi¢oes, vem
de longe, esta para durar, e melhora com a idade. E
essencial a uma boa prética médica, é imprescindi-

*Professor Associado da Faculdade de Medicina da Universidade
de Lisboa; Investigador Principal do Instituto de Medicina
Molecular da Faculdade de Medicina da Universidade de Lisboa

vel, necessdria; mas é insuficiente. Também nessas
décadas, a boa investigacdo bdasica/fundamental
desvendava entdo universos novos, insuspeitos, ma-
ravilhava-nos, provocava encantamentos e suscita-
va esperancas; e durante muito tempo ndo nos de-
fraudou, a n6s médicos. Havia para os novos sinais,
que surgiam o tempo todo das ciéncias novas, e das
antigas rejuvenescidas, um intérprete, que era mé-
dico e que praticava ciéncia que era fundamental ou
muito préxima desta, e que era cientificamente tao
culto como os seus pares com outras formacoes aca-
démicas. Mas também possuia profundidade de
campo, percebia bem o alcance médico que muitas
das novas descobertas encerravam. E trazia-as para
o dominio clinico, conhecia bem as questdes perti-
nentes na drea, pois ou era também médico prati-
cante ou frequentava os circuitos clinicos. Falava
com os seus pares de igual para igual, sem precon-
ceito ou subserviéncia; entendia e fazia-se enten-
der. O médico-cientista ganhou reconhecimento
publico, conquistou prémios Nobel, encheu de or-
gulho as escolas médicas e, sobretudo, beneficiou
muito os que sofriam. Hoje, porém, persiste de for-
ma residual, como exemplar frequentemente meri-
torio mas solitdrio. O médico-cientista entrou em
declinio, e nesse declinio reduziu-se a capacidade de
trazer para a clinica o que de melhor se descobria nas
ciéncias mais bésicas, e também a capacidade de le-
var para o laboratério as melhores perguntas levan-
tadas durante a actividade clinica. O médico-cien-
tista quase se extinguiu, quase s6 porque ndo tinha
tempo para praticar duas actividades que se torna-
ram, ambas, excessivamente competitivas, profis-
sionalizadas e absorventes. Foi vitima da maior in-
suficiéncia humana - a de podermos fabricar quase
tudo, excepto tempo.

Desde hd mais de uma década que se tem vindo
a promover uma mudanca de estratégia, de modo
a que 0s enormes sucessos e recursos experimen-
tais da ciéncia fundamental moderna se traduzam
mais rapidamente, e em maior escala, em benefi-
cios directos para os doentes. Neste ambito, privi-
legia-se o enfoque mais directo da investigacdo ex-
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perimental/laboratorial em problemas de grande
relevancia clinica, tomando como ponto de parti-
da questdes surgidas da pratica clinica e, sempre
que possivel, também material clinico obtido di-
rectamente de pacientes. Este é um dos pilares fun-
damentais, mas nao o unico, da moderna medici-
na de translacdo. Mas, se ndo se meditasse profun-
damente sobre as caracteristicas do agente huma-
no - i.e. qual a figura central, capaz de conduzir
esta estratégia com sucesso, cair-se-ia num erro ja
antigo. Felizmente, essa anadlise ja foi iniciada.
Emergiu, assim, a figura do médico cientificamen-
te educado. Este médico acumulard com uma for-
macao clinica de exceléncia uma formacao cienti-
fica, também esta de exceléncia. Desejavelmente,
terd praticado investigacao mais fundamental mas
durante um periodo restrito da sua formacao cien-
tifica, p.ex. durante o trabalho doutoral. A sua for-
macao cientifica serd moderna e sera sélida do
ponto de vista tedrico. Serd abrangente. Necessa-
riamente mais abrangente que a do médico-cien-
tista. Terd de ser adquirida de uma forma rapida,
mas coerente e muito exigente. Permitir-lhe-a co-
nhecer o meio cientificolocal e internacional. Dar-
-lhe-4 a capacidade de identificar competéncias e
de dialogar com elas, sem subserviéncia oculta. O
novo médico sera capaz de identificar questdes re-
levantes na sua pratica clinica, pois também sabe-
rd quais sdo as aborddaveis experimentalmente.
Sera capaz de participar em equipas multidiscipli-
nares, ou de as dirigir. Nestas, serd um elemento-
-chave, pois como clinico cientificamente infor-
mado serd um grande integrador. Estard apto a in-
teragir com a industria, nomeadamente a farma-
céutica, e a empresa. Estard mais atento as
necessidades da sociedade e da economia. Fard da
interrogacao cientifica um elemento do seu quo-
tidiano enquanto clinico praticante. Pois apds o
periodo formativo em ciéncia a sua actividade pre-
dominante, ou exclusiva, serd a clinica. Nao ficara
absorvido pelo laboratério como o médico-cientis-
ta; essa serd a tarefa daqueles com quem colabora
ou que dirige. Assim, ao contrario do médico-cien-
tista, ndo serd vitima do factor tempo. Sera mais
util aos seus doentes e dominara o factor tempo.
Entre n6s surgiram recentemente iniciativas pri-
vadas, pioneiras e de grande mérito, no sentido de
adequar a formac3o cientifica avancada de médi-
cos a nova realidade. Destaco a iniciativa das Fun-
dacdes Calouste Gulbenkian e Champalimaud,
com apoio ministerial. Para que iniciativas deste
tipo tenham continuidade, de modo a gerar entre

nés, em tempo 1til, a massa critica de médicos mo-
tivados para a actividade cientifica, serd importan-
te que o contacto com aquela se inicie durante o pe-
riodo da pré-graduacdo médica. De preferéncia
pela pratica da ciéncia em unidades de exceléncia,
independentemente do seu pendor mais clinico ou
mais bésico/fundamental, pois o tipo de pesquisa
médica que vai praticar serd um continuo entre
aqueles dois estéreotipos. De facto, devera haver
apenas um tipo de investigacdo, a boa.

Abraham Flexner, na sua famosa proposta de re-
forma do ensino médico na América do Norte (EUA
e Canadd), aconselhava no inicio do século passa-
do que o médico do futuro deveria praticar a me-
dicina com uma mente critica, procurando sempre
a melhor evidéncia para suportar as suas interro-
gacdes e atitudes. Este pressuposto continua cer-
tamente actual. S6 que hoje essa evidéncia pode ser
encontrada a niveis, e em quantidades, antes nao
imaginaveis, muitas vezes ocultadas numa multi-
plicidade de outras «evidéncias» que s6 o sdo na
aparéncia, pois sdo esptrias. Encontrar essas novas
evidéncias de natureza clinica ou com traducao na
clinica, permitidas hoje por avancos cientificos e
tecnolégicos sem precedente histérico, € um exer-
cicio que exige a dificil combinagao de abrangén-
cia e profundidade. Um novo modo delidar, de for-
ma ttil, com a complexidade. Requer uma mente
educada, uma mente educada cientificamente,
mas ainda, e sobretudo, uma mente médica.
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Jodo A. A. Ferreira

Instituto de Medicina Molecular (IMM)
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ARTIGOD DE REVISAOD

WHAT IS HOT

IN AUTOIMMUNITY

Carlo Selmi™™

Abstract

Late 2008 and 2009 have been rich of new develop-
ments in our knowledge in the pathogenesis, sus-
ceptibility, and putative treatments of autoimmu-
ne diseases. In general terms, it is now clear that the
discovery pace in immunology in general and au-
toimmunity in particular is exponential and war-
rants a timely discussion. We herein review the ma-
jor issues that have been addressed in the basic,
clinical and translational fields of autoimmunity in
the leading journals over the past 18 months. Of
note, major scientific issues are being addressed
with a tremendous effort, as in the case of the T
helper 17 paradigm or the role of T regulatory cel-
Is or the long overlooked innate arm of the immu-
ne system, while an increasing number of transla-
tional works are being performed with promising
data for abedside impact. The ultimate implication
from the recent literature is that autoimmunity is
rapidly becoming a uniform scenario in which si-
milarities significantly outnumber differences in
terms of pathogenesis and mechanisms. For this
reason a comprehensive yet brief review of the pu-
blished reports encompassing all aspects of au-
toimmunity will prove helpful to basic scientist and
clinicians alike to prompt new research directions.

Keywords: Immune tolerance; T helper 17; T Regu-

latory; Autoimmune Disease.

Hot topics and common themes in
autoimmunity

The most recent International Congress of Autoim-
munity held in Porto was the ideal setting to deter-
mine the major ongoing developments in the world

* IRCCS Istituto Clinico Humanitas, Rozzano, Milan, Italy
** Division of Rheumatology, Allergy and Clinical Immunology,
University of California, Davis

of autoimmune diseases. As we recently discussed,
the spectrum of autoimmunity phenotypes is ra-
pidly becoming more uniform thus suggesting that
healthcare providers should also change their pro-
fessional profiles accordingly.! The most recent epi-
demiology estimates that up to 5% of the world po-
pulation is affected by one of the several diseases
of putatively autoimmune pathogenesis. While new
paradigms have been recently proposed (as in the
case of the Th17 response or T regulatory cells), se-
veral hot topics have been addressed in the recent
literature. Our discussion will be arbitrarily subdi-
vided in terms of either effector/regulatory mecha-
nisms (as in the case of Th17 or innate immunity),
susceptibility factors, or clinical conditions.

Search methods

A MEDLINE database search was performed with
the terms ‘autoimmunity’ limited to the major peer-
reviewed journal publications (particularly Scien-
ce, Nature, Nature Medicine, Nature Immunology,
Journal of Immunology, Journal of Autoimmunity,
Autoimmunity Reviews) and the January 2008 - Oc-
tober 2009 time frame to provide a tentative illus-
tration of the current research efforts in the field.

Th17 takes it all

T cell tolerance and the related issue of the new in-
terleukin 17 and interleukin 22-producing T helper
population (Th17) have been the major stars in the
autoimmunity literature over the past months. Ul-
timately, several of these observations could po-
tentially lead to new therapeutic approaches in the
wide range of autoimmune conditions. The recent
report of the crucial role of IL-23 in the develop-
ment of an effective Th17 response represents an
ideal example of these potential®> while new signa-
ling mechanisms are being determined.® Further,
direct therapeutic implications can be gathered
from data recently obtained on halofunginone* or
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CARLO SELMI E COL.

the IL-22 role in the mucosal defense against infec-
tious diseases.® Multiple additional lines of eviden-
ce contribute to our understanding of this impor-
tant mechanism in the regulation of the immune
response®?* and may ultimately prove helpful in
our understanding of autoimmune diseases.?

Coming up for AIRE

The autoimmune regulator gene (AIRE) is crucial
in the destruction of self-reactive T cells during the
development and maturation process® and T cel-
Is escaping central deletion could be ultimately
inactivated in the periphery by new mechanisms
that remain to be fully elucidated. More experi-
mental data on AIRE-related issues can be found
elsewhere.?4

Regulatory T cells at the autoimmunity
crossroad

T cell tolerance may also be induced through other
mechanisms,* as well illustrated by data on the in-
traclonal competition,*” differential induction of
transcription factors,* and direct clinical impact*
of T regulatory cells. Further, accurate flow cyto-
metry analyses determined that the subgroup of
CD4 CD8 double positive FoxP3 positive cells is in
fact composed of different subtypes® with obvious
implications in data interpretation for other stu-
dies. Several other studies in the leading journals
have addressed the importance of T regulatory
cells in the determination of autoimmunity.*!-%

B cells in autoimmunity

The issue of B cell-mediated tolerance or autoim-
munity induction was addressed by multiple stu-
dies.®™ Of particular interest, it has been demons-
trated that B cells may contribute to tolerance
maintainance through natural autoantibodies® "
while the enzyme IDO may induce B cells to trig-
ger autoimmunity in rheumatoid arthritis.®

An innate taste for autoimmunity

There is increasing awareness that the innate im-
mune arm is crucial to determine tolerane or au-

toimmunity. This was reflected by numerous stu-
dies over the past months addressing the role of
dendritic cells*? or other components of the in-
nate immune response.®*% A representative exam-
ple comes from the observation that vitamin A and
the toll-like receptor (TLR) 2 contribute to the
maintainance of tolerance acting on dendritic
cells.? Similarly, exciting experimental data provi-
de a link between the innate response and apop-
tosis with the Th17 response.!® To this regard, the
role of apoptosis and autophagy in the autoimmu-
ne scenario has also been widely investigated in the
past months®-1°! as well illustrated by comprehen-
sive articles.340102

Usual and unusual suspects in the individual
susceptibility to autoimmunity

The assumption that genes and environmental fac-
tors interact in determining the onset of autoim-
mune diseases is now established. Accordingly,
several articles have been dedicated to the gene-
tic!®*!!! and environmental bases of disease.
Among the latter, the role of infectious agents, both
viral and bacterial®!'*''® has been investigated. Ne-
vertheless, new factors have been strengthened in
their potential involvement and include epigene-
tic!0m120-124 gnd sex chromosome!?-13° changes.
Among the latter, the recently suggested role of Y
chromosome changes'?'* is complementary to
the sex-related theory for sex-unbalanced autoim-
mune diseases'? that is strengthened by the clini-
cal observations in Turner syndrome.!?® New can-
didates for the modulation of gene transcription af-
fecting the immune response are being continuo-
usly suggested by experimental data. Indeed, the
amount of data supporting the importance of small
RNA (microRNA) in the modulation of the immu-
ne response has been exponentially increasing
over the past months'*% and we expect that in
vivo applications will follow in the next months.

Clinical and translational developments

As expected the number of basic scientific findings
was paralleled over the past months by translatio-
nal and clinical implications in several autoimmu-
ne conditions. From a more general standpoint,
new developments have been proposed in terms
of imaging techniques'* and serum analyses.!3
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The involved diseases included in particular syste-
mic lupus erythematosus®*'3-1#, Sjogren syndro-
me,*51*7 multiple sclerosis,!**!” type 1 diabe-
tes, 19818 gutoimmune thyroid disease,'*!”? and
the sequelae of organ transplantation.* %1% As an
example, the prevention of acute and chronic al-
lograft rejection through the manipulation of T re-
gulatory cells® appears to be a translational deve-
lopment while proteomics can provide some of the
missing pieces in the autoimmunity puzzle.'” In-
triguing data are being obtained also in more rare
conditions,?”1%-1% in less strictly autoimmune
settings,*1%1% or in new therapeutic approa-
ches*1%1% with new putative complications.!**

What to look for in the next 12 months

As briefly discussed in this article, the research ef-
forts in autoimmunity have provided several exci-
ting developments over the past months and pre-
pared us to further discoveries that are expected to
follow shortly. As an example, we believe that the
time and the status of knowledge are ready for di-
rect therapeutic uses of our findings in the field of
T regulatory cells. Similarly, we expect that the fin-
dings on microRNA or epigenetic changes will
soon provide applications in animal models of au-
toimmune diseases.

All new developments ultimately lead to more
new questions but technology progress allows to
maintain an exponentially growing pace towards
unraveling the numerous misteries of autoimmu-
nity. As a result, the mosaic of autoimmunity!#1%
appears today to be closer to its completion.
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Abstract

Cardiovascular (CV) events are among the leading
causes of morbidity and mortality in patients with
inflammatory rheumatic diseases. It has been
hypothesized that, in addition to the traditional CV
risk factors, inflammation is a major contributor to
atherogenesis. Metabolic syndrome (MetS) stands
for a cluster of risk factors associated with insulin
resistance and increased abdominal fat. Inflamma-
tion and MetS are intimately linked. Inflammatory
biomarkers are frequently elevated in people with
MetS and, conversely, the prevalence of MetSis hig-
her in patients with chronic inflammatory rheu-
matic diseases, such as Rheumatoid Arthritis and
Systemic Lupus Erythematosus. Inflammatory
cytokines impair insulin sensitivity and can indu-
ce an adverse lipoprotein profile as seen in MetS.
Furthermore, the presence of MetS correlates with
increased subclinical atherosclerosis, major adver-
se CV events and death, making an important con-
tribution to the CV burden in inflammatory di-
seases.

Adipose tissue has recently emerged as an acti-
ve organ that produces and secretes numerous me-
diators —adipokines — particularly relevant in ener-
gy homeostasis, inflammation, immune regulation
and angiogenesis. These mediators arise as a poten-
tial link between MetS, inflammation and athero-
genesis. Understanding the complex regulation and
function of adipokines in health and disease is a
priority since it may lead to new preventive and
therapeutic interventions aiming to decrease CV
risk.
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Faculdade de Medicina da Universidade de Lisboa

**Department of Rheumatology, Hospital Garcia de Orta,Almada
**Department of Rheumatology and Bone Metabolic Diseases,
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tic Diseases.

Resumo

Os eventos cardiovasculares (CV) encontram-se
entre as principais causas de morbilidade e morta-
lidade nas doencas reumaéticas inflamatérias. Para
além da reconhecida importancia dos factores de
risco CV tradicionais, hd evidéncia que aponta para
um contributo major da inflamagao na aterogéne-
se. A sindrome metabdlica (SMet), definida por
uma associacdo de factores de risco que tém em co-
mum a insulino-resisténcia e o aumento da gordu-
ra abdominal, estd intimamente ligada a inflama-
¢do. Biomarcadores do processo inflamatério en-
contram-se frequentemente elevados nos indivi-
duos com SMet e, por outro lado, a prevaléncia da
SMet é maior nos doentes com doencas reuméti-
cas inflamatoérias crénicas, tais como a Artrite Reu-
mat6ide ou o Lipus Eritematoso Sistémico. As ci-
tocinas pré-inflamatérias diminuem a sensibilida-
de a insulina e podem induzir um perfil lipidico
adverso, tal como se observa na SMet. Além do
mais, a SMet associa-se a um aumento da ateros-
clerose subclinica, dos eventos CV majore da mor-
talidade, significando deste modo um contributo
adicional para o risco CV nas doencas inflamat6-
rias. O tecido adiposo € visto actualmente como
um 6rgdo activo que produz e segrega nuUMerosos
mediadores — adipocinas — particularmente rele-
vantes naregulacao do equilibrio energético, na in-
flamacdo, naregulacdo imune e também na angio-
génese. As adipocinas surgem assim como um po-
tencial elo de ligacdo entre a SMet, a inflamacao e
a aterogénese. Compreender a complexa regula-
¢do e funcdo das adipocinas, tanto em situagdes
normais como na doenca é uma prioridade, pois
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pode conduzir a estratégias terapéuticas e preven-
tivas visando a reducdo do risco CV.

Palavras-chave: Sindrome Metabélica; Adipoci-

nas; Inflamacéo; Aterosclerose; Doencgas Reuma-
ticas sistémicas.

Introduction

Metabolic syndrome (MetS), previously known as
syndrome X or insulin resistance syndrome, repre-
sents a cluster of cardiovascular disease (CVD) risk
factors that have in common insulin resistance and
increased visceral adiposity. This entity has recei-
ved great attention in the last few years due to its
contribution to the burden of cardiovascular (CV)
morbidity and mortality. CVD is a major public he-
alth problem and the leading cause of death in in-
dustrialized nations. In Portugal, nearly 37 000
deaths are annually attributed to ischemic heart di-
sease and stroke, which represents a third of all
deaths.! Besides, it has also been recognized that
patients with inflammatory rheumatic diseases die
prematurely largely due to CVD.?* Almost half of
the death causes of rheumatoid arthritis (RA) pa-
tients and 26-45% of the mortality of systemic lu-
pus erythematosus (SLE) patients are directly re-
lated to CVD.**®

Atherosclerosis, the main determinant of CV
morbidity and mortality, occurs prematurely in RA
and SLE.® Although traditional risk factors may ari-
se more frequently among these patients, this does
not fully explain their propensity to premature
atherosclerosis.® Atherosclerosis is characterized
by a persistent low-grade inflammatory state, and
systemic inflammation, per se, hypothetically fur-
ther contributes to atherogenesis. However, the in-
teraction between inflammatory mediators and
the atherosclerotic process still remains to be ful-
ly elucidated. MetS and fat tissue are likely to be ad-
ditional players in this complex network.

This review describes the pathogenesis, epide-
miological data and clinical features associated
with MetS, with a special emphasis on inflamma-
tory rheumatic diseases. Moreover, the role of adi-
pose tissue and adipokines in inflammation and
atherosclerosis is discussed.

Metabolic syndrome and CVD
The term metabolic syndrome came into use more
than forty years ago. It was first employed by Hal-

ler to describe a constellation of abnormalities,
which included obesity, diabetes mellitus, hyper-
lipoproteinemia, hyperuricemia and hepatic ste-
atosis, with a potentiating effect on the risk of athe-
rosclerosis.'” A decade later, Raven proposed insu-
lin resistance and hiperinsulinemia as the un-
derlying connecting factor.!' Multiple metabolic
pathways have been suggested to link insulin re-
sistance and compensatory hyperinsulinemia to
the other metabolic risk factors, yet visceral fat ac-
cumulation is likely to play a key role in MetS pa-
thogenesis. Moreover, several lines of evidence
suggest that genetic predisposition and inflamma-
tion add to the risk of MetS.12*

Despite the great interest on this subject, no
consensus has been reached regarding the defini-
tion of MetS. Several groups have attempted to es-
tablish diagnostic criteria and the most widely
used have been provided by the World Health Or-
ganization (WHO)," the Third report of the Natio-
nal Cholesterol Education Program’s Adult Treat-
ment Panel (NCEP-ATPIII)," the International Dia-
betes Federation (IDF),' and also by the American
Heart Association and the National Heart, Lung
and Blood Institute (AHA/NHLBI).!” Regardless of
somewhat distinct diagnostic parameters and dif-
ferent cut-offs, all definitions have in common
atherogenic dyslipidemia (elevated triglycerides
and low high density lipoprotein cholesterol le-
vels), central adiposity, elevated plasma glucose
and elevated blood pressure. Other threats that run
associated with these risk factors but are not part
of the MetS definition are hyperfibrinogenemia, in-
creased plasminogen activator inhibitor-1, low tis-
sue plasminogen activator, nephropathy, microal-
buminuria, and hyperuricemia.'®

From a clinical point of view, the relevance of the
metabolic syndrome derives from its strong asso-
ciation with the occurrence of subclinical atheros-
clerosis,' major adverse cardiovascular events®
and death.? In fact, clinically healthy men with
MetS were found to have significantly increased
intima-media thickness (IMT) of the common ca-
rotid artery and carotid bulb, a surrogate marker
of coronary atherosclerosis, compared with sub-
jects with no risk factors." In patients with prema-
ture coronary artery disease aged < 45 years, MetS
was present in 31% of men and 73% of women, re-
presenting the most frequent coronary risk factor
in young women.?? Moreover, a prospective cohort
study including men without diabetes or previous
CV events showed a 2.6-3.0-fold increased risk for
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CVD death and a two-fold increased risk for all-
cause deaths in patients with MetS, independently
of other risk factors such as smoking, alcohol con-
sumption or serum LDL cholesterol levels.? Pa-
tients with MetS are also at increased risk for de-
veloping type 2 diabetes.

MetS is widespread through the world and is ex-
pected to become increasingly common as a con-
sequence of sedentary lifestyles, excessive caloric
intake and the dramatic increase in obesity. The
prevalence of MetS differs between populations
and ethnic groups. This condition is more com-
mon among women and its prevalence increases
with age.?*?* Some reports sustain a higher preva-
lence in Hispanics, in the Middle East and among
people with low education level and low socioeco-
nomic status, depicting the relevance of modifia-
ble environmental factors as well as a possible ge-
netic basis.??” Using the NCEP-ATPIII definition
the prevalence of MetS varies from 9.8% in Chine-
se men up to 42% in Iranian women.? Using the
same criterion the estimated prevalence in Portu-
gal is approximately 25%, but varies from 24% to
42% if other definitions are applied.??*

Systemic rheumatic diseases and the metabolic
syndrome

Several groups have documented a high prevalen-
ce of MetS in patients with systemic rheumatic di-
seases. The increased CVD risk associated with RA
and SLE place these diseases among the most wi-
dely studied.

Rheumatoid arthritis

Cytokines can induce alterations in lipid metabo-
lism and insulin sensitivity during acute inflamma-
tion. Both dislipidemia and insulin resistance are
components of MetS frequently found in RA pa-
tients. An adverse lipid profile characterized by low
HDL cholesterol, low apolipoprotein Al and in-
creased atherogenic index (total/HDL cholesterol
ratio) is observed in active RA.?** Improvement of
the lipoprotein profile following suppression of the
inflammation has been documented with a num-
ber of antirheumatic treatments including ste-
roids, traditional DMARDSs, and TNF blockers.?® In-
sulin resistance correlates with C-reactive protein
(CRP) levels and can also be reduced with suc-
cessful control of RA activity.* In addition, effecti-
ve treatment reduces the burden of CV morbidity
and mortality in RA patients. A significant decrea-
se in the rate of acute myocardial infarction has

been documented with the use of traditional
DMARDSs, including methotrexate, leflunomide,
hydroxichloroquine and sulfasalazine.* There is
also some evidence pointing towards a lower inci-
dence of first-ever CV event in patients treated with
TNF blockers.?® Moreover, methotrexate use is as-
sociated with a decline in overall mortality and par-
ticularly with CV mortality, in which there is a 70%
decrease after adjusting for potential confoun-
ders,*® again emphasizing the importance of hal-
ting inflammation.

Metabolic syndrome occurs in up to 45% of RA
patients, but its prevalence depends on the defini-
tion used.’” A recent study showed that MetS was
significantly more prevalent in American patients with
long-standing RA (42% - WHO and NCEP/ATPIII
criteria) as well as early RA (31% and 30% - WHO
and NCEPIII criteria respectively) than in controls
(11% and 22% - WHO and NCEP/ATPIII criteria,
respectively). Furthermore, patients with MetS had
an increased risk of having coronary artery calcifi-
cations and a four-fold increased risk of having
CVD.*"% Another study among Mediterranean RA
patients also found a higher prevalence of MetS
(44% - NCEP/ATPIII criteria) but not significantly
different from local population controls (41%).%° In
contrast to the general population, MetS in RA is
independent of gender and body mass index
(BMI).3#3 Current corticosteroid use does not in-
crease the risk of MetS*’**whilst methotrexate may
even reduce its prevalence.?” On the other hand, the
risk of having moderate to severe RA is higher in pa-
tients with MetS than in those without.* In sum-
mary, these results stress the intimate relationship
between inflammation and the metabolic disor-
ders observed in RA and provide further evidence
thatlinks MetS to the increased CVrisk in this con-
dition.

Systemic lupus erythematosus

Some groups have examined the occurrence of
MetS in SLE and also reported a higher frequency
in lupus patients. Chung et al using the WHO and
NCEP-ATPIII criteria documented the presence of
MetS in 32.4% and 29.4%, respectively of American
SLE patients. This prevalence was higher than in
controls (10.9% defined by WHO criteria and 19.8%
according to the NCEP), even if a significant diffe-
rence was achieved only for the WHO definition.*
A recent study in Spain observed a frequency of
15.8% for metabolic syndrome as defined by the
NCEP/ATPII in young (< 40 years) SLE patients,
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Figure 1. By secreting adipokines, adipose tissue actively modulates several pathways that involve energy intake and
expenditure, inflammatory and immune response, insulin-resistance, and atherosclerosis. Adipokines also act as an
autocrine/paracrine factor with effects on adipogenesis, lipogenesis and glucose uptake. Adipocytes are able to
produce MCP-I (monocyte chemoattractant protein |),a potent factor that promotes infiltration of adipose tissue
by mononuclear cells. Infiltrating macrophages are responsible for the most part of local production of TNF and IL-6
and are candidate initiator cells of the inflammatory response.
VEGF — vascular endothelial growth factor; FFA — free fatty acids; RBP4 — retinol binding protein 4.

which was significantly higher than in controls of
the same age (4.2%), and a similar trend was found
in Puerto Rico.*?* Even though younger lupus pa-
tients have generally been studied, it should be no-
ted that age matched SLE and RA patients present
asimilar prevalence of metabolic syndrome.* Fur-
thermore, MetS was found to be associated with
higher CRP levels® and higher erythrocyte sedi-
mentation rate (ESR),* but the studies could not
depict any solid association with clinical features,
immunologic characteristics or disease activity.
The risk of having CVD was three-fold higher in lu-
pus patients with MetS as compared with those wi-
thout MetS.*

Adipose tissue and inflammation
The pivotal role of adipose tissue in energy home-
ostasis as well as in inflammation was recently
highlighted. In the last few years, fat tissue has
emerged as a dynamic organ that releases several
inflammatory and immune mediators, termed adi-
pocytokines or adipokines. More than 50 adipoki-
nes have been identified including leptin, adipo-
nectin, resistin, chemerin, interleukin 6 (IL-6),
plasminogen activator inhibitor-1 (PAI-1), retinol
binding protein 4 (RBP4), tumor necrosis factor
(TNF) and visfatin, among others.

Obesity has been associated with a chronic in-

flammatory response, characterized by elevated
circulating levels of TNE IL6, CRP and PAI-1.%*" In
view that inflammatory cytokines are key players
in the pathogenesis and severity of atherosclero-
sis*® and its complications* some authors now re-
gard obesity as a systemic, low-grade inflammatory
state,** and inflammation as a link between obesity,
metabolic syndrome and cardiovascular disea-
ses®!* (Figure 1). The association of MetS and athe-
rosclerosis is thought to be partly mediated by al-
tered secretion of adipokines by adipose tissue.
The main roles of adipokines are summarized in
Table I.

Leptin

Leptin is the protein product of the ob gene, iden-
tified in 1994.% This cytokine is mainly produced
by white adipose tissue cells and its plasma con-
centration is directly correlated with the amount
of body fat. Leptin is considered a major regulator
of body weight by suppressing appetite and stimu-
lating energy expenditure via hypothalamic recep-
tors. Although this feedback regulatoryloop is well
established in rodents, obese people have un-
usually high circulating concentrations of leptin
as a result of resistance to its action.** Leptin pro-
duction is mainly regulated by food intake and hor-
mones, but also by inflammatory mediators such
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Table I. Summary of the main effects of adipokines

Leptin Adiponectin | Resistin Visfatin RBP4
Insulin-resistance l 76) T d T
Metabolic rate T T
Appetite l =T@)
Adipogenesis l ) 76) T
Inflammation T.40) l T T@) T®)
Atherogenesis T l T®) T@®) T®)

RBP4 — retinol binding protein 4; T enhances;  decreases ;(?) possible, but uncertain effect; = no effect.

as TNE IL-6 and IL-1. Acute infection and inflam-
mation enhances leptin synthesis,* while during
starvation and dietary fat restriction its levels de-
crease dramatically.®® Interestingly, leptin/leptin
receptors have also pro-inflammatory and immu-
nomodulatory effects. It has been recognized that
leptin interferes with neutrophil chemotaxis and
phagocytic function, stimulates the production of
pro-inflammatory cytokines from cultured mo-
nocytes and enhances the production of Th1 type
cytokines.’”* On the other hand, leptin also shows
anti-inflammatory effects by inducing IL-1 recep-
tor antagonist secretion.*®® The net result of this
contradictory immunomodulating functions is still
unclear.

Additionally, leptin affects bone metabolism®
and promotes angiogenesis. A study in patients
with symptomatic atherosclerosis demonstrated
that gene expression of the leptin receptor and vas-
cular endothelial growth factor (VEGF) is upregu-
lated in carotid atherosclerotic plaques.®! High cir-
culating leptin levels have recently been demons-
trated in patients with SLE® and RA,* but the cli-
nical relevance of these findings is not fully
elucidated given that leptin levels appear to be in-
dependent of body mass index and RA activity*
and might have a protective role against radiogra-
phic damage.®

Adiponectin

Adiponectin is a protein exclusively synthesized
and secreted by adipocytes with anti-inflamma-
tory, insulin-sensitizing and anti-atherogenic pro-
perties, recently associated with longevity.% Plas-
ma adiponectin concentrations are substantially
higher in females and correlate inversely with body
fat and with insulin resistance.®”*® Despite being
produced by adipose tissue, hypoadiponectinemia
is observed in obesity, CVD, hypertension, type 2

diabetes, non-alcoholic fatty liver disease and
MetS. Moreover, weight reduction significantly in-
creases circulating levels. Adiponectin exerts some
weight reduction effects via the hypothalamus, has
adirect hepatic and peripheral insulin-sensitizing
action and protects from endothelial dysfunc-
tion.®™ Furthermore, adiponectin reduces macro-
phages’ TNF secretion and may modulate TNF in-
duced inflammatory response.” However, the role
of adiponectin in rheumatic inflammatory disea-
ses is uncertain. Unexpectedly, studies in RA found
elevated serum and synovial fluid adiponectin le-
vels both in early and established disease, which
did not correlate with disease activity nor were af-
fected by TNF blockade, but increased with metho-
trexate treatment.” " Increased levels of adiponec-
tin were also reported in SLE patients,” though not
confirmed later on.” The problem of this appa-
rently paradoxical increase of adiponectin in chro-
nic inflammatory conditions remains unsolved.

Resistin

Resistin is a recently discovered adipocyte-derived
mediator that negatively influences insulin sensi-
tivity of peripheral tissues. Circulating levels are
increased in obesity and are mainly regulated by
peroxisome proliferator-activated receptor gama
(PPARY). Three physiological roles have been pro-
posed for resistin: 1) mediator for the regulation of
metabolism, 2) regulator of adipogenesis and 3)
pro-inflammatory.”

Animal studies suggest that the major target of
resistin action is the liver, causing hepatic insulin
resistance; it also affects skeletal muscles and adi-
pose tissue. In skeletal muscle, it seems to reduce
the uptake and metabolism of free fatty acids, thus
contributing to insulin resistance.” Moreover, re-
sistin enhances secretion of pro-inflammatory
cytokines, TNF and IL-12, upregulates IL-6 and in-
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duces arthritis when injected into mice joints.”#

In rheumatoid arthritis conflicting results were
reported concerning serum levels.®* However, re-
sistin synovial fluid levels were found to be higher
in RA when compared to osteoarthritis, and positi-
vely correlated with acute phase reactants and di-
sease activity.”®! The potential role of resistin in
rheumatoid inflammation is further supported by
itsrapid reduction after infliximab administration.®

Serum resistin levels in patients with SLE were
similar to those found in controls,®#* but the in-
fluence of corticosteroid therapy on these results
cannot be ruled out, as resistin concentration is
known to increase in response to glucocorticoids
and decrease in response to TNE®

Other adipokines
Visfatin (pre-B-cell colony-enhancing factor,
PBEF) is a novel adipokine with insulin-mimetic
actions, preferentially produced by visceral adipo-
se tissue but also found in the liver, bone marrow
skeletal muscle, and lymphocytes.*® Plasma visfa-
tin levels correlate with intra-abdominal fat mass,
but not with subcutaneous fat. This adipokine fa-
cilitates adipogenesis, improves insulin sensitivity
and decreases hepatic glucose release.®” Despite
the lack of current evidence to support visfatin ac-
tion in the inflammatory process, some authors
reported increased synovial fluid and plasma levels
of this adipokine in RA% as well as its expression by
rheumatoid synoviocites at sites of attachment and
invasion into cartilage or bone.® In agreement with
these findings a recent report found an associa-
tion between radiographic damage and high visfa-
tin serum concentrations.®

Retinol Binding Protein 4 (RBP4) is predomi-
nantly secreted by visceral adipose tissue and by
the liver. A large number of studies in rodents and
also in humans confirmed an association of in-
creased circulating RBP4 levels with obesity, insu-
linresistance, type 2 diabetes, dyslipidemia, hyper-
tension and metabolic syndrome.? Moreover,
RBP4 gene expression in humans was associated
with inflammatory markers and RBP4 levels were
associated with inflammatory response in obese
individuals.® The role of RBP4 in rheumatic disea-
ses has not yet been established.

Conclusion

Metabolic syndrome is frequently present in pa-

tients with inflammatory rheumatic diseases and
represents an important risk for developing athe-
rosclerosis.

Dysregulation of adipokine secretion, non-ste-
rified fatty acid toxicity and the specificities of ab-
dominal fat support the central role of abdominal
obesity in metabolic syndrome. Significant advan-
ces in the understanding of the relationship betwe-
en fattissue and inflammation have been achieved
in recent years. Nevertheless, larger studies are
needed in order to have a better understanding of
the role of adipokines in inflammatory rheumatic
diseases. The benefits of lifestyle modifications and
other therapeutic interventions with the objective
of reducing visceral fat urge to be established. This
approach, combined with the adequate control of
inflammation, might significantly reduce CV mor-
bidity in patients with inflammatory rheumatic di-
seases.
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Abstract

Introduction

Systemic Lupus Erythematosus (SLE) patients can
also present neuropsychiatric disorders, such as
impaired memory and attention. Central auditory
processing depends on a great number of skills con-
trolled by the central nervous system.

Objective: To characterize the performance of SLE
patients, with and without neuropsychiatric disor-
ders (NP), in central auditory processing tests.
Patients and Methods: A prospective controlled
study of Dichotic Speech and Temporal Processing
Tests was carried out at a tertiary teaching Institu-
tion. Three groups were formed with 20 individuals
each, totalizing sixty women with age varying from
18 to 48 years: Group I - SLE patients without neu-
ropsychiatric disorders; Group II — SLE patients
with neuropsychiatric disorders as well; and Group
III - age and gender matched healthy controls.
Results: Dichotic Speech Test showed similar re-
sults for patients in Group I and for healthy con-
trols; however, most of the patients in Group II pre-
sented impaired performance with great variability
of response. SLE patients (Groups I and II) presen-
ted a significantly lower performance in Temporal
Processing tests than controls.

Conclusion: SLE patients especially those with
neuropsychiatric disorders presented impaired
central auditory processing, which may contribu-
te to the memory and attention impairment.

Keywords: Audiometry; Audiology; Central Ner-
vous System Diseases; Lupus Erythematosus.
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Neuropsychiatric (NP) disorders are frequent in pa-
tients with Systemic Lupus Erythematosus (SLE)'
and may result from a number of different patho-
genic mechanisms and events occurring in the cen-
tral and peripheral nervous systems.* A number of
disorders have been reported associated to SLE,
from mild mental dysfunctions to seizures, psycho-
sis, headaches, depression, cognitive dysfunction
and anxiety disorders.**® Attention span disorders,
impaired processing of short and long term me-
mory, and verbal and visual-spatial information
have also been associated to SLE."

Central Auditory Processing is a complex ana-
lysis performed by the auditory system from the
outer ear to the interpretation of the auditory infor-
mation by structures in the central nervous system
(CNS) and in the brain. The following processes
and mechanisms are involved: selective attention,
sound detection, sensation and localization, dis-
crimination of isolated and sequential sounds, as
well as speech recognition, comprehension and
memory. All these processes present both neu-
rophysiologic and functional correspondents.'-'*

Temporal processing is one of the functions per-
formed by the auditory system. It involves a num-
ber of temporal skills such as resolution, masking,
integration and ordering, which allow a listener
to hear acoustic variations in a certain time inter-
val.’>* These skills are essential for the processing
of the sounds of speech.!*!* Temporal processing
tests offer a comprehension of the way in which
acoustic events occurring over time are perceived
by the listener and how his/her work memory
functions. The primary auditory cortex and the as-
sociation cortex are involved in gap-detection tasks
during auditory stimulation, where the same group
of neurons is activated before and after a silent in-
terval.'!® Thus, the temporal resolution skill de-
pends on the integrity of central neurological struc-
tures, especially the auditory cortex.

Auditory processing impairment results from
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functional abnormalities in one or more of these
auditory processes, and may be caused by neuro-
logical problems associated to demyelination,
brain atrophy, focal brain lesions, and others."* Pa-
tients with others systemic diseases and altered
cognitive and psycho-emotional functions may
also present central auditory processing impair-
ment."

Many studies have shown the association
between poor central auditory processing and cen-
tral nervous system abnormality in various disea-
ses.!3181 However, auditory processing evaluation
is limited in SLE. Auditory processing disorders
could impair the cognitive-communicative and/or
language related functions in lupus patients.

The aim of the study was to evaluate the central
auditory processing skills in SLE patients, with and
without neuropsychiatric disorders, using dicho-
tic listening and temporal processing tests.

Patients and Methods

A total of 40 adult women with SLE, according to
ACR classification criteria® from a tertiary Rheu-
matology out-patient clinic and twenty healthy vo-
lunteers were studied. The participants were sub-
divided into three groups: 20 SLE patients without
NP involvement (Group I), 20 SLE patients with NP
involvement (Group II), and 20 age-matched
healthy women with no systemic disease, auditory
or neurological impairment (Group III). Patients’
age ranged from 18 to 48 years. All participants
were literate and signed a post informed consent
form approved by the Institutional Ethics Com-
mittee.

Group I included patients without neu-
ropsychiatric feature. Patients with memory or at-
tention impairment or any other cognitive impair-
ment complaints were excluded. Group II NP ma-
nifestations were: lupus headache (10%), panic
syndrome (10%), strokes (15%), anxiety disorder
(15%), major depression (30%), psychosis (40%)
and/or seizures (65%). Seventy-five percent of pa-
tients presented more than one manifestation.

All the participants had normal?' hearing thres-
holds and normal mobility of the tympanic- ossi-
cular system assessed by tonal threshold audio-
metry, speech reception testing, percentage index
of speech recognition, and acoustic immitance.
None of the participants presented mechanical or
neurosensorial hearing loss, which could interfe-
re with the tests interpretation.

Auditory processing was evaluated through
three specific tests performed in the following or-
der: Binaural integration task of the Dichotic Digit
Test (DDT) Portuguese version? for assessment of
recognition of overlapped verbal sounds in dicho-
tic hearing (different auditory stimuli presented to
each ear simultaneously) and hearing capability
of binaural integration; Random Gap Detection
Test— RGDT (Auditec, Saint Louis, MO)# for iden-
tification and quantification of the subject’s reso-
lution capacity; Pure tone Duration Pattern Test
(DPT)2*?5 to assess sound discrimination abilities
related to duration and temporal ordering and is
also known as temporal processing. Responses
were expressed in percentages of correct answers
for the DDT and DPT, and in milliseconds (ms) for
the RGDT.

The DDT was comprised of 80 words presented
in pairs, a different pair of digits in each ear pre-
sented at the same time (dichotic hearing). There
were 20 pairs of dissyllabic words (digits) which
were randomly repeated twice in each ear.

In RGDT the subject was expected to identify
the presence of two short consecutive sounds; the
gap detection was expressed as the shortest inter-
val (in milliseconds) of detection of both sounds.
The test includes stimuli at four frequencies (0,5k,
1k, 2k, 4kHz), presented to both ears at the same
time.

In DPT the subject was expected to identify a se-
ries of three sounds by verbalizing if the sound was
short orlong (V_DPT) or by imitating or humming
the sound (H_DPT). Stimuli were presented sepa-
rately to the right and left ears.

Hearing tests were performed at 50dBNS in a
sound treated booth using TDH-49 supra-aural he-
adphones (Telephonics, Denmark). A two channel
Orbiter-Madsen 922 audiometer (GN Otometrics,
Denmark) calibrated according to ANSI S 3:6 - 1989
guidelines was used. The audiometer was connec-
ted to a CD recorder/player (Panasonic Inc., USA)
for digital recording of the tests.

Statistical analysis: Descriptive analysis was per-
formed using mean and 95% of confidence inter-
val. Patients in Groups I and II were compared to
the control (Group III). In DDT,V_DPT and H_DPT
tests responses were considered abnormal when
the average number of correct answers was below
the minimum average of the control group. RGDT
interpretation was performed by averaging the gap
detection threshold for all tonal stimuli (0,5k, 1k,
2k, 4kHz). The results were considered abnormal
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when they exceeded the maximum threshold ob-
served in the control group. The correlation betwe-
en results and duration of the disease was carried
out using Spearman’s correlation test (r). Inferen-
tial analysis of auditory processing tests was based
on the results obtained from each ear for DDT and
DPT, or the frequency tested in RGDT. The compa-
rison of abnormal results in Group I and Group II
was performed using Tukey test. Fisher’s exact test
was used to compare the results obtained in each
separate ear in the SLE patients who responded
below the average of the control group.? P value <
0,05 was considered significant.

Results

The mean disease duration of Group I and II was
7.7+4.71 years and 7.9+5.19 years, respectively. The
mean age of group I, [T and I1T was 29+ 4.64, 31+7.82
and 32+8.47 years, respectively.

Dichotic Digit Test (DDT)

Group I and III presented similar responses on
DDT. However, most Group II patients had poor
DDT responses with great variability. The mean
percentage of correct responses on DDT of Group
I, IT and ITT was respectively 99% (C198.17-99.83%),
93.4% (CI90.3-96.5%) and 99.6% (C199.2-100.0%);
p=0.027 for right ear, and 98.6% (CI 97.65-99.35%),
91.5% (CI 88.8-94.92%) and 99.4% (CI198.91-99.89%);
p=0.027 for left ear.

No significant difference on DDT results was ob-
served in any of the three groups when comparing
right and left ear (p=0.054). Groups I and III pre-
sented similar average performance on DDT
(p=0.860), whereas Group II had poorer results
when compared to the other two groups (p<0.001).

Random Gap Detection Test (RGDT)
RGDT results were poor in Group I and worse in
Group II, whereas healthy controls presented the
best responses. Only one patient of Group II pre-
sented outlier responses (Figure 1). Group III pre-
sented gap detection thresholds < 10 ms on all
sound frequencies of RGDT [mean 6.6 ms (CI
5.92-7.28 ms)]. Groups I and II presented a mean
of 16 ms (CI 11.95-20.05 ms) and 46.1 ms (CI
31.24-60.96 ms), respectively, on all frequencies.
There was no significant difference on RGDT re-
sults obtained by different sound frequencies in
any of the three groups (p=0.065). When compa-

ring the three groups, Group III presented the best
results, i.e., the lowest average gap detection thres-
holds on RGDT, and Group II presented the hig-
hest average gap detection thresholds on RGDT
when compared to Group I and Group III (p<0.001
for all the comparisons).

Duration Pattern Test (DPT)

A significant number of Group I patients presen-
ted poor DPT results (V_DPT and H_DPT, for both
right and left ear stimuli), when compared to
Group III. The worst DPT responses were found in
Group II (Figure 2).

A similar response on the right and left ears on
DPT tests was found in Group II and III. The per-
centage of correct responses inV_DPT and H_DPT
tests was similar for all three groups. Only Group I
presented a significant difference between DPT
scores in each ear, the left ear presenting a lower
average response than the right ear (p<0.001). The
averages of the three groups were distinct when
compared two by two in each ear. A higher avera-
ge of correct responses was found in Group I1I, fol-
lowed by Group I and finally by Group II (p<0.001).

Only Group Il presented a significant correlation
between DDT and V_DPT results (p=0.016). No cor-
relation was found between the performance on
any of the auditory processing tests in patients
from Group I and healthy controls.

There was no correlation between the perfor-
mance on DDT or RGDT and the disease duration.
A weak negative correlation was found between
DPT responses and the disease duration in Group
I (V_DPT in the right, r= -0.49; p= 0,029, and left
ears, r= -0.44; p= 0,05, and H_DPT in the right ear,
r=-0.60; p= 0,005, and r = -34; p= 0.144 in the left
ear), suggesting that the percentage of correct
answers decreases as the disease progresses in the-
se patients (Figures 3 and 4). No correlation was
observed in Group II.

Table I depicts the abnormal test results in
Group I and II, using the healthy controls as refe-
rence. A great occurrence of abnormal RGDT and
DPT results (both V_DPT and H_DPT) was found
in both groups.

Discussion

Our study showed that SLE patients present impai-
red auditory processing skills, mainly those with
neuropsychiatric disorders. Most abnormal results
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Figure |. Box-plots for RGDT results by sound
frequency (Hz) of groups |, Il and lll.

RGDT Random Gap Detection Test; Group I: patients with
systemic lupus erythematosus and no neuropsychiatric
involvement; Group II: patients with systemic lupus
erythematosus and neuropsychiatric involvement;

Group llI: control group. * aberrant responses.
Confidence intervals (averaging the gap detection

for all stimuli) Group I: 11.95 —20.05 ms, Group II:31.24 —
—60.96 ms, Group 1ll:5.92 — 7.28 ms.

were found in tests of temporal processing.

The studied sample was comprised solely of fe-
males, which is in accordance with the prevalence
of SLE in this gender.?” The neuropsychiatric symp-
toms associated to SLE varied greatly and were si-
milar to those previously reported in literature. 5%

SLE patients with NP disorders had poorer DDT
responses with greatest standard deviation, when
compared to the other two groups. The same alte-
ration was also observed in patients with epilepsy
in another study.*® No significant differences were
found between the responses of the right and left
ears in any of the groups, differently from what was
reported by Kimura.* This difference may be ex-
plained by the characteristics of the verbal stimu-
li used in the test. Although both the English and
the Portuguese language versions use representa-
tions of numbers, in the former language the words
were monosyllables and in Portuguese, the words
were disyllables.

Concerning RGDT, only Group III presented re-
sults similar to or better than those found in cur-
rently available normative data.?**>* It is expected
that normal individuals respond correctly to 70%
or more of the stimuli in DPT.?* In the current study
none of the SLE patients presented a percentage of
correct responses as high as the healthy controls.
SLE patients with NP involvement presented the
worst responses (for both V_DPT and H_DPT, re-

Figure 2. Box-plots for V_DPT results of groups I, Il and
Il for the right and left ear.

V_DPT Duration Pattern Test by verbalizing; Group I:
patients with systemic lupus erythematosus and no
neuropsychiatric involvement; Group l: patients with
systemic lupus erythematosus and neuropsychiatric
involvement; Group IlI: control group;

Confidence intervals for right ear Group I: 60.4 —

— 68.6%, Group II: 40.3 — 52.3%, Group Ill: 81.4 — 87.6%;
and for left ear Group 1: 53,3 — 63.7%, Group 1I:39.4 —
—49.6%, Group llI: 81.5 — 87.5%.

gardless of the tested ear).

Temporal processing involves the right and left
hemispheres. The right hemisphere recognizes the
whole and provides ordering and the corpus callo-
sumtransfers the information to the left hemisphe-
re which will label it linguistically after sequencing
the message, regardless of the ear tested.>** Thus,
in SLE patients with corpus callosum involvement,
DPT would become a valuable tool by differentia-
ting verbal and humming responses.?*

The normal interval for detection and ordering
of two distinct acoustic stimuli is at least 20 ms."”
In the current study, SLE patients with NP involve-
ment presented a higher interval, suggesting that
the relatively short duration of the acoustic stimu-
li in DPT was insufficient to allow ordering of the
distinct sounds by these patients.

SLE patients with NP involvement presented the
greatest variability of responses in all the tests and
were characterized as the most heterogeneous
group. This finding may be related to structural
neurological deficits, since performance variability
has been suggested as a predictive factor of neu-
rological impairment.*” However, a number of pa-
tients in Group II did not present neurological di-
sorders likely to cause structural neurological se-
quelae. It is also important to note that the current
study did not consider the possibility of perma-
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Figure 3. Box-plots for V_DPT and duration of the
disease of Groups | and |l for the right and left ear.
V_DPT Duration Pattern Test by verbalizing; Group I:
patients with systemic lupus erythematosus and no
neuropsychiatric involvement; Group II: patients with systemic
lupus erythematosus and neuropsychiatric involvement.

nent neurological damage as a variable in the eva-
luation of auditory processing, since both anato-
mical and functional abnormalities of the CNS may
be involved in abnormal central auditory proces-
sing.’®

The disease duration did not seem to interfere
in the test results of Group II patients. This finding
may be explained by the great variability of res-
ponses and neuropsychiatric symptoms presen-
ted by these patients. Patients without NP involve-
ment were not influenced by the duration of the di-
sease in DDT and RGDT, but presented worse res-
ponses in V_DPT in both ears and H_DPT in the
right ear as the duration of the disease increased.

Figure 4. Box-plots for H_DPT and disease duration of
Groups | and Il for the right and left ear.

H_DPT Duration Pattern Test by humming; Group I:
patients with systemic lupus erythematosus and no
neuropsychiatric involvement.

It has been reported that performance in these
tests may be intrinsically correlated to the work
memory, and the current study agrees with pre-
vious reports.* Other studies of specific neu-
ropsychiatric disorders have also not found a cor-
relation between the duration of the disease and
attention deficits* or cognitive/psychological im-
pairment* in SLE patients.

Patients in Group I and healthy controls showed
no correlation of the performance between speci-
fic auditory processing tests. This is comprehensi-
ble, considering that each test involves distinct
physiological mechanisms. However, SLE patients
with NP involvement presented significantly
lower performance on DDT and DPT, suggesting

Tabela I. Percentage of SLE patients with responses below those of the reference group (healthy controls).

Responses below the
reference (Control Group lll)

Test Ear Group I n =20 Group Il n =20 P
DDT Right 15 % 65 % 0.003*

Left 10 % 70 % 0.002*
average RGDT - 65 % 100 % 0.008*
V_DPT Right 95 % 95 % 1.000

Left 90 % 100 % 0.487
H_DPT Right 95 % 100 % 1.000

Left 90 % 100 % 0.487

DDT Dichotic Digit Test; RGDT Random Gap Detection Test; V_DPT Duration Pattern Test by verbalizing; H_DPT Duration Pattern Test by humming; Group I: pa-
tients with systemic lupus erythematosus and no neuropsychiatric involvement; Group II: patients with systemic lupus erythematosus and neuropsychiatric in-

volvement; * significant p values (<0,05).
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these tests are highly sensitive to CNS disor-
ders.?341- The majority of SLE patients without
NP involvement performed well on DDT, unlike
patients with SLE with NP disorders who presen-
ted a higher and significant percentage of poor res-
ponses, once again showing that these individuals
present greater difficulty in recognizing familiar
linguistic sounds in dichotic hearing.

Asto RGDT, the results showed a significant im-
pairment in temporal resolution, especially in pa-
tients with NP involvement, which adds to the dif-
ficulty in acoustic perception of speech sounds.

Most SLE patients and all those with NP invol-
vement responded poorly to DPT for stimuli pre-
sented to atleast one of the two tested ears. A cou-
ple of possible reasons may explain why SLE pati-
ents without NP involvement also presented poor
DPT responses: a higher demand of attention ca-
pabilities® or the presence of mild undetectable
CNS dysfunctions most likely associated to micro-
vascular abnormalities or anti-CNS neuron auto-
antibodies.*®284¢45 These discrete abnormalities
may still be asymptomatic and clinically undetec-
table,* but could determine the poorer responses.
Temporal processing and Dichotic digit results
have shown to be very sensitive at detecting neu-
romorphological lesions such as cranial trauma,
epileptic seizures, etc.?*6474 Tests that assess tem-
poral resolution have been found to be more sen-
sitive to cortical than to brain stem lesion.*

Conclusions

Auditory processing tests contributed to the iden-
tification of abnormal physiological auditory me-
chanisms in SLE patients. The current findings sug-
gest SLE may be associated to difficulties in cen-
tral auditory processing, impairing dichotic liste-
ning and temporal processing, especially in
patients with neuropsychiatric involvement.

Correspondence to

Ms. Ana Paula Bruner

Departamento de Fonoaudiologia UNIFESP.
Rua Botucatu, 802, Sdo Paulo,

SP, Brazil / CEP: 04023-900.

Phone/Fax: +55-11-5576-4531

E-mail: ana_bruner@yahoo.com.br

Acknowledgments
Our deepest gratitude to the physicians from the
Rheumatology Division of the Internal Medicine

Department of the Federal University of Sdo Paulo
School of Medicine for their essential collaboration.

References

1. Cotton E Bouffard-Vercelli J, Hermier M, et al. Ap-
port de IIRM cérébrale dans une série de 58 cas de
malade lupique avec ou sans manifestations neu-
ropsychiatriques. [MRI of central nervous system
in a serie of 58 systemic lupus erythematosus pa-
tients with or without overt neuropsychiatric mani-
festations]. Rev Med Interne 2004; 25: 8-15.
Appenzeller S, Rondina JM, Li LM, Costallat LTL,
Cendes E Cerebral and corpus callosum atrophy in
systemic lupus erythematosus. Arthritis Rheum
2005; 52:2783-2789.

Shimojima Y, Matsuda M, Gono T, Ishii W, Ikeda S.
Relationship between clinical factors and neu-
ropsychiatric manifestations in systemic lupus
erythematosus. Clin Rheumatol 2005; 24:469-475.
Sanna G, Bertolaccini ML, Mathieu A. Central ner-
vous system lupus: a clinical approach to therapy.
Lupus 2003; 12:935-942.

Appenzeller S, Kobayashi E, Costallat LTL, et al.
Magnetic resonance imaging in the evaluation of
patients with aseptic meningoencephalitis and
connective tissue disorders. Arq Neuropsiquiatr
2000; 58:45-51.

Koseda-Dragan M, Hebanowski M, Badzio-Jagiello
H, et al. New diagnostic criteria for the neu-
ropsychiatric form of systemic lupus erythemato-
sus. Psychiatr Pol 2000; 34:993-1005.

7. Weiner SM, Otte A, Schumacher M, et al. Diagnosis
and monitoring of central nervous system involve-
ment in systemic lupus erythematosus: value of F-
18 fluorodeoxyglucose PET. Ann Rheum Dis 2000;
59:377-385.

Csépéany T, Bereczki D, Kolldr J, Sikula J, Kiss E, Csi-
ba L. MRI findings in central nervous system syste-
mic lupus erythematosus are associated with im-
munoserological parameters and hypertension. J
Neurol 2003; 250:1348-1354.

Takahashi T, Kokubun Y, Okuhata Y, Sawada S, Mi-
zutani T. A central nervous system lupus showing
peculiar findings on cranial magnetic resonance
imaging (MRI). Rinsho Shinkeigaku 2003; 43:409-
-416.

Sabaddini MG, Manfredi AA, Bozzolo E, et al. Cen-
tral nervous system involvement in systemic lupus
erythematosus patients without overt neuropsy-
chiatric manifestations. Lupus 1999; 8:11-9.
Phillips DP. Central auditory processing: a view
from auditory neuroscience. Am J Otol 1995;
16:338-352.

American Speech-Language-Hearing Association
(ASHA). Central auditory processing: current status
of research and implications for clinical practice.
Am J Audiol 1996; 5:41-54.

10.

11.

12.

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2009:34:600-607 I

605



CENTRAL AUDITORY PROCESSING IN SLE

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Chermak GD. Deciphering auditory processing di-
sorders in children. Otolaryngol Clin North Am
2002; 35:733-749.

Phillips SL, Gordon-Salant S, Fitzgibbons PJ, Yeni-
Komshian G. Frequency and temporal resolution in
elderly listeners with good and poor word recogni-
tion. ] Speech Lang Hear Res 2000; 43:217-228.
Emmanuel DC. The auditory processing battery:
survey of common practices. ] Am Acad Audiol
2002;13:93-117.

Purcell DW, John SM, Schneider BA, Picton TW. Hu-
man temporal auditory acuity as assessed by enve-
lope responses. J Acoust Soc Am 2004;116:3581-
-3593.

Bellis TJ. Mechanisms of selected auditory and re-
lated processes. In: Bellis TJ. Assesment and mana-
gement of central auditory processing disorders in
the educational setting: from science to practice.
2nd ed. New York: Delmar Learning, 2003: 51-102.
Sulakhe N, Elias L], Lejbak L. Hemispheric
asymmetries for gap detection depends on noise
type. Brain Cogn 2003; 53:372-375.

Musiek FE, Baran JA, Pinheiro ML. Neuroaudio-
logy: case studies. San Diego: Singular Publishing
Group; 1994: 279p.

The 1997 Update of the 1982 American College of
Rheumatology Revised Criteria for Classification of
Systemic Lupus Erythematosus, 1997. http://www.
rheumatology.org/publications/classificati-
on/SLE/1997UpdateOf1982RevisedCriteriaClassifi-
cationSLE.asp

Davis, H. Abnormal hearing and deafness. In: Davis
H, Silverman SR, ed. Hearing and deafness. New
York: Holt, Rinehart and Winston, 1970: 83-139.
Pereira LD, Schochat E. Processamento auditivo
central: manual de avaliacdo. Sdo Paulo: Lovise;
1997: 147-149.

Keith RW. Random gap detection test. Auditec of
Saint Louis. Missouri: 2000.

Musiek FE, Baran JA, Pinheiro ML. Duration pat-
tern recognition in normal subjects and patients
with cerebral and cochlear lesions. Audiology 1990;
29:304-313.

Musiek FE. Frequency (pitch) and duration pattern
tests. ] Am Acad Audiol 1994; 5:265-268.

Fisher LD, Van Belle G, ed. Biostatistics: A metho-
dology for the health sciences. 1993. New York:
John Wiley & Sons Inc, 1993: 858p.

Vilar MJP, Sato EI. Estimating the incidence of
systemic lupus erythematosus in a tropical region
(Natal, Brazil). Lupus 2002;11:528-532.

Bluestein HG. Neuropsychiatric manifestations of
systemic lupus erythematosus. N Engl ] Med 1987;
317:309-311.

Miguel EC, Pereira RM, Pereira CA, et al. Psychiatric
manifestations of systemic lupus erythematosus:
clinical features, symptoms and signs of central

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

nervous system activity in 43 patients. Medicine
(Baltimore) 1994;73:224-232.

Kimura D. A note on cerebral dominance in hea-
ring. Acta Otolaryngol 1963; 56:617-618.

Kimura D. Left-right differences in the perception
of melodies. Q J Exp Psychol 1964; 16:355-358.

Snell KB. Age-related changes in temporal gap de-
tection. J Acoust Soc Am 1997; 101:2214-2220.
Schneider BA, Pichora-Fuller MK. Age-Related
Changes in Temporal Processing: Implications for
Speech Perception. Semin Hear 2001; 22: 227-240.
Musiek FE, Pinheiro ML, Wilson DH. Auditory pat-
tern perception in 'split brain' patients. Arch Oto-
laryngol 1980; 106:610-612.

Musiek FE, Pinheiro ML. Frequency patterns in
cochlear, brainstem and cerebral lesions. Audiology
1987; 26:79-88.

Appenczeller S, Faria A, Marini R, Costallat LT, Cen-
des E Focal transient lesions of the corpus callo-
sum in systemic lupus erythematosus. Clin Rheu-
matol 2006; 25:568-571.

Paulus MP, Geyer MA, Braff DL. Use of methods
from chaos theory to quantify a fundamental
dysfunction in the behavioral organization of schi-
zophrenic patients. Am J Psychiatry 1996; 153:714-
-717.

Gladman DD, Goldsmith CH, Urowitz MB, et al.
The systemic lupus international collaborating cli-
nics/American College of Rheumatology (SLICC/
ACR) damage index for systemic lupus erythemato-
sus international comparison. ] Rheumatol 2000;
27:373-376.

Schucard JL, Parrish J, Shucard DW, McCabe DC,
Benedict RH, Ambrus J. Working memory and pro-
cessing speed deficits in systemic lupus erythema-
tosus as measured by the paced auditory serial ad-
dition test. ] Int Neuropsychol Soc 2004; 10:35-45.
Kerr EN. Attentional capacity in patients with
systemic lupus erythematosus. Diss Abstr Int [B]
1996; 56:5771.

Kozora E, Thompson LL, West SG, Kotzin BL. Analy-
sis of cognitive and psychological deficits in syste-
mic lupus erythematosus patients without overt
central nervous system disease. Arthritis Rheum
1996; 39:2035-2045.

Strouse AL, Hall JW. Test-retest reliability of a di-
chotic test for assessing central auditory function
in Alzheimer's disease. Audiology 1995; 34:85-90.
Olivares-Garcia MR, Pefialoza-Lépez YR, Garcia-Pe-
droza E et al. Identificacion de la lateralidad auditi-
va mediante una prueba dic6tica nueva con digitos
en espanol, y de la lateralidad corporal y orientaci-
6n espacial en nifios con dislexia y en controles.
[Identification of auditory laterality by means of a
new dichotic digit test in Spanish, and body latera-
lity and spatial orientation in children with dyslexia
and in controls]. Rev Neurol 2005; 41:198-205.

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2009:34:600-607 I

606



ANA

PAULA BRUNER E COL.

44,

45.

Futrell N, Schultz LR, Millikan C. Central nervous
system disease in patients with systemic lupus
erythematosus. Neurology 1992; 42:1649-1657.
Munoz-Mélaga A, Anglada JC, Paez M, Girén JM,
Barrera A. Psicosis como manifestaciéon de lupus
eritematoso sistémico: valor de prueba de la banda
lipica frente a los anticuerpos antirribosomales.
[Psychosis as the initial manifestation of systemic
lupus erythematous: the role of lupus band test
and antiribosomal antibodies.] Rev Neurol. 1999;
28:779-781.

46.

47.

48.

Shinn JB. Temporal processing and temporal pat-
terning tests. In: Musiek FE, Chermak GD. Handbo-
ok of (central) auditory processing disorder: audi-
tory neuroscience and diagnosis. San Diego: Plural
Publishing, 2007: 231-256.

Musiek FE, Shinn J, Jirsa R, Bamiou D, Baran JA,
Zaidan E. The GIN® (Gaps-in-Noise) Test perfor-
mance in subjects with confirmed central auditory
nervous system involvement. Ear Hear
2005;26:608-618.

Musiek FE, Wilson DH. SSW and dichotic digit re-
sults pré- and post-commissurectomy: a case re-
port. J Speech Hear Disord 1979;44:528-533.

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2009:34:600-607 I

607



ARTIGO ORIGINAL

ANTI-CYCLIC CITRULLINATED PEPTIDE
ANTIBODODIES AND RHEUMATOID FACTOR
IN SJOBREN'S SYNDROME

Filipe Barcelos,” Isabel Abreu,” José Vaz Patto,” Hélder Trindade,” Ana Teixeira"

Abstract

Objectives: The purpose of this study was to eva-
luate the prevalence and clinical significance of
anti-cyclic citrullinated peptide antibodies (anti-
CCP-Abs), IgM and IgA rheumatoid factors (RFs) in
primary Sjogren’s Syndrome (pSS).

Materials and Methods: We compared clinical and
serological characteristics of 31 pSS and 31 Rheu-
matoid Arthritis (RA) patients. Both, anti-CCP-Abs
and RFs (IgM, IgA) directed against Fc determi-
nants of IgG from humans and rabbit were detec-
ted by enzyme-linked immunosorbent assay (ELI-
SA).We included 31 blood donors as control group
for the evaluation of RFs and anti-CCP-Abs. Nine
(29%) pSS patients presented arthritis, and 10
(32,3%) RA patients also had secondary Sjogren’s
syndrome (sSS)

Results: [gM and IgA RFs prevalence was similar in
pSS and RA, whichever the antigene (Human or
Rabbit IgG) used. However, RA patients with sSS
showed a tendency to present more often RF posi-
tivity, longer disease duration and higher ESR and
CRP when compared with pSS patients with arthri-
tis. Anti-CCP-Abs were detected in 64,5% of RA pa-
tients and in only 6,9% of pSS patients (p<0,0005).
Anti-CCP-Abs were more often positive in RA pa-
tients with sSS (RA/sSS) (8 patients, 80%) than in RA
patients without sSS (18 patients, 58,1%), and were
absent in pSS patients with arthritis. RF-positive
pSS patients presented more often pulmonary in-
volvement and higher inflammatory parameters,
and less often neuropathy compared to RF-negati-
ve patients. In controls, anti-CCP-Abs were absent
and RFs were negligible.

Conclusions: Anti-CCP-Abs were detected in only
afew pSS patients, none of whom presented arthri-

*Portuguese Institute of Rheumatology, Lisbon, Portugal
**mmunology Department, Faculty of Medical Sciences, Lisbon,
Portugal

tis, which contrasts with the high frequency of the-
se antibodies in RA/sSS. These results suggest that
anti-CCP-Abs could be useful in the distinction
between pSS and RA with sSS. Although not useful
for the differential diagnosis between RA and pSS,
RFs may have a prognostic role in pSS.

Keywords: Sjogren’s Syndrome; Anti-CCP Antibo-
dies; Rheumatoid Factors; Rheumatoid Arthritis.

Introduction

Primary Sjogren’s Syndrome (pSS) is a systemic au-
toimmune rheumatic disease characterized by
lymphocitic infiltration and dysfunction of exocri-
ne glands,' causing xerostomia and xerophtalmia.
Extraglandular involvement is frequent and inclu-
des non-erosive arthritis® that may be deforming
and present a distribution similar to rheumatoid
arthritis (RA), which can lead to difficulties in its
discrimination from secondary Sjogren’s syndro-
me (sSS) associated with RA.

Several autoantibodies are associated with pSS,?
of which the most frequent are anti-SSA, anti-SSB
antibodies, and RFs. The detection of RFs in a high
percentage of pSS patients could be another obs-
tacle for the distinction between RA and pSS, espe-
cially in patients with polyarthritis. The identifica-
tion of anti-CCP-Abs and its recognition as an im-
portant diagnostic tool in RA*® is helpful in the dif-
ferential diagnosis betwen RA and other rheumatic
diseases. However, although highly specific for RA,
anti-CCP-Abs have been described in low fre-
quency associated with diseases such as psoriatic
arthritis,® systemic lupus erythematosus,” mixed
connective tissue disease,® systemic sclerosis,’ as
well as in pSS.1°

Our purpose was to evaluate the prevalence of
anti-CCP-Abs and RFs (anti-Human and Rabbit
IgG) of IgM and IgA isotypes in pSS and to establish
their correlation with clinical and laboratorial data.
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Materials and Methods

Patients

The study included a total of 93 individuals: 31 pSS
patients (all female, with mean age + SD of 55,6 +
13,1 years and disease duration of 8,8+7,7 years),
31 RA patients (96,8% [30/31] women, with mean
age + SD of 57,9 + 12,0 years and disease duration
0f 10,8 + 9,2 years). There were 10 RA patients with
sSS (32,3%), and 9 pSS patients with non-erosive
arthritis (29,0%) (5 with polyarthritis and 4 with
oligoarthritis). In pSS patients, mean ESR was 35,8
mm (SD= 20,4), whereas in RA it was 37,1 mm
(£ 29,3) (p=0,620). Mean CRP was 5,67 g/l
(SD=10,2) in pSS and 14,35 g/l (+ 20,8) in RA pa-
tients (p=0,025). Leukopenia (defined as a leuko-
cyte count bellow 4000 cells/mm?) was present in
9 patients with pSS (29,0%) and in only 1 RA patient
(3,3%) (p=0,007). Systemic involvement, other than
sSS in RA and arthritis in pSS, occured in 11 pSS
(35,5%) and in 10 RA patients (32,3%).

Sjogren’s syndrome, either primary or secon-
dary, was defined according to the American-Eu-
ropean Consensus Group diagnostic criteria,'! and
RA was defined according to the American Colle-
ge of Rheumatology criteria.!? Thirty one (31)
healthy controls (blood donors), matched by age
and sex (100% female) were also analized. All pa-
tients were followed in a single Rheumatologic Ins-
titution. Clinical and epidemiological data were
collected retrospectively from each patient.

Anti-CCP Abs and RFs detection
The measurement of anti-CCP-Abs was done
using an ELISA kit (Quanta Lite™ CCP3, INOVA
Diagnostics, Inc. San Diego, CA), with a cut-off va-
lue of 60 U/ml. Commercial ELISA assays were also
used to detect IgM-IgA RFs anti-Human IgG (Or-
gentec Diagnostika GmbH) and anti-Rabbit IgG
(Quanta Lite™, INOVA Diagnostics, Inc. San Die-
go, CA). On the evaluation of RFs anti-Human IgG,
serum samples with a value of 50 U/ml were con-
sidered positive. For RFs anti- Rabbit IgG, the cut
off value was 12 U/ml.

All serum samples were evaluated in duplicate.

Alaboratorial screening consisting of complete
blood count, CRP and ESR was performed to each
patient when colecting the blood samples for the
immunological assays.

Statistical analysis
Qualitative values between the groups were com-

pared by the y? test and quantitative values by the
non-parametric Mann-Whitney test using SPSS
version 13.0 (SPSS Inc., Chicago, IL). Significance
was assumed at p<0,05.

Results

The anti-CCP-Abs were positive in 20 RA patients
(64,5%), compared with only 2 (6,9%) pSS patients
(p<0,0005) and none in the control group
(p<0,0005) (Table I). None of the pSS patients with
arthritis was anti-CCP-Abs-positive, which con-
trasts with the RA/sSS patients, of whom 80% pre-
sented anti-CCP-Abs positivity (0% vs. 80%;
p=0,001) (Table II). In RA patients the presence of
sSS was associated with increased prevalence of
anti-CCP-Abs when compared with RA patients
without sSS (80,0% vs. 57,1%; p= 0,214).

On what concerns to the RFs evaluation, we
found the following results: comparing the pSS and
RA patients to the healthy controls, we observed
that IgM-RFs were not detected in controls and
only one blood donor was IgA-RF positive
(p<0,0005). Between patients with pSS and RA, the-
re were no significant differences for both IgA and
IgM classes of RF using either human IgG or Rab-
bit IgG as antigen (Table I).

Primary Sjogren’s syndrome patients having
arthritis were compared with RA patients associa-
ted with sSS. RFs of both IgA and IgM classes were
more often positive in RA/sSS patients than in
pSS/arthritis patients (Table II), being IgM anti-
-Rabbit IgG RF levels significantly higher (37,5%
vs. 90,0%; p=0,019). In adition to a greater RF po-
sitivity, RA/sSS patients also tended to be older,
present longer disease duration, and higher in-
flammatory parameters — ESR of 42,0 mm vs. 51,1
mm and CRP of 11,0 vs. 3,1 mg/1 (p=0,022) —when
compared to pSS/arthritis patients.

We evaluated the clinical and laboratory data of
pSS patients according to the presence of RFs (IgM,
IgA) anti-Human IgG as well as anti-Rabbit IgG
(Table ITT). We found higher levels of inflammatory
parameters — ESR and CRP - in RF-positive pa-
tients, whichever the antigen used, being particu-
larly significant the association of increased ESR
with anti-Human IgG RF positivity (p=0,034 for the
IgM RF and p=0,001 for the IgA RF).

Peripheral neuropathy correlated negatively
with the presence of IgM RE either anti-Human
IgG (0% vs. 20,0%; p=0,060) or anti-Rabbit IgG (0%
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Table I. Prevalence of anti-CCP-Abs and IgM and IgA RFs in patients and controls () test)

pSS vs RA vs

pSS RA Controls pSS vs RA controls controls

n (%) n (%) n (%) P P P
IgM RF anti-Human IgG 16 (51,6) 17 (54,8) 0 (0) 0,799 <0,0005 <0,0005
IgA RF anti-Human IgG 17 (54,8) 18 (58,1) 1 (3,2) 0,798 <0,0005 <0,0005
IgM RF anti-Rabbit 1gG 16 (51,6) 23 (74,2) 0 (0) 0,123 <0,0005 <0,0005
IgA RF anti-Rabbit 1gG 24 (80,0) 23 (74,2) 2 (6,5) 0,590 <0,0005 <0,0005
Anti-CCP-Abs 2 (6,9) 20 (64.5) 0 (0) <0,0005 0,137 <0,0005

vs. 23,1%; p=0,042), whereas IgA RF did not appe-
ar to have any influence. Pulmonary involvement
was more frequent in RF-positive pSS patients
compared with RF-negative patients, with IgA-RF
anti-Human IgG achieving statistical significance
(29,4% vs. 0%; p=0,027).

Interestingly, we did not observe in pSS patients
any association between the presence of arthritis
and RFs specific for human and animal antigens.

Discussion

In clinical practice the distinction between pSS and
RA is of great importance, and since both diseases
share clinical and serological characteristics, relia-
ble diagnostic tools are needed.

Our population of pSS had clinical and labora-
tory characteristics similar to other published se-
ries of patients with pSS.*

We found anti-CCP Abs in 6,9% pSS patients.

Our data are in agreement to other authors who
also detected these antibodies in pSS. Goéb et al*
found anti-CCP Abs in only 4% of 137 women and
18% of 11 men with pSS. Gottenberg et al'’in a co-
hort of 134 patients with pSS found that 7,5% of the
samples were positive for anti-CCP Abs. Atzeni et
al® recently reported that 10% of 141 individuals
with pSS were positive for those Abs. We have to
point out that none of our patients with anti-CCP
Abs had arthritis. Maybe in the future these pa-
tients will develop RA. It is described that these an-
tibodies can appear some years before the deve-
lopment of RA symptoms (Nielen et al).'® Atzeni et
al® also suggested that anti-CCP positivity in pa-
tients with pSS may be a predictor of future pro-
gress to RA.

Anti-CCP Abs were detected in 64,5% of RA pa-
tients. The differences between RA patients and
the other groups were highly significant (p<0,0005
vs pSS; p< 0,0005 vs controls). Our data are in
agreement to other authors*® who demonstrated

that anti-CCP Abs are specific markers
for RA. In RA patients, anti-CCP-Abs

Table 1. Comparative analysis of patients with pSS/arthritis were more frequent in those with sSS
and RA/sSS than in those without sSS, however the
difference was not statisticaly signifi-
pSS/Arthritis | RA/sSS cant. We do not know if this result
(n=9) (n=10) p would be the same if we had a higher

Age (years) 563£10,8 | 62,088 | 0,243 sample.
Evolution (years) 9,247,3 13,8£12,5 | 0,541 As expected, RFs of both isotypes
ESR (mm) 42,0+27.4 51,1+314 | 0,829 were significantly more frequent in pa-
CRP (mg/l) 3,1432 110112 | 0,022 tients than in controls. On the other
Leukopenia 2 (22.2%) I (I1,1%) 0,527 hand, there were no significant diffe-
IgM RF anti-Human IgG 4 (44,4%) | 6 (60%) 0,498 rences of IgM and IgA RFs between pSS
IgA RF anti-Human IgG 5 (55,6%) | 7 (70%) 0515 and RA patients. However, IgM anti-
IgM RF anti-Rabbit IgG 3(37,5%) | 9 (90%) 0,019 Rabbit IgG RF was more frequently de-
IgA RF anti-Rabbit IgG 7 (87.5%) | 9 (90%) 0,867 tected in RA than in pSS (74,2 vs 55,2%),
Anti-CCP-Ab 0 (0%) 8 (80%) 0,001 although not reaching statistical signi-
ficance (p=0,123). There are authors
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Table 111. Comparative analysis of clinical and laboratorial features in pSS patients, according with the positivity for IgM and IgA RFs.
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who reported that Rabbit IgG is more specific for
RA.'"20 Once again, we think the size of our sample
may have contributed to this result.

When we analyzed the clinical and laboratory
data in patients with RA/sSS and pSS/arthritis, we
found that RA/sSS patients were older and had
higher ESR and CRP. The RFs of IgM and IgA iso-
types were also more prevalent in AR/sSS patients
than in pSS/arthritis, particularly IgM anti-Rabbit
IgG RFs (90,0 vs 75,5%; p=0,022). This result is also
in agreement to what we have mencioned above,
RFs anti-Rabbit IgG are more specific for RA.

Although RFs of either IgM or IgA isotypes are not
areliable diagnostic tool to differenciate pSS and RA,
they do seem to have clinical implications in pSS.#
Inflammatory parameters, namely ESR and CRP
were higher in RF-positive patients, with IgM and IgA
anti-Human IgG RF-positive pSS patients having sig-
nificantly higher ESR than RF-negative pSS patients.
RF-positive pSS patients had more frequently pul-
monary involvement than RF-negative patients,
although statistical significance was only found in
the positivity to IgA anti-Human IgG RF (29,4 vs 0%;
p=0,027). Lung involvement in pSS was also repor-
ted by Atzeni et al'® in 13% of patients with pSS.
However, they did not find any correlation between
RF titers and extra-glandular involvement. This dis-
crepancy may be explained by the fact we used dif-
ferent methods for RF detection. The immunone-
phelometry does not detected IgA RFs.

In our study, RF-positive pSS patients presented
less frequently peripheral neuropathy, although
only 3 cases were reported. Neuropathy was parti-
cularly less frequent in IgM RF-positive patients,
either anti-Rabbit-1gG (0 vs 23,1%; p=0,042) or
anti-Human IgG (0 vs 20,0%; p=0,060). It is no-
teworthy to refer that RF positivity in pSS patients
was not related with the presence of arthritis.

As already mencioned, the differential diagno-
sis between pSS and RA is very important. The re-
sults of this study showed that anti-CCP-Abs were
rarely present in pSS patients. This serological
marker seems to help to descriminate between pSS
patients and RA patients with sSS. We can not rule
out the possibility that pSS patients with anti-CCP
Abs may develop RA, especially in patients who are
also positive for IgM and/or IgA RFs. These patients
must have a clinical and radiographic follow up.
Our study also suggests that, as occurs in RA,? RFs
can have a prognostic role in pSS. Although the
small size of our sample, our results are compara-
ble to results found by other authors.!%*!5
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IN JUVENILE
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IDIOPATHIC ARTHRITIS
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Abstract

Introduction

Objectives: Localized compression of the median
nerve due to wrist arthritis is a frequently reported
complication in adult patients with rheumatoid
arthritis. However, in only two cases median nerve
compression has been reported in juvenile idiopa-
thic arthritis (JIA) patients. In this study, we aimed
to assess the effect of wrist involvement on medi-
an nerve electrophysiology in JIA patients.
Patients and methods: Thirty-three patients fulfil-
ling the diagnostic criteria for JIA according to the
International League of Associations for Rheuma-
tology and twenty-three healthy controls were en-
rolled. All subjects underwent a thorough neuro-
muscular examination and median and ulnar ner-
ve conduction studies. The presence of wrist arthri-
tis was noted. Complete blood count, erythrocyte
sedimentation rate, C reactive protein, renal/liver
function tests were measured.

Results: Sensory examination and provocative tests
for CTS were normal both in patient and control
groups. Age, height and electrophysiological data
of the subjects were compared within three groups:
JIA patients with wrist arthritis, those without wrist
arthritis and healthy controls. None of the elec-
trophysiological data of median nerve revealed sig-
nificant differences between groups.
Conclusions: In the light of our preliminary results,
the median nerve seems not to be affected due to
wrist involvement in patients with JIA.

Keywords: Carpal Tunnel Syndrome; Juvenile Idio-
pathic Arthritis; Median Nerve; Electrophysiology;
Conduction Study.
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Inflammatory synovitis and its destructive effects
on the joints may cause various neurological com-
plications in patients with rheumatic diseases.!*®
Among those, localized compression of the median
nerve due to wrist arthritis has been the most fre-
quently reported entrapment neuropathy in adult
patients with rheumatoid arthritis (RA).2* Although
wrist involvement in juvenile idiopathic arthritis
(JIA) is similar to that seen in adults,* only two ca-
ses of median nerve compression in JIA patients
have been reported in the literature.>®

On the other hand, electrophysiological measu-
rements have been performed in few studies con-
cerning JIA patients; however, median nerve con-
duction tests have not been evaluated with respect
to the wrist involvement.”® Accordingly, in this
study, we aimed to assess the effect of wrist invol-
vement on median nerve electrophysiology in JIA
patients.

Patients and methods

Patients admitted to the Pediatric Nephrology/
/Rheumatology Clinic, Hacettepe University Me-
dical School between January 2007 and November
2007 were recruited. All patients were examined by
an experienced physician and those fulfilling the
diagnostic criteria for JIA according to the Interna-
tional League of Associations for Rheumatology®
were consecutively enrolled in the study. The con-
comitant diagnosis of hypothyroidism, diabetes
mellitus, chronic renal failure, drug usage causing
neuropathy, vitamin B 12 and folic acid deficiency
and wrist fracture were taken as the exclusion cri-
teria. Control subjects were selected from the
healthy relatives of the hospital staff. All partici-
pants gave informed consent in accordance with
the Helsinki Declaration, 1975. Local Ethical Com-
mittee approved the study protocol.
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All subjects underwent a thorough neuromus-
cular examination by a physiatrist. Range of mo-
tion, thenar atrophy, hypoesthesia (light touch and
pin prick) in the hands, and specific tests for car-
pal tunnel syndrome (CTS) (tinnel, Phalen and re-
verse Phalen) were evaluated. The presence of wrist
arthritis was also noted. Laboratory tests included
complete blood count, erythrocyte sedimentation
rate, C reactive protein, blood glucose, renal/liver
function, thyroid stimulating hormone, free thyro-
xine, vitamin B12 and folate measurements. Ante-
ro-posterior X-rays of wrists were performed in all
patients with JTA.

Electrophysiological evaluations were perfor-
med for all individuals according to the recom-
mendations of American Association of Electro-
diagnostic Medicine Professional Practice Com-
mittee.!” Nerve conduction studies were perfor-
med using 5 channels Synergy (Medelec, Vickers
Medical) device in normal room temperature via
standard techniques of supramaximal percutane-
ous stimulation with a constant current stimulator.
All participants underwent median and ulnar sen-
sory-motor nerve conduction studies. Motor res-
ponses were measured with stimulation of the ner-
ves at the wrist and elbow (antecubital region for
median nerve, ulnar fossa for ulnar nerve) using
belly-tendon recordings from the lateral thenar
muscles (median nerve) or hypothenar muscles
(ulnar nerve). Sensory responses were obtained
antidromically, by stimulating at the wrist and el-
bow, and recording from the third finger (median
nerve) and the little finger (ulnar nerve), using ring
electrodes.

For the purpose of statistical analysis, JIA pa-
tients were separated into two groups: JIA with and
JIA without wrist involvement. One way ANOVA
was performed to compare age, height and elec-

trophysiological data among the three groups.
SPSS 11.0 was used for statistical analysis and p
values less than 0.05 were accepted as statistically
significant.

Results

Thirty-three JIA patients (21 E 12 M) who fulfilled
the inclusion criteria were enrolled. Twenty-three
healthy controls were also evaluated. Demogra-
phic and clinical data of the subjects are shown in
Table I. Patients were classified to have systemic
arthritis (9,1%), oligoarthritis (39,4%), polyarthri-
tis (33,3%), psoriatic arthritis (9,1%) and enthesi-
tis-related arthritis (9,1%). Thirteen patients had
wrist arthritis; twelve had bilateral wrist swelling
and pain during range of motion, one had unilate-
ral wrist arthritis. In only two JIA patients, there
were significant joint deformities including ulnar
deviation in the wrists. None of the patients and
controls had suffered numbness, pain, tingling
sensation on their hands. Sensory examination
and the above-mentioned provocative tests for
CTS were unremarkable both in patient and con-
trol groups. In two JIA patients with wrist deformity
thenar muscle atrophy was detected, probably due
to the disuse. Plain radiography of the patients
were normal other than ankylosis in those two pa-
tients with wrist deformity.

Mean age and height values of the patients with
and without wrist arthritis, and of the controls re-
vealed no statistically significant differences
(P>0,05). There was no significant differences
between the electrophysiological data pertaining
to the left and the right hands of the control sub-
jects (P>0,05); therefore their data were combined
to make a group of 46 hands. Mean values of me-

Table I. Demographic and clinical data of JIA patients and controls

JIA patients

Without wrist arthritis With wrist arthritis Controls
Data Mean (SD) | Min-max | Mean (SD) Min-max | Mean (SD) | Min-max
Age 11,9 (4,4) 5-17 12,1 (5,5) 4-22 14 (6,2) 4-25
Height 142,1 (18,2) 99-167 143,8 (19,6) 99-165 143 (22,1) 105-183
Disease duration 3,2 (2,6) 1-12 6,3 (5,5) 0,5-21
Sedimentation rate 22,5 (16,7) 3-79 27,2 (16,9) 6-55
C-reactive protein 1,4 (2,6) 0,1-12 1,2 (1) 0,4-3,4
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Table Il. Comparison of median and ulnar nerve electrophysiological data in JIA patients and controls

JIA patients
Wi ithout wrist arthritis Wi ith wrist arthritis Controls
Data Mean (SD) Min-max Mean (SD) Min-max Mean (SD) Min-max
MSDV 54 (4) 44,4-62,2 56,9 (6,6) 44,8-67,8 57,7 (6,1) 45,9-69,7
MSDA 46,8 (14,1) 24,8-73,3 50,5 (19,2) 22,7-86,9 52 (17,3) 18,3-88
MMDL 2,9 (0,4) 2,1-3,7 2,9 (0,5) 1,8-4,1 2,7 (0,4) 2,25-3,6
MMDA 8,6 (2,6) 3,8-15,8 84 (2,3) 3,8-12,7 8,3 (3,8) 2,1-17,0
usbv 55,4 (4,2) 44,4-62,9 56,5 (5,1) 47,6-73,9 56,3 (4,5) 46,9-64,5
USDA 39,5 (12,8) 15,4-66,4 43,6 (23,1) 11,6-72,3 47,8 (15,9) 22,5-73,3
UMDL 2,3 (0,3) 2-3 2,2 (0,4) 1,6-3 2,2 (0,3) 1,7-2,8
UMDA 8,6 (2,1) 3,7-12,3 85 (3) 3,1-15,1 82 (2,2) 4,9-13,4

MSDV: Median sensory distal velocity (m/s); MSDA: Median sensory distal amplitude (°V); MMDL: Median motor distal latency (ms); MMDA:
Median motor distal amplitude (mV). USDV: Ulnar sensory distal velocity (m/s); USDA: Ulnar sensory distal amplitude (°V); UMDL: Ulnar motor

distal latency (ms); UMDA: Ulnar motor distal amplitude (mV)

dian and ulnar nerve electrophysiological data in
JIA patients and controls are shown in Table II.
None of the parameters were found to be different
among the three groups (P>0,05).

Discussion

According to the results of this current study, we
have found that the median nerves were elec-
trophysiologically normal in JIA patients either
with or without wrist involvement.

Electrophysiologic evaluation of the patients
with rheumatic diseases ensures valuable infor-
mation to detect any abnormality in the periphe-
ral nerves. Therefore, although neurogenic invol-
vement is rare in JIA, nerve conduction studies may
be noteworthy in patients with neurogenic symp-
toms. It is well known that height and age have a
considerable effect on nerve conduction velocity.
In our study, to eradicate the effect of age and
height, we have included similar patients and con-
trols concerning these two parameters. In keeping
with our results, Puusa et al® did not detect any
mononeuropathy in JIA. In another study, it was
mentioned that 7 out of 213 JIA patients had perip-
heral neuropathy; however, there was no detailed
explanation about the electrophysiological as-
sessment and their results.”

Anatomical and biomechanical aspects of the
carpal tunnel are influenced by edema, flexor ten-
donitis, synovial thickening, periarticular fibrosis,
carpal subluxation/erosion and ankylosis in JIA.

Furthermore, anomalies in growth (overgrowth
and undergrowth of the carpal bones) and
morphogenesis of skeletal segments resulting from
irregular tractions on growing structures may also
have considerable effect in this regard.* All these
pathological conditions are expected to result in
compression of the median nerve via causing in-
creases in the interstitial fluid pressure within the
carpal tunnel and/or direct contact pressure on
the median nerve from adjacent tissues.!' However,
in our study, although 25 wrists of 13 JIA patients
had arthritis none of them revealed any symptoms
associated with CTS and nor their neurophysiolo-
gical testings were abnormal. Although the inflam-
matory pathophysiology and its destructive effect
on the joint are similar, the reason why median
nerve is not being compressed in JIA patients with
wrist arthritis -as itis the case in RA- is unclear. Dif-
ferent anatomical and developmental features of
carpal tunnel and their effects on the biomecha-
nics of median nerve and the contents of the car-
pal tunnel in children may be responsible for the
lack of this compression. Increasing the ratio of
carpal tunnel contents to carpal tunnel volume re-
sulting in increases in the carpal tunnel pressure
has been proposed to be responsible for median
nerve compression in the adult wrist with RA.'?
However, there have been no similar investigations
in the hitherto literature for this ratio in JIA pa-
tients. We speculate that increasing the carpal tun-
nel content due to the inflammatory process may
be tolerated by more elastic and growing fibro-car-
tilaginous structures of the carpal tunnel in chil-

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2009:34:614-617 I

616



BAYRAM KAYMAK E COL.

dren with arthritis. Another factor would be the
difference between the wrist deformities; being ge-
nerally ulnar in JIA and being radial in adult RA.*
However, both of these deviations result in similar
increases in the carpal tunnel pressure.'! Reduction
in the longitudinal and transverse sliding of the
median nerve in carpal tunnel has also been sta-
ted as a possible etiological factor in CTS. Whereas,
no comparative study concerning median nerve
sliding in children and adults with rheumatic di-
seases exists.

There are two limitations of this study; first, we
did not evaluate the fibrous structure of the carpal
tunnel and its contents. Sonography and/or mag-
netic resonance imaging could be used in this re-
gard. This may highlight the relationship between
the median nerve and the ongoing inflammatory
process in the wrist of JIA patients. Second, being
aware of the fact that the number of patients repor-
ted to have concomitant JIA and CTS in the litera-
ture is quite few, our sample size would have not
been large enough to have a reasonable conclu-
sion.

Conclusions

In the light of our preliminary results, median ner-
ve seems not to be affected due to wrist involve-
ment in patients with JIA. Further studies with lar-
ger groups that will also evaluate the structures in
the carpal tunnel are needed to substantiate our
initial findings. This way we believe that the reason
of the lack of median nerve compression in gro-
wing children with JIA will be better determined.
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Abstract

Objectives: Osteoporotic hip fractures (HF) are a
major cause of morbidity and mortality with incre-
asing familial, social and economic repercussions.
The objectives of this paper were to evaluate the
status vitae at 6 and 12 months of a cohort of pati-
ents with an osteoporotic HF and the risk factors for
12-month mortality as well as to evaluate the
functional outcome and the overall health percep-
tion of these patients.

Patients and Methods: We conducted a 12-month
follow-up evaluation of a cohort of 184 patients ol-
der than 65 years admitted to our centre with anon-
pathological osteoporotic HF from January 1* to
December 315 2007. Baseline data collection was
performed in the first 72 hours after admission and,
12 months later, a second evaluation was conduc-
ted, by telephone in order to ascertain their status
vitae and functional status. The magnitude of sex-
-specific, age-adjusted associations between po-
tential prognostic factors and mortality was estima-
ted using hazard ratios (HR) and respective 95%
confidence intervals (95%CI), calculated using
Cox’s proportional hazards model.

Results: It was possible to ascertain the status vi-
taein 164 (89.1%) patients. Overall 12-months mor-
tality was 26.8% (48.3% in males and 22.2% in fe-
males). Mortality was higher in patients that beca-
me bedridden, were unable to walk again, were ad-
mitted to a hospital during the follow-up for any
cause and who became dependent in their daily li-
ving activities. After discharge, physical therapy and
ability to walk again were associated with a lower
risk of death. Most of the patients reported a decli-
ne of their overall health-related quality of life. More

*Department of Rheumatology — ULSAM, EPE, Ponte de Lima,
Portugal

**Department of Orthopaedic Surgery — ULSAM, EPE,Viana do
Castelo, Portugal

**Department of Hygiene and Epidemiology — University

of Porto Medical School, Porto, Portugal

than 75% of patients became totally dependent af-
ter HE

Conclusion: This study reinforces the HF poor out-
come. Twelve-month mortality rates were similar to
the estimates obtained in other studies, although
the 6-month's mortality was higher. Physical dete-
rioration and loss of independence in activities of
daily living were evident in this study and consti-
tuted major factors for low self-esteem and deterio-
ration of quality of life. Our findings may constitu-
te an evidence for action in this particular popula-
tion, with an active search for means to improve the
outcome of HF in these patients.

Keywords: Hip Fractures; Osteoporosis; Mortality;
Risk Factors; Functional Impairment; Quality of Life.

Introduction

Hip fractures (HF) are one of the most visible and
debilitating consequences of Osteoporosis. They
are associated with a high mortality rate and loss of
independency,'? and their social impact becomes
even more relevant since, according to several es-
timates, the incidence of HF has been rising in the
last decades, as a consequence of the increase in life
expectancy.®* Currently, HF represent one of the
most important causes of morbidity and mortality
in the elderly.>*

The overall prognosis of HF is gloomy. Mortality
rates at 12-months are very diverse ranging from 16
to 35%"® and, in patients surviving a HE morbidity
is frequently serious and limiting. The functional
impairment after a HF is demonstrated by the loss
of capability of being independent; which has a
major familial, institutional and social impact.® The
ability to perform activities of daily living is an in-
dicator of functional status and constitutes a mea-
surable item for follow-up of these patients. The
treatment of HF aims to prevent progression to di-
sability and to restore preexisting functionality,'
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but still, it is well established that the risk of sub-
sequent fractures (re-fractures) is increased in pa-
tients with previous low impact osteoporotic frac-
tures!''2 which makes it important to be aware of
this risk in the post-surgery and rehabilitation pe-
riods.

The determinants of prognosis after HE inclu-
ding one-year mortality, have been focused in a
number of studies. However, geographical diffe-
rences in the incidence of HF suggest that social
and cultural factors may be responsible for an im-
portant degree of variability in the prognosis of HF
across different settings.

In Portugal, epidemiological data on HF inci-
dence and mortality have been published, but stu-
dies are mainly based on retrospective data col-
lections or on routinely collected data from the Na-
tional Health Service. Concerning incidence, stu-
dies in the Portuguese population report annual
estimates ranging from 77.3 to 231.5 per 100 000
population in males and 154.4 to 572.2 per 100 000
in females."* Regarding mortality in the Portugue-
se population, published data report overall 1-year
mortality rates from 14.6% to 21.7%.'415

In order to obtain prospective information on
HF in Portugal we conducted a study in a defined
geographical region, designed to estimate the fre-
quency and prognosis of HE In this study we esti-
mated an overall incidence of 154 per 100 000 po-
pulation in males and 481 per 100 000 person-year
in females.!¢

Using the 12-month follow-up evaluation of the
same sample, the aim of the present study was to
evaluate the status vitaeat 6 and 12 months of a co-
hort of patients that were admitted to the hospital
with an osteoporotic HF and risk factors for 1-year
mortality, as well as to evaluate the functional out-
come and perception of health of these patients.

Material and Methods

We conducted a 12-month follow-up evaluation of
patients who were admitted to Centro Hospitalar
do Alto Minho with a HF from January 1* to De-
cember 31° 2007, collecting data in 2 different ti-
mes: on admittance and after 12 month. At re-
cruitment, we considered as eligible all individuals
aged over 65 years whose diagnosis at admission
was HF resulting from low impact trauma, which
was defined as a fracture that occurred sponta-
neously or as aresult of a fall from a height inferior

to the patient’s stature.!” Exclusion criteria were
high impact trauma and metastatic or metabolic
disease suspicion or confirmation. We identified
184 patients with a HE but nine have been exclu-
ded because of a secondary cause for the fracture
(sixhad a high impact trauma and three had a high
suspicion of metastatic induced fracture). In total,
175 (82.4% females) fulfilled the eligibility criteria
and were invited to participate in the baseline eva-
luation. This assessment included a structured
questionnaire, comprising demographic, behavi-
oral and social characteristics, fracture mechanism
and medical history. Data collection occurred in all
of these patients within 3 days from hospital ad-
mission and was conducted by applying the ques-
tionnaire either to the patient or, in case of impai-
red cognitive function, to his/her close relatives or
caregivers. Only close relatives or caregivers with
good knowledge of the patient’s medical history
were eligible to answer the questionnaire. During
the recruitment, there were two refusals to parti-
cipate in the study. Additional clinical data were
obtained from the patients’ hospital files, in order
to specify type of treatment, duration of admission
and discharge date.

In the follow-up evaluation, conducted 12
months after the index fracture, telephone con-
tacts were tried with all patients who were evalua-
ted at baseline in order to ascertain the status vi-
tae and to apply a structured questionnaire. It was
possible to establish contact and ascertain their
status vitae in 164 (89.1%) patients, 29 males
(17.7%) and 135 females (82.3%). There were no
significant differences in age and sex distribution
between patients whose status vitaewere ascertai-
ned and those who were lost to follow-up.

As information was obtained by telephone in-
terview, the cognitive status of the patient was de-
termined by the inquirer in order to ensure if the
patient could properly answer the questions. In
16.5% of cases it was the patient himself and wi-
thout assistance that answered the questionnaire.
When the information could not be directly obtai-
ned from the patient, including when the patient
had died, the interview was completed with the as-
sistance of a family member or caregiver. When a
patient could not be contacted after several
attempts, a registered letter was sent to its last
known address, and other family members were
contacted to determine the patient’s status. In the-
se cases, also the hospital electronic database was
checked to determine if the patient was accounted
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as admitted for any reason or if he/she was decea-
sed. Only after all these unsuccessful attempts pa-
tients were considered lost to follow up. The tele-
phone interview included questions regarding cur-
rent health status of the patient, discharge details,
treatment after discharge and also health-related
quality of life, briefly assessed using the first two
questions of the Medical Outcomes Study Short
Form-36, and independence in activities of daily li-
ving, using the Katz’s Index of Independence in Ac-
tivities of Daily Living. With regard to activities of
daily living, we have classified the response
options for each question in 4 categories: able to
do without difficulty (Catl), able to do with some
difficulty (Cat2), able to do with much difficulty
(Cat3), and unable to do without assistance (Cat4).
In the case of deceased patients, answers were gi-
ven by relatives and caregivers and correspond to
the last known condition prior to death. The pro-
portion of response to the questions of daily living
was 86.2% in males and 99.2% in female patients.

The follow-up period was calculated for each
individual from the date of admission with the in-
dex fracture to the date of telephone interview or
the date of death, in deceased patients. Survival
throughout the first year after hip fracture was an-
alyzed using the Kaplan-Meier method and the sig-
nificance of gender differences was evaluated
using the log-rank test. The magnitude of sex-spe-
cific, age-adjusted associations between potential
prognostic factors and mortality were estimated
using hazard ratios (HR) and respective 95% con-
fidence intervals (95%CI), calculated using Cox’s
proportional hazards model.

Results

Patients’ demographic characteristics are shown
in Table I. Most of the HF were trochanteric in both
genders and occurred as a result of a fall at the pa-
tients’ home in the majority of cases (Table II).
Mortality at 6 months was 31.0% (9 patients) in
males and 14.1% (19 patients) in females. The ove-
rall 12-month mortality rate was 26.8% (44 pa-
tients), with 48.3% for males and 22.2% for fema-
les (Figure 1). Throughout the follow-up period,
mortality remained significantly higher in men (Fi-
gure 2) and in patients with femoral neck fractu-
res, when compared to those with per-trochante-
ric fractures (Figure 3). Deaths occurred at hospi-
tal facilities in 69.2% of men and 34.5% of women.

Table I. Patient Demographic Characteristics
(N=164)

Parameters Number | Percentage
Age (years)
65-74 24 14.6
75-79 38 23.2
80-84 43 26.2
>85 59 36.0
Gender
Female 135 82.3
Male 29 17.7
Formal education (years)
None 60 36.6
1-3 52 31.7
>4 42 25.6
Missing 10 6.1

Table Il. Characteristics of Hip Fracture Episodes
(N=164)

Males n (%) | Females n (%)

Parameters 29 (17.7) 135 (82.3)
Hip fracture location

Pertrochanteric 19 (65.5) 78 (57.8)

Femoral Neck 10 (34.5) 56 (41.5)

Unspecified 0 (0.0 I (0.7)
Mechanism of fracture

Fall 28 (96.6) 126 (93.3)

Other I (3.4) 9 (6.7)
Site of occurrence

Home 17 (58.6) 83 (61.5)

Nursing home 5(17.2) 22 (16.3)

Outdoors 7 (24.1) 30 (22.2)
Duration of admission

(days)

<7 10 (35.7) 39 (29.8)

7-13 11 (39.3) 65 (49.6)

>14 7 (25.0) 27 (20.6)
Surgical intervention

Yes 24 (82.8) 134 (99.3)

No 5(17.2) | (0.7)

From the answers obtained we found that after
discharge 51.7% of men and 68.9% of women were
bedridden and there was a large proportion of pa-
tients who were not able to walk again on their own
(44% of males and 32.8% of females). Also a large
number of patients were admitted by any cause to
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Figure |. Mortality rates by gender.
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Figure 2. Kaplan-Meier analysis of cumulative survival
after hip fracture, according to sex.

a hospital during the first year after HE greater in
males (43.5%) than females (32.1%). The propor-
tion of patients that became dependent after HF
was very high, i.e., above 75% in both genders. Pres-
cription of anti-osteoporotic treatment was fre-
quentin both genders. Patient outcomes and treat-
ment after discharge are shown in Table III.

We found that 12-month mortality increased
with age in women (HR peryear=1.11, 95%CI: 1.05-
-1.17). After age-adjustment, mortality among men
was higher in patients who became bedridden af-
ter fracture (HR=8.15, 95%CI: 1.02-65.16) and in
those who reported another hospital admission for
any reason during follow-up (HR=10.36, 95%CI:
1.45-74.20). Mortality was lower among men who
reported having regained the ability to walk
(HR=0.12, 95%CI: 0.02-0.57) and in those who un-
derwent physical therapy during follow-up
(HR=0.24, 95%CI: 0.06-0.90). In women, we obser-
ved a direct dose-response relationship between
length of the index hospital admission and morta-

1.00
0.75
0.50
025 — Pertrochanteric
— Femoral neck
0,00
T T T T 1
0 100 200 300 400
Time (days)

Figure 3. Kaplan-Meier analysis of cumulative survival
after hip fracture, according to anatomical site of fracture.

Table Ill. Risk factors for mortality (n=164)

Males | Females
Parameters (%) (%)
Becoming bedridden after HF 51.7 68.9
Being able to walk again 56.0 67.2
Hospital admission in last year 435 32.1
New fall during last year 83 224
Treatment for Osteoporosis 76.2 81.8
in last year
Treatment with low molecular 27.6 36.3
weight heparin
Physical Therapy after discharge | 44.8 36.6
Total dependency after HF 76.0 77.6

lity. As in men, women who reported a hospital ad-
mission during follow-up were more likely to die
(HR=2.40,95%CI: 1.12-5.18), as were those who be-
came bedridden after fracture (HR=2.10, 95%CI:
0.72-6.17), although the latter non-significantly.
Ability to walk during the follow-up period was also
associated with a good prognosis (HR=0.25, 95%CI:
0.10-0.60) (Table IV).

Regarding health-related quality of life, 74.5%
of women reported fair or poor general health sta-
tus, 42.4% answered that their health status was
worse or much worse when compared with the
previous year, and 11.9% reported being much or
somewhat better (Table V). The percentage of an-
swers to the daily living activities questionnaire
was 86.2% in males and 99.2% in females. As pre-
viously described, in this questionnaire, answers
could be given by close relatives or caregivers and,
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Table 1V. Age-adjusted hazard ratios (HR) and 95% confidence intervals (95%ClI) for the association
between prognostic variables and mortality over the first year

Males Females
Parameters HR (95% CI) HR (95% CI)
Age (per year) 1.05 (0.97-1.13) I.11 (1.05-1.17)
Hip fracture location (femoral neck vs. pertrochanteric) 1.01 (0.33-3.14) 0.49 (0.20-1.16)
Length of index hospital admission (vs. <7 days)

7-13 days 0.41 (0.10-1.74) 1.08 (0.40-2.89)
=14 days 1.24 (0.35-4.32) 2.62 (0.99-6.91)
Becoming bedridden after HF (yes vs. no) 8.15 (1.02-65.16)* 2.10 (0.72-6.17)
Being able to walk again (yes vs. no) 0.12 (0.02-0.57)* 0.25 (0.10-0.60)*
Hospital admission in previous year (yes vs. no) 10.36 (1.45-74.20)* 2.40 (1.12-5.18)*

Treatment with low molecular weight heparin (yes vs. no)

2.08 (0.51-8.48)

0.93 (0.37-2.35)

Physical therapy after discharge (yes vs. no)

0.24 (0.06-0.90)*

0.62 (0.28-1.37)

Total dependency after hip fracture

- 10.68 (1.39-82.17)#

# — p value<0.05

Table V. Health Quality Perception (n=34)

Males Females
n (%) n (%)
Compared to one year ago, how would you rate your health in general now?
Much/somewhat better now than a year ago 1 (16,7) 7(11,9)
About the same as one year ago 2 (33,3) 27 (45,8)
Somewhat worse now than one year ago I (16,7) 19 (32,2)
Much worse now than one year ago 2 (33,3) 6 (10,2)
In general, would you say your health is:
Excellent/Very good 0 (0.0) 1 (1,7)
Good 2 (33,3) 14 (23,7)
Fair 4 (66.7) 30 (50.8)
Poor 0 (0.0) 14 (23.7)

in case of death, the answers reported to the last
known condition prior to death. Results of this
query are shown in Table VI.

Overall, these results reflect the poor outcome
of HF in terms of mortality and functional impair-
ment.

Discussion

This study was designed in a prospective man-
ner, with transversal evaluations in two moments
in time: the baseline interview at admission and a
telephone interview 12 months later. To our
knowledge this is the first prospective study about

HF mortality and functional outcome performed
in Portugal. The fact that all of the patients were
observed at the starting point had some advanta-
ges over similar studies done, including in the Por-
tuguese population. The greatest benefits were the
much less missing information when compared to
retrospective studies and the involvement of the
patientin a project that could give anewinsight on
the reality of HF in our country, with its own popu-
lation. This social consciousness, in our perspec-
tive, increased the acceptance of the telephone in-
terviews, which was complete (100%).

Regarding incidence, previously reported Portu-
guese data in studies from the 90s estimated an-
nual incidences of HF ranging from 128 and
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Table VI. Katz Index of Independence in Activities of Daily Living (n=159)

Items Cat.1 % | Cat.2% | Cat.3 % | Cat.4 %

I. Ability to eat and drink 44.0 8.0 16.0 320

2. Sitting down and getting up from a chair 16.0 20.0 4.0 60.0

3. Lie down and getting up from a bed 16.0 16.0 8.0 60.0

4. Dress and undress 8.0 24.0 4.0 64.0

5. Go to another house division in the same floor 20. 12.0 8.0 60.0 d
6. Going up or down stairs 8.0 16.0 12.0 64.0 (n=25)
7. Getting in and out of the house 12.0 20.0 4.0 60.0

8. Walk outside the house 8.0 20.0 12.0 60.0

9. Wash the face and hands 320 16.0 8.0 44.0

10. Taking a bath 8.0 8.0 8.0 76.0

I.  Ability to eat and drink 529 9.7 8.9 28.3

2. Sitting down and getting up from a chair 13.4 19.4 17.9 49.2

3. Lie down and getting up from a bed 11.2 20.9 17.9 50.0

4. Dress and undress 9.0 18.6 12.7 59.7

5. Go to another house division in the same floor 15.8 19.5 233 41.3 9
6. Going up or down stairs 3.7 14.2 17.9 64.2 (n=134)
7. Getting in and out of the house 9.0 19.4 12.7 58.9

8. Walk outside the house 6.7 20.1 14.2 59.0

9. Wash the face and hands 40.3 18.7 74 77.6

10. Taking a bath 5.2 135 3.7 77.6

297/100 000 person-year in females and 81 and
136/100 000 in males.*'® One study from the period
between 2000 and 2002 revealed higher incidences.
The authors of that retrospective study, based on
data provided by the National Institute of Infor-
matics and Financial Management, estimated an
annual incidence of 257 and 447/100 000 HF in
males and females, respectively.’* Another recent
3 year retrospective study found an overall annual
incidence 0f270/100 000.* The estimated inciden-
ce in this study was 254/100 000 in males and
481/100 000 in females, which is superior to pre-
viously reported data in Portugal, but similar to
data from Mediterranean countries.*!"*

The overall prognosis of HF in patients older
than 65 years of age is, in general, unfavorable. In
what comes to mortality, this type of fractures con-
fers a 10 to 20% increased risk of mortality in the
first year and this increase remains elevated atleast
for 10 years after HE* Two recently published pros-
pective studies found 1-year mortality rates of
11.9% and 26%.** There is some data on this sub-
ject in Portugal. Previous studies reported a 3 and
6-month mortality after discharge of 10.2 and
14.1%, respectively." In a study published in 2002,
the mortality rate at 1 year was 21.7%." In a retros-

pective analysis of 120 HF in Coimbra, 36 patients
died within 30 months after admission, 11 of the-
se in the first month and 15 during the first year,
which constitutes a mortality rate of 12.5%.%° Ano-
ther retrospective analysis encountered a 1-year
mortality 0f 14.6% in 267 patients admitted with an
HF in a public hospital, although the author admits
that there can be some underestimation of this va-
lue, because of the methodology used to identify
this outcome.” In our study 6-months mortality
was higher than previously reported, with 17.1% of
patients dying before 6 months after a HE This hap-
pened most often in males (31.0% vs 14.1%), which
is concordant with the international available data
and may reveal that the general worse outcome in
males can be mainly due to early complications
after HE The 1-year mortality rate in our study was
similar to that estimated in other countries but
greater than the one reported in previous studies
in Portugal.

The main predictors of mortality after HP frac-
ture have been studied and the most classically re-
ported are advanced age, male gender and poor
overall health status. In a study in Germany, factors
with greatest influence on mortality were post-
operative complications, prior history of cancer
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and high American Society of Anaesthesiologists
(ASA) classification.” In a recent study that exten-
ded follow-up up of a cohort of HF patients to ten
years, other predictors of mortality found were the
presence of major postoperative complications,
high ASA classification, history of cancer, chronic
obstructive pulmonary disorder, history of conges-
tive heart failure, ambulating with an assistive de-
vice or being a household ambulatory prior to HE*
In our study the outcome factors associated with
an increased mortality other than increasing age
were total dependency, readmittance to the hospi-
tal for any cause, history of subsequent fall, inabi-
lity to walk again and becoming bedridden after
HE After adjustment for age, the factors associated
with mortality were readmittance to the hospital
for any cause in both genders and confinement to
bed in males and total dependence after the HF in
females. This may be explained by the small size
of the sample, mainly in the male gender. In con-
trast, being able to walk again seemed to be pro-
tective.

It is well demonstrated that antiresorptive
agents are effective in the prevention of recurrent
HE? One recent randomized controlled trial was
prematurely terminated due to the significant de-
crease in mortality in patients treated with a
bisphosphonate after a HE? In our study treatment
for osteoporosis after discharge was also studied,
although the assessment of compliance to the
treatment depended on the answers given to the
questionnaire. According to this, the percentage of
patients in which anti-osteoporotic drugs were
prescribed after discharge was relatively high,
when compared to some previous data.’* In a
2003 retrospective study in a Portuguese popula-
tion, only 4.5% were medicated with anti-osteo-
porotic drugs after discharge.® In another study
made in Portugal using a telephone query, only
14.4% were treated for osteoporosis after a HE*We
admit that the high prescription rates encountered
in our study may have been due to the knowledge
of the existence of an ongoing study, which may
have altered the prescription habits of the ortho-
paedic surgeons with a trend for a more frequent
anti-osteoporotic agents treatment prescription.
Although this can be seen as a limitation of the
study, this is also a sign that prescription habits
can be modulated and improved in the hospital
setting. Another marker of good management af-
ter a HF is the prescription of physical therapy af-
ter discharge. Early mobilization and muscle

strengthening are important in the management of
these patients. In our study, the prescription of
physical therapy was relatively infrequent and the
compliance was even smaller. This can be due to
the high number of patients that became bedrid-
den after this event and also because of the poor
general condition and lack of familiar and social
support in order to meet the prescribed treatment.
In our study the percentage of patients that beca-
me bedridden and totally dependent was higher
than demonstrated in other studies.**

In addition to the high mortality rate, the con-
sequences and social costs of treatment and reha-
bilitation of patients with HF are also important.*
Even considering the return of patients to their
home a sign of remission, the loss of quality of life
in the context of their domestic life is often unre-
coverable.*” In general, functional outcome was
very poor with a response rate in category 1 (able
to do without difficulty) below 15% in most of the
questions. In males, the percentages of response in
category 4 (unable to do) was over 60% in all tasks,
except wash the face and hands, and eat and drink.
In females, the global result seemed better, with the
same percentage (>60%) of answers in category 4
only as to their ability to take a bath and going up
and down stairs. The global functional outcome
seemed better in females than males.

One limitation of our study is that this as-
sessment of functional ability is transversal and
does not take into account the previous functional
status of the patient, which was not studied. Al-
though the current status is poor, it can be possi-
ble that patients suffered a decline of their functio-
nal status prior to the fracture and this could even
be one of the causes for the fracture event. The fact
that these patients were all from one centre may di-
minish its representation on national terms but at
the same time allowed a more systematic and un-
biased recruitment of patients, because there were
no other criteria than age above 65 years old and
the presence of an osteoporotic HE The lack of a
control group can also be considered as a possible
limitation as it did not allow the study of other va-
riables that can influence the outcomes.

Conclusion

This study reinforces the gloomy outcome that HF
may have, both in mortality and morbidity. Twel-
ve-month mortality rates were similar to the esti-
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mates obtained in other studies, although the pre-
sent 6-month was higher. Deaths occurred main-
ly at the hospital facilities, during the first 6 months
after HE The risk of death was significantly higher
in male patients that became bedridden and in fe-
males who became totally dependent in their dai-
lyliving activities. Hospital admission, by any cau-
se was associated with a higher risk of death in
both genders. Physical therapy seemed to be pro-
tective in males against this outcome. Treatment
prescription of bisphosphonates after HF was fre-
quent when compared to other studies. There is a
window of opportunity to treat these patients, as
it is proven that antiresorptive treatment dimini-
shes the risk of re-fracture and death after HE The
deterioration of health-related quality of life and of
the independence in activities of daily living is evi-
dent in this study. This physical decline and de-
gree of dependence installed are major factors for
low self-esteem and deterioration of health quality.
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Resumo

Manifestacoes cardiopulmonares de doenca de Still
do adulto (DSA) incluem pericardite, derrame pleu-
ral, infiltrados pulmonares transitérios, doenca in-
tersticial pulmonar e miocardite. A presenca de se-
rosite é comum, porém miocardite e pneumonite
sdo infrequentes e tém alto risco de mortalidade.
Estas manifestacdes podem ocorrer tanto no inicio
da doenga como em recidivas. Casos previamente
relatados com acometimento cardiopulmonar fo-
ram tratados com doses altas de corticosterdides e
imunossupressores e, quando refratarios, imuno-
globulina intravenosa (IGIV). Relatamos um caso
grave de reativacao de DAS, com pleuropneumo-
nite e miopericardite, que ap6s refratariedade ao
pulso de metilprednisolona, associado com altas
doses de prednisona e ciclosporina, obteve melho-
ra com IGIV 1g/kg/dia por dois dias.

Palavras-chave: Doenca de Still do Adulto; Imuno-

globulina Intravenosa; Pericardite; Miocardite;
Pneumonite.

Abstract

Cardiopulmonary manifestations of adult-onset
Still s disease (AOSD) include pericarditis, pleural
effusion, transient pulmonary infiltrates, pulmo-
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nary interstitial disease and myocarditis. Serositis
are common but pneumonitis and myocarditis are
not and bring elevated risk of mortality. They may
manifest on disease onset or flares. Previously re-
ported cases were treated with high-dose glucocor-
ticoids and immunosupressants and, when refrac-
tory, intravenous immunoglobulin (IVIG). We re-
port an AOSD patient whose flare presented with
severe pleupneumonitis and myopericarditis and,
following nonresponse to a methylprednisolone
pulse, high dose of prednisone and cyclosporine A,
recovered after a 2-day 1g/kg/day IVIG infusion.

Keywords: Adult-onset Still ‘s Disease; Intravenous

Immunoglobulin; Pericarditis; Myocarditis; Pneu-
monitis.

Introducao

A doencade Still do adulto (DSA) é uma doenga in-
flamatoria de etiologia desconhecida caracteriza-
da por febre elevada acompanhada de eritema cu-
taneo evanescente, artralgias e artrite, linfadenopa-
tia e serosite. Os sintomas constitucionais sao tam-
bém frequentes. Apesar de algumas semelhancas a
forma sistémica da artrite idiopdtica juvenil,
apresenta critérios proprios e diferencas no trata-
mento.'

Apesar da ocorréncia de serosite ser comum, o
desenvolvimento de miocardiopatia e pneumonite
é incomum, existindo alguns relatos na literatura.!

A DSA costuma ter uma boa resposta terapéuti-
ca a anti-inflamatdrios nao-hormonais (AINH), a
glicocorticéides (GC) ou aimunossupressores (IS).!
Casos relatados com acometimento cardiopulmo-
nar grave foram tratados com doses altas de GC,
com ciclofosfamida (CFF), antagonistas de fator de
necrose tumoral-alfa (anti-TNFo) e imunoglobuli-
na intravenosa (IGIV).z1

Descrevemos um caso de DSA que necessitou
de internacao na UTI devido ao grave comprome-
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timento cardiopulmonar, sem resposta ao trata-
mento convencional (GC, IS, pulsoterapia com me-
tilprednisolona) que necessitou de IGIV para o con-
trole da manifestacdo de miopericardite e pleu-
ropneumonite.

Relato de Caso

Paciente do sexo masculino, 49 anos, branco, com
diagnéstico de DSA desde 2005. A época apresen-
tou febre persistente, dor de garganta, artrite e rash
cutaneo, nao tendo sido identificadas linfadeno-
patia, hepatoesplenomegalia ou alteracdo de tran-
saminases. Os fatores reumatoide e antinuclear
eram negativos. Inicialmente foi tratado somente
com GC e optou-se posteriormente pela introdu-
¢do de ciclosporina (CCP) como droga de base, na
dose de 200mg/dia (~2mg/kg/dia) e difosfato de
cloroquina (DFC) 250mg/dia com bom controle da
doenca. Devido a remissdo dos sintomas iniciais
(febre, dor de garganta, artrite e rash cutaneo), sus-
pendeu-se o deflazacort em Agosto/2007. Na épo-
ca a ferritina era de 341 ng/mL. Em Julho/2008 di-
minuiu-se a dose da ciclosporina para 100mg/dia.
Em Novembro/2008 evoluiu com febre, dor de
garganta, adenomegalia cervical, rash cutaneo eri-
tematoso e pruriginoso em tronco e pesco¢o, com
valores de ferritina de 1041 ng/mL. Queixava-se de
cansaco e astenia. Optou-se por introducao de
prednisona 40mg/dia, hidroxizine 60mg/dia para
o prurido, e manteve-se a dose da ciclosporina.
Apés duas semanas houve piora do cansaco,
evoluindo com quadro de insuficiéncia cardiaca
(dispneia aos pequenos esforcos, ortopneia e ede-

ma de membros inferiores) e surgimento de poli-
artrite e hepatoesplenomegalia. O paciente foi in-
ternado para compensacdo da atividade de
doenca.

Os resultados dos exames laboratoriais e sua
evolucao sdo mostrados na Tabela I.

A radiografia de térax revelou aumento da area
cardiaca (Figura 1) e o ecocardiograma transtora-
cico (ECOTT) em Novembro/2008 mostrou fracao
de ejecdo (FE) de 41% (valor de referéncia — VR
>55%), com dilatacdo de camaras esquerdas, dis-
funcéo sist6lica moderada de ventriculo esquerdo
e hipocinesia difusa. A dosagem dos marcadores
de lesdao miocardica foram normais: fragao MB da
creatinoquinase foi <0,8 (VR <5 ng/ml) e troponi-
nal<0,01 (VR <0,11 ng/ml).

Atomografia computadorizada de térax eviden-
ciou volumoso derrame pericardico, derrame pleu-
ral bilateral e discretas opacidades em vidro fosco
em lobo superior direito (sugestivo de pneumopa-
tia inflamatoéria). Notaram-se ainda linfadenome-
galia mediastinal e hepatoesplenomegalia e afas-
tou-se tromboembolismo pulmonar (Figura 2).

A puncao do liquido pleural demonstrou exsu-
dato, com desidrogenase latica 1806 U/L (relacdo
DHL 3,7), glicose 84 mg/d]l, proteinas totais 2,9 g/dl
(relagdo 0,5), pH 7,0, cultura negativa, pesquisa de
BAAR negativa.

O paciente necessitou de interna¢do em unida-
de de terapia intensiva. Recebeu pulsoterapia com
metilprednisolona 1000mg/dia por trés dias. Man-
teve-se febril, sem foco infeccioso determinado, e
semresposta a antibioticoterapia de amplo espec-
tro. Pela manutencao da atividade optou-se por
IGIV 1g/kg/dia por dois dias. N3o foi realizado mie-

Valor de

Exame Referéncia (VR) Out/08 Nov/08 | 15/Dez/08 | 23/Dez/08 Jan/09 Jun/09
PCR <3 mg/L 6,33 - - 129 0,97 0,32
Ferritina 30-400 ng/mL 499 1.094 162.039 1650 510
Hemoglobina 13-18 g/dL 15,2 13,2 10,2 84 11.8 13,7
Leucécitos 4-11 mil/mm? 5.860 10.390 9.100 6.600 9.200 6.570
Plaquetas 140-450 mil/mm? 118.000 130.000 166.000 198.000 181.000 172.000
PAAS < 6,4 mg/L - - - - 22 -
ALT <41 U/L - 88 - 52 45 24
AST <37 U/L - 153 - 53 31 22

PCR: proteina C-reativa; PAAS: Proteina Amildide A Sérica; ALT: alanina aminotransferase; AST: aspartato aminotransferase
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Novembro 2008

Dezembro 2008

Figura |.Radiografia de térax em incidéncia pdstero-anterior mostrando comparativamente um aumento

importante da drea cardiaca.

Figura 2. Tomografia computadorizada de térax
demonstrando opacidades em vidro fosco em lobo
superior direito e derrame pleural bilateral.

lograma.

No ECOTT controle de Dezembro/2008, a FE
era 57,9%, com funcao global e segmentar de ven-
triculo esquerdo normais, e pericardio espessado,
com derrame moderado, sem sinais de restricao.

Evoluiu com cessacdo da febre, controle dos sin-
tomas cutaneo-articulares e compensacao cardio-
pulmonar. Mantiveram-se a prednisona na dose de
1mg/kg/dia (80mg/dia), CCP 200mg/dia e DFC
250mg.

Recebeu outras duas infusdes de IGIV com in-

tervalo de dois meses e atualmente encontra-se
assintomético, em uso de prednisona 15mg/dia e
CCP 300mg/dia (~3mg/kg/dia).

Discussao

A DSA é uma enfermidade rara e a idade média
dos pacientes é de 38,1 anos, e 67% apresentam-
-se apo6s os 35 anos, com predominio em mulhe-
res.! O diagnéstico é feito usando-se os critérios de
Yamaguchi,'! com uma sensibilidade de 93,5%, que
requerem a presenca de cinco manifestacdes, sen-
do pelo menos duas manifestacdes ditas maiores.
Entre as manifestagoes maiores estdo (a) febre ele-
vada (>39° C) por pelo menos uma semana, (b) ar-
tralgias ou artrite por pelo menos duas semanas,
(c) rash cutaneo macular ou maculopapular, de
cor salmdo, ndo pruriginoso que geralmente acom-
panha a febre e (d) leucocitose acima de 10.000,
com ao menos 80% de granuldcitos; e os menores
sdo (a) dor de garganta, (b) linfadenopatia, (c) he-
patomegalia e/ou esplenomegalia, (d) elevacdo de
transaminases ou desidrogenase l4ctica (sugerin-
dolesdo hepdtica) (e) fatores reumatéide e antinu-
clear negativos. O diagnéstico € firmado ap6s ex-
clusdo de outras causas, como infecc¢oes, neopla-
sias e outras doencas autoimunes. A ferritina séri-
ca estd aumentada em mais de 70% dos casos
geralmente em niveis acima de 3.000ng/mL, sen-
do utilizada como marcador de atividade da doen-
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¢a e de resposta terapéutica.

O tratamento de escolha da fase aguda depen-
de da gravidade e intensidade das manifestacoes.
A monoterapia com AINH é eficaz apenas em 7 a
15% dos casos, ainda assim apenas nos menos gra-
ves.” J& o uso de GC obtém controle em até 95%
dos pacientes.!* Dependendo do curso da doenca
ha a necessidade conjunta de IS. O metotrexato
(MTX) é adroga com a melhor eficicia demonstra-
da em reduzir a dose de GC e atingir a remissao,
ndo devendo ser iniciado na fase aguda com ele-
vacao de enzimas hepaticas.!”** A CCP é muito uti-
lizada como droga de segunda linha em casos re-
fratarios. H4 referéncias italiana® e japonesa® so-
bre a CCP como primeira escolha, mostrando-se
boa em pacientes com DAS.

Atualmente a experiéncia com o uso de imuno-
biolégicos em casos refratarios vem aumentando,
em especial os anti-TNFo, antagonistas de
IL-6 (tocilizumabe) e do receptor de IL-1 (anakin-
ra), as citocinas mais envolvidas na patogénese da
doenca.'®'® Apesar de haver um relato de miocar-
dite em DSA com resposta ao uso de etanercepte, '’
acreditamos que nestes casos os imunobiolégicos
ndo sejam a primeira opcao devido a chance po-
tencial de piorar a insuficiéncia cardiaca além do
alto risco infeccioso uma vez que frequentemente
estes pacientes sdo internados em unidades de te-
rapia intensiva e em uso de antibiéticos de amplo
espectro devido a dificuldade em se afastar infec-
¢do ativa.

Outraboa opcdo indicada para casos refratarios
é o anakinra, geralmente com respostas rapidas e
eficazes,?** mas que infelizmente ainda nao se en-
contra disponivel para uso no Brasil. O tocilizu-
mabe somente foi autorizado recentemente e seu
uso em DSA € off-label, com experiéncia advinda
de casos de artrite idiopética juvenil forma sisté-
mica ou relatos de caso.” Hé relato de uso de ritu-
ximabe, um inibidor de CD20, com resposta sus-
tendada por até um ano.?

Manifestacdes cardiopulmonares de DSA in-
cluem pericardite, derrame pleural, infiltrados pul-
monares transitérios, doenca intersticial pulmo-
nar e miocardite.">!? Pode ocorrer também disfun-
¢ao diafragmaética e lesdo medicamentosa.'? A mio-
cardite, que ocorre em até 3% dos pacientes,” é
geralmente acompanhada da pericardite e pode
ocorrer tanto no inicio da doenga como em recidi-
vas e aparecem como arritmias, insuficiéncia car-
diaca, choque cardiogénico ou morte stbita.

Dos casos de miopericardites ou pneumonite

intersticial descritos na literatura, identifica-se um
predominio do sexo masculino (64%), com idades
variando entre 20 e 52 anos.>!° Apesar de um caso
ter obtido resposta somente com GC oral,?a maio-
ria necessitou de pulsoterapia com metilpredniso-
lona®**"® ou o uso conjunto de IS como MTX,%®
CFF?** associando-se também imunobiolégicos
como infliximabe® e etanercepte (ETC)."* Um dos
relatos reforca a gravidade deste tipo de manifes-
tacdo umavez que o paciente descrito niao recebeu
tratamento especifico e desenvolveu choque car-
diogénico refratdrio e evoluiu a 6bito.’ Dois casos
receberam IGIV e houve 6tima resposta. A manu-
tencdo em um deles foi com GC oral® e, para outro,
além do GC, ETC e MTX .2

Tentou-se o uso de IGIV para DSA como indu-
¢ao de remissao, em séries de casos com resposta
positiva,**18 contudo ainda questionada, pois al-
guns pacientes ainda ndo haviam recebido GC; e
também para casos refratdrios ao tratamento ha-
bitual,'® como o aqui exposto. Casos de sindrome
de ativagdo macrofagica em DSA podem ter evo-
lucdo semelhante, diferindo mais comumente
com relagdo ao acometimento cutianeo-articular,
e responder ao uso precoce de IGIV.!517

Relatamos um caso de DSA cuja reativacdo apre-
sentou pleuropneumonite e miopericardite e, ap6s
refratariedade ao pulso de metilprednisolona as-
sociado com doses altas de prednisona, obteve me-
lhora com IGIV 1g/kg/dia por dois dias. Os auto-
res chamam a atencao para esta possibilidade te-
rapéutica em casos graves com alto risco de mor-
talidade.

Apesar de novamente obtido o controle clinico
da doenca neste caso nao se pode afirmar que a
CCP na dose 3 mg/kg/dia conseguird manter a
doenca em remissao a retirada gradual do GC.
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DOENGCA DE BEHCET

INFLIXIMAB NO TRATAMENTO

DAS MANIFESTACOES MUCOCUTANEAS

Sara Lestre,” Felicidade Trindade,” Andrea Martins,” Juliana Baptista,” Ana Barata Feio,

Resumo

Maria Jodo Paiva Lopes™

Abstract

A Doenca de Behcet (DB) é uma doenca inflama-
téria multisistémica, crénica e recidivante, cujo
diagndstico é essencialmente clinico. Em estudos
recentes, os antagonistas do factor de necrose tu-
moral oo tém mostrado bons resultados no trata-
mento das manifestacdes mucocutaneas da DB.

Os autores descrevem trés casos de DB com en-
volvimento mucocutaneo grave tratados com infli-
ximab.

Caso Clinico 1: Doente do sexo feminino de 16
anos deidade, com aftose bipolar grave com 8 anos
de evolucao. Verificou-se uma rapida resposta cli-
nica a terapéutica biol6gica, com remissao parcial
e total das tlceras a 22 e 62 semana de tratamento,
respectivamente

Caso Clinico 2: Doente do sexo feminino de 56
anos de idade com paniculite nodular crénica dos
membros inferiores, artralgias e ulceracdes oroge-
nitais recorrentes. Apés 6 semanas de terapéutica
com infliximab, verificou-se uma remissao clinica
completa.

Caso Clinico 3: Doente do sexo feminino de 50
anos de idade, com ulceragdes orofaringeas recor-
rentes com 15 anos de evolugdo. Observou-se uma
boaresposta clinica a terapéutica biolégica, que foi
interrompida a 222 semana por abcessos dentarios
recorrentes.

Na nossa experiéncia, o infliximab é uma alter-
nativa terapéutica eficaz a considerar na presenca
de manifestacdes mucocutaneas resistentes aos
tratamentos convencionais.

Palavras-chave: Doenca de Behcet; Manifestacoes
mucocutaneas; Tratamento; Antagonistas do Fac-
tor de Necrose Tumoral Alfa; Infliximab

*Internato Complementar de Dermatovenereologia, Servico de
Dermatologia, Hospital de Santo Anténio dos Capuchos, Lisboa
**Assistente Hospitalar, Servico de Dermatologia, Hospital de
Santo Anténio dos Capuchos, Lisboa

*#*Assistente Hospitalar Graduada, Servico de Dermatologia,
Hospital de Santo Anténio dos Capuchos, Lisboa

Behcget’s disease (BD) is chronic, relapsing and mul-
tisystem inflammatory disorder, whose diagnosis is
essentially clinical. In recent studies, the antago-
nists of tumor necrosis factor alpha have shown
good results in the treatment of mucocutaneous
manifestations of BD.

The authors describe three cases of BD with se-
rious mucocutaneous involvement treated with in-
fliximab.

Clinical case 1: A 16-year-old female patient with
an 8-year history of severe bipolar aphtosis. A ra-
pid clinical response to biological therapy was ve-
rified, with partial and total remission of ulcers at
2 and 6™ week of treatment, respectively.

Clinical Case 2: A 56-year-old female patient
with chronic nodular panniculitis of lower limbs,
arthralgias and orogenital ulceration. After 6 weeks
of treatment with infliximab, a complete clinical
remission was observed.

Clinical case 3: A 50-year-old female with a 15-
year history of relapsing oropharyngeal ulceration.
A good clinical response to biologic therapy was
observed. At 22" week it was interrupted because
frequent dental abscesses.

In our experience, infliximab is an effective the-
rapeutic alternative that should be considered in
the presence of mucocutaneous manifestations re-
sistant to conventional therapies.

Keywords: Behcet’s Disease; Treatment; Mucocuta-

neous Manifestations; Antagonists of Tumoral Ne-
crosis Factor—alpha; Infliximab

Introducao

A Doenca de Behcet (DB) é uma doenca inflama-
toéria multisistémica, cronica e/ourecidivante, des-
crita pela primeira vez pelo oftalmologista grego
Benedict Adamantiades (1931) e posteriormente
pelo dermatologista turco Hulusi Behget (1937), ao
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qual se deve o nome pelo qual veio a ser conhecida.!

O seu diagnéstico é essencialmente clinico. E
baseado nos critérios propostos pelo Internacional
Study for Behget Disease? (Tabela I), em que a ulce-
racdo oral recorrente é o tinico critério diagnéstico
obrigatério que se associa a presenca de pelo me-
nos 2 dos seguintes 4: ulceracdo genital recorren-
te, lesdes oculares, lesdes cutaneas e positividade
do teste de patergia. No entanto, salienta-se que
este sistema de classificacdo tende a focar as ma-
nifestacdes dermatolégicas e oculares, omitindo
outras manifestacdes clinicas menos frequentes,
como o envolvimento articular, gastrointestinal,
neurolégico, vascular e cardiaco (Tabela II).

A doenca de Behcet tem uma distribuicao geo-
gréfica que sugere um ancestral comum, conheci-
da pela antiga «Rota da Seda», drea que se estende
desde a bacia mediterranica até ao Japao. Esta dis-
tribuicao reflecte-se na sua taxa de prevaléncia, que
é mais elevada na Turquia (80-370 casos/100.000),
seguida pela Ardbia Saudita, Irdo, China, Japdo e
Iraque.* Em Portugal, tem uma prevaléncia estima-
da de 2,4 casos por 100.000 habitantes.*

Tipicamente atinge o adulto jovem, entre a 22 e
42 década.’ No entanto, pode iniciar-se em qual-
quer idade, desde a idade infantil até a 32 idade. O

Tabela I. Critérios para o diagndstico de doenca

de Behcget?

Ulceragbes | Aftas minor, major ou herpetiformes

orais observadas pelo recorrentes médico
ou pelo doente, pelo menos 3 vezes
durante um periodo de 12 meses

Ulceragoes Ulceragdes genitais ou cicatrizes

genitais observadas pelo médico ou pelo

recorrentes | doente

LesGes Uveite posterior, uveite anterior,

oculares células no vitreo ou vasculite retiniana

LesGes LesSes eritema nodoso-like observadas

cutdneas pelo médico ou pelo doente;
Pseudofoliculite; Papulo-pustulas ou
lesGes acneiformes observadas pelo
médico num doente pds-adolescente
nio medicado com corticoides

Teste de Teste interpretado pelo médico

patergia as 24-48h

positivo

Para o diagnéstico, é obrigatéria a presenca de ulceragdes orais recorrentes
associada a 2 dos restantes 4 critérios.

predominio de sexo depende da regiao geografica
analisada, sendo mais frequente no sexo masculi-
no no Médio Oriente e o inverso na Europa Oci-
dental e Estados Unidos.® O atingimento do sexo
masculino, a idade precoce de inicio e positivida-
de do HLA-B51 tém sido associados a uma maior
gravidade da doencga.*

A abordagem terapéutica da doenca de Behcet
é determinada pelo tipo de manifestacdes clinicas
e pela presenca de envolvimento de outros 6rgiaos
ou sistemas. Na maioria dos casos, as manifesta-
¢oes dermatoldgicas podem ser controladas com
terapéutica tépica (corticéides, sucralfato, analgé-
sicos) e colchicina. Em casos refractarios, podem
ser utilizados corticoides sistémicos, talidomida,
pentoxifilina, dapsona e interferao-alfa (IFN-c).”
Nos casos de maior gravidade clinica, em particu-
lar na presenca de atingimento ocular grave (uvei-
te posterior e vasculite retiniana), neurolégico e
vascular, é necessaria a utilizacao de cortic6ides
sistémicos e/ou terapéutica imunosupressora
(azatioprina, metotrexato, ciclosporina, cloram-
bucil, ciclofosfamida).?®

Nos ultimos anos, tem-se verificado uma utili-
zacdo crescente de antagonistas do factor de ne-
crose tumoral alfa (Anti-TNF-o) no tratamento de
manifestacoes sistémicas da DB.!*!! Os excelentes
resultados de efic4cia obtidos tém vindo a revolu-
cionar a abordagem terapéutica da doenca de
Behget, enfatizando o papel do TNF-o na suaimu-
nopatogénese.?

Os autores descrevem a sua experiéncia na uti-
lizacdo de infliximab no tratamento doenca de
Behget, em particular no tratamento das manifes-
tacdes mucocutaneas graves.

Caso Clinico 1

Doente do sexo feminino de 16 anos de idade, com
ulceras orais recorrentes com 8 anos de evolugao
e aftose bipolar desde os 12 anos de idade. O diag-
néstico de DB foi apoiado pela positividade do tes-
te de patergia. O HLA-B51 era também positivo. No
restante exame fisico e oftalmolégico nao havia
quaisquer alteracoes. Tratava-se de uma doente ja
submetida a inimeras terapéuticas topicas (anal-
gésicos, corticoides, sucralfato, pimecrolimus) e
sistémicas (colchicina, corticéides, pentoxifilina).
Apesar da terapéutica continua com colchicina na
dose de 2 mg/dia desde ha um ano, verificou-se um
agravamento clinico caracterizado por tlcera ge-
nital persistente complicada por celulite homola-
teral e por crises aftosas orais mais frequentes (Fi-
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Tabela Il. Manifestacdes sistémicas da doenca de Behcet

Orgios e Sistemas  Manifestacdes Clinicas

Articular * Monoartrite/oligoartrite nio erosiva
* Predilecgdo por grandes articulagdes dos membros
inferiores e articulagdes interfalangicas proximais e
metacarpofalingicas
NEUROLOGICO * Envolvimento focal/multifocal do parénquima cerebral

* Envolvimento do sistema nervoso periférico
* Meningite asséptica e meningoencefalite

¢ Trombose venosa

¢ Surdez bilateral neurosensorial, lesio unilateral

periférica vestibular

* Alteragdes da personalidade, deméncia

GASTROINTESTINAL
perfuragdo intestinal)

Ulceragio intestinal (dor abdominal, diarreia, melenas,

VASCULAR .

* Trombose da veia cava superior/inferior, femoral e

subclavia

Tromboflebite dos membros inferiores

¢ Aneurismas ou oclusio arterial

CARDIACO .

* Endocardite, miocardite, pericardite

¢ Doenga valvular

¢ Fibrose endomiocardica, trombos intracardiacos

e Arritmias

Atingimento de artérias coronarias

RESPIRATORIO .

Aneurismas da artéria pulmonar

* Ulceragbes traqueobrénquicas

* Doenga pleural

* Doenga parenquimatosa (pneumonite, hemorragia,

enfarte)

RENAL .
¢ Glomerulonefrite

Proteindria/Hematuria microscépica

guras 1A e 1B). Optou-se pelo inicio de tratamen-
to com infliximab em monoterapia, na dose de
5mg/kg administrado na semana 0, 2 e 6 (fase de
inducao) e posteriormente de 8 em 8 semanas (fase
de manutencao). Verificou-se uma répida respos-
ta clinica a terapéutica biol6gica instituida, comre-
solucdo parcial e total das tlceras a 2 2 e 62 sema-
na de tratamento, respectivamente (Figuras 2A e
2B). A 142 semana de tratamento, registou-se o re-
aparecimento de duas tlceras orais localizadas no
bordo direito da lingua, altura a partir da qual se
aumentou a frequéncia das infusdes para 6 em 6
semanas. Na observacao, verificou-se que existia
um fenémeno de patergia subjacente a esta afto-
se oral localizada condicionada por um mau ali-
nhamento dentério. A doente foi referenciada a Es-
tomatologia, onde foi iniciada a correcg¢do orto-

dontica. Actualmente, encontra-se clinicamente
estabilizada na 622 semana de terapéutica com in-
fliximab (8/8 semanas).

Caso Clinico 2

Doente do sexo feminino de 56 anos de idade com
ulceracdes orogenitais recorrentes, artralgias e le-
soes nodulares dolorosas dos membros inferiores
com 16 anos de evolucao (Figura 3). O exame his-
topatoldgico das lesGes cutaneas mostrou acha-
dos compativeis com vasculite nodular contextua-
lizada na DB. A morbilidade das les6es de panicu-
lite era de tal forma significativa, que motivou uma
aposentacao precoce por invalidez aos 50 anos de
idade. A avaliacao diagnéstica excluiu atingimen-
to ocular, sendo o teste de patergia e o HLAB-51 ne-
gativos. Foi medicada com pentoxifilina, anti-in-
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Figura I. Caso clinico |:Ulceragio oral (Figura 1A) e genital (Figura 1B) antes do inicio de

tratamento com infliximab.

Figura 2. Caso clinico |: Melhoria da ulceragdo oral (Figura 2A) e genital (Figura 2B) a
2% semana de tratamento com infliximab.

flamatérios nao esterdides, dapsona, colchicina,
corticéides sistémicos, IFN-a e talidomida. Dos
farmacos atras referidos, apenas a talidomida per-
mitiu uma regressao clinica duradoura das lesdes
cutdneas dos membros inferiores. No entanto,
ap6s um ano de terapéutica com talidomida, o de-
senvolvimento de uma neuropatia periférica obri-
gou asuainterrupg¢ao, com consequente reagrava-
mento clinico. Foi iniciada terapéutica com infli-
ximab na dose de 5 mg/kg administrado na sema-
na 0, 2 e 6 e posteriormente de 8 em 8 semanas.
Observou-se uma rdpida resposta clinica, com re-
gressdo total das lesdes a 62 semana de tratamen-
to. Ap6s 2 anos, a doente mantém-se clinicamen-
te estavel com aparecimento de lesdes nodulares

discretas nos dois a cinco dias que antecedem a in-
fusao de infliximab.

Caso Clinico 3

Doente do sexo feminino de 50 anos de idade, com
diagnéstico de DB desde os 40 anos de idade. O
diagnéstico clinico foi apoiado pela presenca de
aftose orogenital e pela positividade do teste de
patergia. O HLA-B51 era também positivo. Ainda
que nos tltimos 5 anos se tivesse registado uma
melhoria progressiva da aftose genital, existia um
atingimento preferencial da mucosa labial e da
orofaringe, com consequente odinofagia intensa
(Figura 4A). A aftose orofaringea era refractdria a
terapéutica topica, colchicina, pentoxifilina, corti-
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Figura 3. Noddulos eritematosos e dolorosos dos
membros inferiores (lesdes eritema nodoso-like)
que coexistem com hiperpigmentagio residual
pos-inflamatéria

céides sistémicos e dapsona. Nao existia envolvi-
mento de outros 6rgdos ou sistemas. O inicio de te-
rapéutica com infliximab (5mg/kg a semana 0, 2,
6, 14 e 22) foi acompanhado por uma melhoria cli-
nica significativa, evidente a 22 semana de trata-
mento, com regressao completa das tilceras orofa-
ringeas (Figura 4B). O aparecimento de abcessos
dentdrios recorrentes a partir da 142 semana de
tratamento conduziu a interrup¢ao definitiva da
terapéutica biolégica apoés a 52 infusao. Deste en-
tao, verificou-se um ligeiro agravamento clinico
caracterizado por aftose oral (1 a 2 dlceras orais,
poupando a orofaringe) com periodicidade men-
sal, controlados com colchicina 1mg/dia, pentoxi-
filina 400mg 12/12h e tratamento tépico (sucral-
fato e corticéides).

Nos 3 casos clinicos acima descritos, foram pre-
enchidos os critérios necessdrios para o diagnos-
tico de DB. Em todos os casos, foi excluida a pre-

senca de contra-indicagdes para a realizacdo de
um Anti-TNF-o, sendo o seu inicio precedido pela
autorizacio da Comissdo de Etica e assinatura do
Consentimento Informado. Foram realizadas con-
sultas de follow-up as 2, 6, 10 e 14 semanas e, pos-
teriormente, de 8 em 8 semanas, com observagao
do doente e avaliacdo analitica em todas as con-
sultas. A excepcdo da intercorréncia infecciosa re-
ferida no caso clinico 3, nao se registaram efeitos
adversos em nenhum dos doentes acima descritos.

Discussao

As lesdes mucocutaneas sao as manifestagoes cli-
nicas mais frequentemente observadas na doenca
de Behcet,'* sendo a ulceracgdo orogenital a forma
de apresentacdo clinica em 47% a 86% dos casos.®
As tlceras aftosas orais sdo habitualmente doloro-
sas, multiplas, arredondadas, de bordo bem deli-
mitado eritematoso e de fundo amarelado, cicatri-
zando espontaneamente em cerca de 10 dias. O
seu diagnostico diferencial é clinico, sendo impor-
tante considerar a aftose oral recidivante idiopati-
ca e as ulceras recorrentes da mucosa oral secun-
dérias a doencas sistémicas (doenca de Crohn, dé-
fices vitaminicos, doenca hematolégica, infeccoes
virais, doencas auto-imunes) ou a fairmacos (me-
totrexato, penicilamina, dcido salicilico, azatiopri-
na e anti-inflamatorios nao esteréides). As tlceras
genitais tém em geral maiores dimensoes do que
as ulceras orais e tendem a deixar cicatriz, achado
clinico que é ttil no diagnéstico retrospectivo. A ul-

Figura 4. Caso clinico 3: Figura 4A: Ulceragdo oral exuberante antes do inicio da terapéutica bioldgica.
Figura 4B: Remissdo completa da aftose oral a 2* semana de tratamento com infliximab.
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ceracdo orogenital pode ter um impacto marcado
na qualidade de vida dos individuos afectados,"
em particular em doentes jovens e na presenca de
atingimento da orofaringe, tal como se verificou no
1° e 3° casos clinicos, respectivamente. As lesdes de
eritema nodoso-like traduzem-se clinicamente
por nédulos eritematosos dolorosos, localizados
geralmente na superficie anterior das pernas. Ape-
sar da semelhanca clinica com o eritema nodoso,
aqual de deve a sua denominacio, a paniculite as-
sociada a DB tem caracteristicas histoldgicas dis-
tintas, correspondendo a uma vasculite.!'*!* Tal
como se relata no caso clinico 2, estas lesoes po-
dem condicionar uma morbilidade significativa
nos individuos afectados.

Do ponto de vista etioldgico, a DB parece tratar-
-se de uma doenga multifactorial, em que partici-
pam factores genéticos, ambientais, infecciosos e
imunolégicos.!? Destaca-se a susceptibilidade ge-
nética associada a presenca do alelo HLA-B51, so-
bretudo na bacia Mediterranica, Japao e Médio
Oriente.®* Embora raros, estao também descritos
casos familiares de DB.° Em Portugal, a positivida-
de do HLA-B51 é de 64%,* dados concordantes com
os presentes casos clinicos, em que este marcador
é positivo em dois dos trés doentes descritos.

Os avangos recentes no conhecimento da imu-
nopatogénese da DB levaram ao reconhecimento
da importancia do aumento de producao de cito-
cinas Th1 e em particular do TNF-c..'® Estes dados
tém vindo a ser apoiados pela eficacia dos Anti-
-TNF-ano tratamento das manifestacdes oculares
e sistémicas da DB.!"'7 Entre os trés Anti-TNF-o.
disponiveis, o infliximab é o firmaco mais frequen-
temente utilizado. O etanercept mostrou-se eficaz
no tratamento das manifestacées mucocutaneas,
no entanto, os dados sdo escassos no que concer-
ne ao controlo da doenca ocular. A experiéncia cli-
nica com o adalimumab é ainda limitada."

O infliximab é um anticorpo monoclonal IgG1
quimérico com actividade especifica contra o
TNF-o. A sua utilizagdo no tratamento das mani-
festacoes dermatologicas, em particular na ulcera-
¢do orogenital refractaria aos tratamentos topicos
e sistémicos convencionais, tem também demons-
trado resultados promissores.'®?' Ainda que nao
existam estudos comparativos, o etanercept pare-
ce ser menos eficaz no tratamento da ulceracao
genital do que o infliximab.?2

A experiéncia clinica com o infliximab no trata-
mento da aftose orogenital é ainda limitada,
restringindo-se apenas a alguns relatos de ca-

s0s.18212425 Todos os individuos tinham ulceracao
orogenital grave e resistente aos tratamentos con-
vencionais. Nao existe um protocolo definido, pelo
que estdo descritas doses iniciais variaveis (3
mg/Kg e 5 mg/Kg) e nimeros de infuses que va-
riam entre as 3 a 9 infusées. Em todos os casos, o
infliximab destacou-se pela sua rapidez de acgao,
conduzindo a remissdo clinica completa apés 7
dias a 6 semanas do inicio do tratamento. Estes re-
sultados sdo concordantes com a nossa experién-
cia clinica, em que se verificou uma regressao das
lesdes muco-cutaneas a partir da 22 semana de te-
rapéutica com infliximab. Os periodos de remissao
clinica apés a suspensdo do tratamento tém-se re-
velado muito varidveis (semanas a meses).'*22 Por
outro lado, nos casos em que foi efectuada uma
administracao regular (com intervalos que variam
entre as 6 e 8 semanas), verificou-se a manutencao
da remissdo durante o periodo de tratamen-
to.!8212325 Desta forma, os dados disponiveis na li-
teratura e a auséncia de estudos randomizados e
controlados, ndo permitem definir qual o protoco-
lo de tratamento mais adequado (terapéutica de
manutencdo versus intermitente) na abordagem
da ulceracdo orogenital. J4 na drea da oftalmolo-
gia, onde existe maior nimero de estudos clinicos,
aadministracdo regular de infliximab tem-se mos-
trado eficaz no controlo a longo prazo da DB ocu-
lar.”” Também a nossa experiéncia, ainda que limi-
tada, evidencia os efeitos benéficos da terapéuti-
cade manutencao (como se ilustrounos 1° e 2° ca-
s0s), contrastando com as recidivas observadas no
3° caso, em que o tratamento foi suspenso as 22 se-
manas.

Os doentes elegiveis para tratamento com Anti-
-TNF-o foram habitualmente submetidos a tera-
péuticas anti-inflamatérias e imunosupressoras
prévias, cuja utilizacdo prolongada se associa a
efeitos adversos bem conhecidos. Nestes doentes,
o tratamento com infliximab permite a reducao da
dose de corticdides sistémicos e de imunosupres-
sores. No entanto, ainda que o infliximab seja uma
terapéutica globalmente bem tolerada, existe um
risco ndo negligenciavel de potenciais efeitos
adversos graves (reacgoes infusionais, infeccoes,
neoplasias e doencas desmielinizantes), salientan-
do-se a necessidade de uma avaliacao clinica re-
gular e rigorosa de forma a assegurar a sua detec-
¢ao precoce."

Sendo uma terapéutica off-label e muito dis-
pendiosa, a utilizacdo do infliximab na DB devera
restringir-se a casos de maior gravidade, em que o
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controlo da inflamacdo e a prevencdo de danos ir-
reversiveis de 6rgaos vitais sdo prioritarios. As ma-
nifestacdes dermatolégicas da DB, quando graves
e resistentes as terapéuticas convencionais, tém
um importante impacto na qualidade de vida dos
doentes afectados e podem também ser classifica-
das como formas graves de doenca.”!!

Em casos criteriosamente seleccionados, os
autores consideram que o infliximab é uma alter-
nativa terapéutica eficaz a considerar na presenca
de manifestacoes mucocutaneas graves, permitin-
do um rdpido controlo da doenga. No entanto, a
utilizacao do infliximab na abordagem terapéuti-
cada DB s6 poderd ser claramente definida com a
realizacdo de estudos clinicos que estabelecam
qual o protocolo de tratamento mais adequado e
que avaliem a sua eficdcia a curto e a longo prazo,
comparando-o com as terapéuticas conven-
cionais.
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CASO CLIiNICD

OSTEOPOROSE FRACTURARIA NA GRAVIDEZ

CONJUNCAO DE FACTORESTY?

Ligia Silva,” Luzia Sampaio,” José Pinto,” ]. Silva Brito,” Francisco S.Ventura™

Resumo

A osteoporose transitéria da gravidez é rara e auto-
-limitada. Aqui reportamos dois casos clinicos. O 1°
é relativo ao inicio de dorso-lombalgias durante
uma gestacdo, que se tornaram incapacitantes ao
2°més de amamentacao, ap6s uma queda. A doen-
te tinha outros factores de risco de fractura, como
o baixo aporte de célcio, e um tratamento com de-
rivados de hormonas tiroideias para perda de peso.
O 20 caso é relativo a uma doente que apresentou
um quadro clinico sobreponivel; no entanto, o es-
tudo efectuado ndo evidenciou qualquer factor de
risco de fractura. Em ambas foi documentada os-
teoporose densitométrica e radioldgica (varias frac-
turas de compressdo da coluna dorso-lombar).
Apresentaram melhoria progressiva com a altera-
¢do dos estilos de vida, suplementagdo com calcio
evitamina D, e bifosfonato no 2° caso. Apesar disso,
mantém-se o forte impacto na qualidade de vida.

Palavras-chave: Osteoporose; Gravidez; Amamen-
tacdo; Emagrecimento; Hipertiroidismo.

Abstract

Pregnancy-associated osteoporosis is rare and self-
-limiting. We report two clinical cases, with begin-
ning of back pain during a 1* pregnancy. In the 1+
case, the pain became severe after a fall, and she
had other risk factors of fracture, like low calcium
intake, and a treatment with thyroid hormones for
weightloss. In the 2" case, we did not find any. Both
were diagnosed of osteoporosis by bone densito-
metry and radiology (multiple vertebral compres-

*Interna do Internato Complementar de Reumatologia nos
Servigos de Reumatologia do Hospital de Sio Jodo e da
Faculdade de Medicina da Universidade do Porto

**Assistente Hospitalar Graduado de Reumatologia no

Servigo de Reumatologia do Hospital de Sio Jodo

***Director dos Servi¢os de Reumatologia do Hospital de

Sdo Jodo e da Faculdade de Medicina da Universidade do Porto

sion fractures). They had a favorable progression
with life-style measures, calcium and vitamin D
supplementation, and oral biphosphonate in the
27 case. Nevertheless, both still suffer the impact.

Keywords: Osteoporosis; Pregnancy; Lactation;
Weight loss; Hyperthyroidism

Introducao

A lombalgia é frequente na gravidez, geralmente
atribuida ao aumento de peso e alteracdes postu-
rais, proprias desta fase, num meio hormonal e me-
tabdlico em adaptacdo as novas exigéncias. Varios
factores levam ao menor indice de suspei¢dao do
diagnéstico de osteoporose (OP) transitoria da gra-
videz, que provavelmente terd maior incidéncia,
mas é sub-diagnosticado.! Trata-se de uma entida-
de clinica heterogénea, de etiopatogenia multifac-
torial, mal esclarecida. Facto é que, por diversos
mecanismos, hd aumento do turnover 6sseo,** mas
auto-limitado e reversivel,® relevante clinicamente
apenas quando h4 fractura. A probabilidade de tal
acontecer aumenta exponencialmente em
ambiente propicio, na conjugacdo de outros facto-
res.>s7

Casos Clinicos

Caso 1: Doente de 29 anos, caucasiana, sem ante-
cedentes familiares relevantes, com histéria de bai-
xa ingestdo de produtos lacteos desde a infancia,
menarcaaos 11 anos, e inicio de medicacdo com es-
tro-progestativo aos 15 anos, por dismenorreia. Aos
26 anos, adoptou um regime dietético restritivo as-
sociado a toma de um composto com derivados de
hormonas tiroideias para perda de peso. Verificou-
-se diminui¢do no indice de massa corporal (IMC)
de 24 para 19,5 kg/m? em 2 meses (qQque manteve
cerca de 1 ano, até a gravidez). Neste periodo, foi
documentado aumento dos niveis de T3 e T4 livres.
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Aos 27 anos, durante o 3° trimestre da 12 gesta-
¢do, iniciou dorso-lombalgias, de agravamento
progressivo durante o periodo de amamentacao,
que se tornaram incapacitantes ao 2° meés pos-par-
to, ap6s traumatismo minor (queda no mesmo pla-
no). Suspendeu a amamentagdo e contraceptivo
progestativo, retomou estro-progestativo, e foi me-
dicada com analgésicos e anti-inflamatérios ndo
esterdides, sem resposta clinica, pelo que recorreu
a consulta de Reumatologia.

Ao exame fisico, apresentava um IMC: 25,5
kg/m?, e dor difusa a pressao e flexdo da coluna
dorso-lombar; sem outras alteracdes relevantes
(como cifose dorsal ou défices neurolégicos).

Analiticamente, apresentava fosforo: 26,2 mg/1
(N:27-45), B-crosslaps: 0,34 ng/ml (N<0,28), PTH-I:
11,6 pg/ml (N:11-67), e 1,25-dihidroxivitamina D:

Figura |.Fracturas vertebrais em D/,LI e L3.

38,3 ng/ml (N:30-80). Na urina de 24h, calcitria:
1,75 mg/kg/d, taxa de reabsorcdo de fésforo:
87,5%, clearance de creatinina: 132 ml/min e cor-
tisol normal. Os restantes parametros analiticos
avaliados, como cdlcio total e ionizado, fosfatase
alcalina, hemograma, transaminases, velocidade
de sedimentacao, proteina C reactiva, ureia, crea-
tinina, ferro, ferritina, dcido félico, vitamina B12,
electroforese de proteinas, osteocalcina, calcito-
nina, ACTH, prolactina, FSH, LH, estradiol, corti-
sol, TSH, T3 e T4 livres, eram normais. Os anticor-
pos anti-gliadina eram negativos.

A radiografia da bacia mostrou osteopenia ge-
neralizada, e a radiografia da coluna dorsal e lom-
bar, vértebras bicdéncavas a varios niveis, corrobo-
radas por ressonancia magnética (Figura 1). Aden-
sitometria 6ssea (DEXA) mostrou um indice Z de
-4,2 na coluna lombar, e -2,2 no colo do fémur.

Caso 2: Doente de 39 anos, com inicio de dor-
so-lombalgias aos 25 anos, durante o 3° trimestre
da 12 gravidez. Dado o caricter progressivo e inca-
pacitante da dor, no final do 1° més pés-parto, re-
correu a consulta com a sua médica assistente,
com diagnéstico de multiplas fracturas vertebrais
osteopordticas (Figura 2). Por necessidade de fa-
zer medicacdo com analgésicos, interrompeu a
amamentacdo. Ao contrario do 1° caso, néo foi de-
tectado no estudo clinico e analitico efectuado (so-
breponivel ao descrito anteriormente), qualquer
factor predisponente a fractura, a excepcdo de hi-
pocalcitria. A doente apresentava na DEXA inicial,
aos 25 anos, um indice Z de -2,78 na coluna lom-
bar, e -0,73 no colo do fémur.

Ambas as doentes efectuaram, cerca de 6 meses
ap6s o parto no 1° caso, e de 12 anos no 2° caso,
bidpsia 6ssea (crista iliaca) com marcacao por te-
traciclina, que mostrou “osteoporose cortical e tra-
becular de baixa remodelacao”.

No periodo pds-parto, ambas iniciaram medi-
das terapéuticas nao farmacolégicas (exercicio fi-
sico adaptado e aconselhamento dietético), e su-
plementos de célcio e vitamina D. A 22 doente foi
medicada com bifosfonato oral.

Apresentaram melhoria clinica, analitica e den-
sitométrica progressiva. Ambas realizaram DEXA
cerca de 7 meses ap0s a fase aguda, que mostrou,
no 1° caso, um indice Z de -3,8 na coluna lombar
e-1,8no colo do fémur, e no 2° caso, -2,1 e -0,4, res-
pectivamente. Apesar disto, mantém, apés 2 e 14
anos de follow-up, dorso-lombalgia de ritmo me-
canico, sendo que no 2° caso, nos dltimos anos, a
doente refere limitacao em actividades da vida dia-
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Casn 2-coluna lombar

Figura 2. Mdltiplas fracturas vertebrais traduzindo-se predominantemente em osteopenia difusa e vértebras bicdncavas.

ria, e necessidade didria de medicacao analgésica.

Discussao

A OP transitéria da gravidez e amamentac3o, con-
sideradarara,® tem uma incidéncia real desconhe-
cida, e estd pouco estudada.! Incide na mulher jo-
vem, e é frequente a auséncia de sintomas ou a sua
nao valorizac¢do, sendo interpretados no contexto
de alteracdes posturais e metabdlicas da gravidez.®
A limitacdo ao uso de radiagdo ionizante, a com-
plexidade de mecanismos metabdlicos envolvidos,
nao totalmente esclarecidos, e a diversidade de
factores etiol6gicos e contribuintes, em multiplas
combinacdes possiveis,'® dificultam a uniformiza-
¢do de critérios de classificacdo, diagnostico e te-
rapéutica. Estudos recentes tém dado crescente
relevancia a vérios factores genéticos na etiopato-
genia da OP transitoria da gravidez, e vém dar res-
posta, pelo menos parcial, aos casos ditos «idiopa-
ticos», sem factores de risco aparentes associados,
como no 2° caso descrito.!* Também se encontram
em estudo 0os mecanismos moleculares adaptati-
vos de resposta as novas necessidades geradas pela

gravidez (possivelmente por ac¢do de PTHrP e ci-
tocinas) e amamentacao (pelo aumento dos niveis
de PTH e prolactina, e diminuicdo da estrogene-
mia). Eles resultam num aumento do turnover 6s-
seo com diminuicdo da densidade mineral 6ssea
(DMO), geralmente minima e transitéria,>*° mas a
associacdo de outros factores predisponentes a sua
perda, ou factores prévios que diminuiram o pico
de massa 6ssea, criam um terreno propicio a frac-
tura.*s"1% Os factores mais frequentes sdo a corti-
coterapia e a hipo-estrogenemia.®!-3

No 1° caso, podem ter contribuido para um me-
nor pico de massa 6ssea, a baixa ingestdo de cal-
cio,"*menarca aos 11 anos, e, possivelmente, o ini-
cio de estro-progestativo aos 15 anos.'"'* O emagre-
cimento rdpido (em 2 meses) e sustentado (cerca
de 1 ano, até a gravidez),'>'® e o hipertiroidismo, sao
causas de diminuicdo da DMO,® e este efeito per-
siste significativo ao longo de 3 anos, sobretudo na
mulher jovem (13-30 anos).'” A queda determinou
avalorizacao das queixas e recurso a cuidados mé-
dicos.

O diagnéstico, ap6s exclusao de patologias
como a osteomaldcia,'® a osteogenesis imperfecta
de manifestacdo tardia,' o hiperparatiroidismo,
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passa pela clinica, estudo analitico, e imagiologia
no periodo pés-parto.

A apresentacdo «tipica», em primigestas, consis-
te no inicio de lombalgia até o 3° més pés-parto,
de agravamento progressivo, associada a fracturas
vertebrais.!® Analiticamente, pode haver aumento
dos marcadores de turnover 6sseo (geralmente
com célcio sérico normal);? a DEXA mostra dimi-
nuicdo da DMO (sobretudo da coluna vertebral,
mas frequentemente também do colo do fémur).*

Se ndo existem factores perpetuadores, o prog-
néstico é geralmente bom, com recuperacao es-
pontanea em alguns meses, e risco insignificante
de recidivas em gravidezes subsequentes.? Tam-
bém nio parece associar-se aum maior risco de OP
pos-menopausa.” Apesar de tal ter sido referido as
doentes, nenhuma quis tentar nova gravidez. Além
disso, as sequelas e consequentes implicacées na
qualidade de vida a longo prazo, bem evidencia-
das pelo 20 caso, ndo podem ser menosprezadas.?!

A terapéutica devera ser sempre individualiza-
da, dirigida a doente em causa. A excepcao dos ca-
sos de OP secundéria, em que deveré focar a pato-
logia de base, na OP transitéria idiopatica, podera
passar apenas por medidas nao farmacolégicas
como a implementacgdo de hédbitos alimentares e
de exercicio fisico adequados. Nos tltimos anos,
varios relatos clinicos referem a mais rapida e com-
pleta recuperacdo de massa 6ssea com terapéuti-
ca,*8®recomendando suplementacdo com célcio
(1.200-1.500 mg/d) e vitamina D (1.000 UI/d)."* Os
bifosfonatos mantém-se controversos, dadas as in-
certezas quanto a eficacia e potenciais efeitos
adversos em futuras gestacdes,"*? motivo pelo
qual nao foi instituido no 1° caso, em que a doen-
te nao excluiu em absoluto a possibilidade de uma
gravidez no futuro. Existem relatos promissores re-
lativos a outros farmacos, como o ranelato de es-
tréncio.” A perspectiva da utilizacdo de novos far-
macos, e a necessidade de identificar e actuar pre-
cocemente nos casos de maior risco, tém aumen-
tado substancialmente o interesse no tema.
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PSEUDO-0OBSTRUCAO COLICA AGUDA:
UMA APRESENTACAO POUCO FREOUENTE
DA FRACTURA VERTEBRAL

Inés C. Gongalves,” Claudia Miguel,” Paulo Clemente Coelho™

Resumo

Introducao

Descrevemos o caso de uma mulher de 73 anos
com o diagnéstico de sarcoidose desde os 29 anos,
tratada com corticoster6ides em doses altas, que se
apresentou com um quadro de dor e distensdo ab-
dominal ap6s dorso-lombalgia suibita e intensa,
com marcada incapacidade funcional, no contex-
to de fractura vertebral de D11.

Apesar de nao ser uma manifestacao frequente,
a dor e distensdao abdominal em doentes com fac-
tores de risco para osteoporose ou com este diag-
nastico, deve levantar a suspeita de fractura verte-
bral recente.

Palavras-chave: Osteoporose; Sarcoidose; Fractu-
ra; Ileus; Intestino.

Abstract

We report the clinical case of a 73-years-old wo-
man with sarcoidosis since 29 years-old, on long-
term corticosteroid therapy, who presented with
symptoms of abdominal pain after an episode of
acute and severe low back pain associated with sig-
nificant functional impairment, in the context of
D11 fracture.

Although infrequent, recent spine fractures
should be considered in osteoporotic or osteopo-
rotic risk patients presenting with pain and abdo-
minal distension.

Keywords: Osteoporosis; Sarcoidosis; Fracture;
Ileus; Bowel.
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As fracturas vertebrais dorsais e/ou lombares sdo
as mais prevalentes nos doentes com osteoporose
ou com factores de risco para esta patologia, no-
meadamente nos sujeitos a corticoterapia. Tipica-
mente os doentes apresentam-se com dor dorsal
e/ou lombar por vezes relacionada, com activida-
des de esforco fisico. Ocasionalmente a apresenta-
¢do pode ser atipica ou associar-se a queixas orga-
nicas. Apresentamos um caso clinico de uma doen-
te com queixas predominantes de dor e distensdo
abdominal associadas a fractura vertebral recente.

Caso clinico

Mulher, 73 anos de idade, caucasiana. Recorreu ao
servico de urgéncia (SU) por dor e distensdo abdo-
minais associadas a paragem na emissao de fezes
e diminuicdo na emissdo de flatos, com cerca de
uma semana de evoluc¢do. Sem febre, nduseas ou
vomitos, disdria ou outros sintomas. Quando ques-
tionada referiu episédio de dor dorso-lombar sua-
bita e lancinante ap6s esforco de dorsi-flexdao do
tronco, trés dias antes do inicio das queixas abdo-
minais. No momento da ida ao SU a dor lombar
persistia e apresentava intensidade moderada e rit-
mo misto.

Trata-se de doente com antecedentes pessoais
conhecidos de Sarcoidose, com envolvimento pre-
dominantemente pulmonar, diagnosticada aos 29
anos, apos realizacao de biépsia pulmonar e lava-
do bronco-alveolar, seguida em Consulta de Pneu-
mologia, para a qual a doente realizou corticotera-
pia em doses altas (prednisolona 60 mg/dia), com
descida progressiva da dose, durante cerca de seis
anos. Manteve-se sem corticoterapia até ha cerca
de ano e meio quando iniciou, por indicacdo do
Pneumologista assistente, deflazacort 30 mg/dia
por aparecimento de nédulos subcutaneos de Sar-
coidose, com comprovacao histolégica. Salientam-
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se antecedentes pessoais de poliosteoartrose e hi-
pertensao arterial.

Na historia pregressa a doente negou episédios
anteriores semelhantes . Negou ainda obstipacao
crénica, intervencoes cirurgicas prévias, consumo
de dlcool ou tabaco. Referiu ter alimentacao diver-
sificada, salientando-se no entanto baixa ingestao
de leite e derivados por intolerancia gastrointes-
tinal.

Menarca aos 10 anos e menopausa aos 50 anos
(sem terapia hormonal de substituicéo).

Actualmente medicada com tiocolquicosido 4
mg (3 vezes ao dia), paracetamol 1g SOS, célcio e
vitamina D, omeprazole 20 mg, carvedilol 6,25 mg,
isoniazida (1 por dia) e deflazacort 30 mg/dia em
reducdo de dose (15 mg 3/3 dias).

A apresentacdo, no SU, a doente estava vigil, 1a-
cida e colaborante. Apirética. Hemodinamicamen-
te estavel. Auscultacdo cardio-pulmonar sem alte-
ragoes. Abdémen globoso, timpanizado, pouco de-
pressivel e doloroso a palpacao, mas sem dor a des-
compressdo. Ruidos Hidroaéreos diminuidos.
Analiticamente apresentava hemograma sem alte-
racoes, provas coagulacdo normais, ionograma
normal, funcdo renal e hepdtica normais, calcemia
total 9,4 mg/dL, fésforo 3,7 mg/dL, VS 46 mm
/12hora e PCR 2,61mg/dL. As provas de funcao ti-
roideia, realizadas posteriormente, ndo revelaram
alteracoes.

Realizou ecografia abdominal que demonstrou
marcada aerocolia, e radiografiaabdominal em pé,
sem niveis hidroaéreos e com marcada distensao
cOlica (Figura 1). Fez clister com saida de fezes e ga-
zes, e alivio das queixas abdominais. Foi referencia-
da a consulta de Gastroenterologia.

Cerca de trés semanas ap6s o episddio inicial,
por persisténcia de dor tipo moinha dorso/lombar
de ritmo misto associada a marcada incapacidade
funcional e acentuacdo da cifose dorsal, a doente
consultou o Reumatologista assistente que pediu
radiogramas da coluna vertebral e tomografia axial
computorizada (TAC) da coluna lombo-sagrada
que revelou fractura de D11. «Deformacéao do cor-
po de D11, esbocando cunha de base posterior,
(...), em provéavel relacdo com sequela de colapso
osteoporoético deste corpo vertebral» (Figura 2).

A doente foi internada no nosso servico para re-
orientac¢do farmacolégica e reabilitacdo funcional.

Ao exame objectivo geral a doente estava vigil e
orientada. Apirética. Normotensa. Eupneica. Nao
apresentava alteracées da pele ou mucosas nem
adenopatias palpaveis. A auscultacdo cardio-pul-

monar era normal. Abdémen globoso e timpani-
zado com ruidos hidroaéreos diminuidos, sem
massas ou organomegdlias palpaveis. Membros in-
feriores sem edemas. Exame neurolégico sumaério
sem alteracgdes focais.

Ao exame reumatolégico salienta-se contractu-
ra paravertebral e cifose dorsal com palpagéo e
mobilizacdo dolorosas, assim como percussao do-
lorosa das tltimas vértebras dorsais.

A doente era portadora de densitometria 6ssea
recente que revelava osteoporose de predominio
trabecular (T-score L1-L4: -2,8 DP; T-score colo fé-
mur: -2,0 DP).

Durante o internamento fez terapéutica analgé-
sica com: aceclofenac 100 mg 12/12h; paraceta-
mol 500 mg e tiocolquicosido 2 mg 12/12h; meta-
mizol magnésio 575 mg?2 12/12h; clonixina 300 mg
1 vez por dia e diazepam 10 mg 1 vez por dia. Fez
administracao de 4cido Zoledrénico 5 mg endove-
noso. Cumpriu programa de medicina fisica e rea-
bilitagdo com colocacdo de cinta dorsolombar.

Teve alta ao 9° dia de internamento, clinicamen-
te melhorada sendo enviada para seguimento em
consulta do seu médico assistente.

Discussao

A pseudo-obstrucio intestinal é uma sindrome cli-
nica caracterizada pelo comprometimento da pro-
pulsdo intestinal, na auséncia de uma causa me-
canica. Afecta frequentemente o c6lon, mas o in-
testino delgado também pode estar envolvido.
Pode ser classificada, de acordo com a evolugao
temporal, em aguda, subaguda ou crénica.! A
pseudo-obstrucao célica aguda, também designa-
da por Sindrome de Ogilvie, é a forma mais co-
mum de obstrucao intestinal e ocorre habitual-
mente no estado pés-operatério ou associado a
doenca aguda (Tabela I). A pseudo-obstrucao
créonica é uma sindrome rara e heterogénia (Tabe-
la1l).2

A fisiopatologia subjacente da pseudo-obstru-
¢do aguda ndo estd completamente esclarecida.
Desde a primeira descricdo da sindrome por Sir
Heneage Ogilvie em 1948° que se presume que a
causa esteja num desequilibrio do sistema nervo-
so auténomo. Recentemente, a observacgao da efi-
cécia dos inibidores da colinesterase na reversio
da pseudo-obstrucdo e o aparecimento de atonia
c6lica ap6s interrupcdo da enervacdo parassim-
patica sagrada, sugere um aumento do ténus sim-
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Figura |.Radiografia abdominal mostrando distensdo
colica gasosa.

patico e/ou diminuicdo da actividade do paras-
simpdtico.**

Considerando a ampla variedade de situacées
clinicas é provavel que existam outros factores in-
fluentes na fisiopatologia.

Os modelos animais (incidindo predominante-
mente no ileus no contexto de pés-operatério) su-
gerem a interferéncia conjunta de respostas neu-
rolégicas e inflamatérias na motilidade da parede
intestinal, conduzindo a pseudo-obstrucio. A res-
posta neurolégica parece estar associada a capa-
cidade dos estimulos nocivos (i.e. doencga sistémi-
ca) levarem a activacdo de reflexos esplancnicos
inibitérios, que por sua vez promovem a liberta-
¢do de oxido nitrico (NO) pelos terminais nervo-
sos musculares, conduzindo ao relaxamento. Por
outro lado, a manipulacio intestinal (i.e. cirurgia)
vai originar uma infiltragdo inflamatéria massiva
da parede intestinal (principalmente macréfagos
e mastocitos) com libertacdo de NO e algumas
prostaglandinas com accao inibitéria no musculo
liso.”

No caso apresentado, foram inicialmente pro-
curadas outras causas que justificassem o ileus.
Em relacdo a doenca de base, a sarcoidose, ndo é
reconhecida como causa de obstrucao intestinal
aguda. De facto, o envolvimento gastrointestinal
na sarcoidose é pouco frequente. Quando presen-
te, os sintomas resultam da infiltracdo granuloma-
tosa dos 6rgaos afectados. O 6rgdo mais frequen-
temente afectado é o estdmago (causando dor, he-

Figura 2. TAC da coluna vertebral onde se vé
deformacio do corpo de DI | esbogando cunha
de base posterior.

morragia e obstrucao), seguido pelo intestino del-
gado que pode ser afectado indirectamente pelo
aumento dos ganglios linféticos e pela possivel
obstrucao linfatica (provocando sindromes de
mal-absorc¢ao). O célon raramente é afectado
(pode apresentar mucosa fridvel, hiperplasia no-
dular ou lesoes constritivas).?

Algumas condi¢des metabdlicas (i.e. Diabetes
mellitus, hipotiroisimo, amiloidose, porfiria), tal
como certos medicamentos (i.e. narcéticos, an-
ticolinérgicos, clonidina, tiazidas) podem contri-
buir para o ileus adindmico.? A doente por nos se-
guida ndo apresentava patologia metabdlica co-
nhecida mas € de salientar a corticoterapia créni-
ca como causa de miopatia podendo contribuir
indirectamente para o ileus.

Na apresentacdo da doente, a caracteristica
mais marcante era a grande distensao abdominal
detectada ao exame objectivo e naradiografia sim-
ples do abdémen. No entanto, ndo apresentava fe-
bre, mantinha ruidos peristélticos e emissao de fla-
tos, ndo se evidenciando alteracdes analiticas
significativas nem niveis liquidos no radiograma.
Todos estes sinais sdo habituais na pseudo-obstru-
¢do intestinal aguda. Pelas razdes apresentadas é
licito presumir que a doente apresentou um caso
de Sindrome de Ogilvie como consequéncia da
fractura vertebral de D11. Em relacdo a fractura
vertebral, a sarcoidose pode atingir o osso (habi-
tualmente as falanges) com desenvolvimento de
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Tabela I. Principais causas de Pseudo-Obstrucao

intestinal aguda

P&s-operatério

Cirurgia abdominal, ortopédica,
neurologica, uroldgica,
ginecologica, cardiaca;
cesariana; transplantagio renal

Patologia pulmonar

Pneumonia, ventilagio
mecanica, sindrome de
dificuldade respiratéria aguda

Desequilibrios
electroliticas e

Hiponatrémia, hipocaliémia,
hipocalcémia, hipomagnesémia,

disturbios alcoolismo, insuficiéncia renal
metabdlicos e hepitica
Patologia EAM, AVC, insuficiéncia

cardiovascular

cardiaca congestiva

Doenca neoplasica

Retroperitoneal, leucemia,
timor metastatico,
radioterapia pélvica

Infecg¢do/Inflamagio

Colecistite aguda, pancreatite,
peritonite, sepsis, infeccio
por Herpes zoster, infecgdes

a gram negativos

Patologia
neurologica

Parkinson, Alzeihmer,
esclerose multipla

Traumatismo

Pélvico, lesdes medulares,
fractura femural

Medicacgio

Narcéticos, opiaceos,
anticolinérgicos, clonidina,
anfetaminas, fenotiazidas,
corticoides

esclerose ou fracturas, mas o envolvimento verte-
bral é raro. No entanto, os distirbios do metabo-
lismo fosfo-célcio e a medicagao com corticoeste-
réides, sao frequentemente responsaveis pelo de-
senvolvimento de osteopenia e osteoporose nestes
doentes, aumentando o risco de fractura verte-
bral.?

Com a apresentacgdo deste caso clinico, quere-
mos salientar que a fractura vertebral deve fazer
parte do diagnéstico diferencial de dor e distensado
abdominais agudas associado a dor dorso-lombar,
principalmente se o doente for idoso ou fizer cor-
ticoterapia crénica. De facto, é reconhecido que as
fracturas pélvicas ou vertebrais podem ser causa de
ileusagudo, apesar dos casos descritos na literatu-
ra serem raros.'*?

O diagnéstico atempado desta situacdao pode
evitar arealizacdo de intervencoes cruentas desne-
cessdrias.
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Neuropatico
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* Miotonia e outras distrofias
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I CASO CLIiNICD I

COXARTROSE EM ADULTO JOVEM -—
UM DIAGNOSTICO A PESOUISAR

T. Videira,” E. De Miguel,” F. Simdes Ventura,” E. Martin Mola™

Resumo

Introducao

A osteoartrose é a doenca articular degenerativa
mais comum. Pode ser classificada como primadria
ou secundaria, sendo esta tltima importante descar-
tar no contexto de um individuo jovem. A sua 6pti-
ma orientacdo implica a detec¢do precoce e a ava-
liacao adequada dos factores de risco (sobretudo
dos modificaveis) que afectam o seu progndstico.

Os autores apresentam o caso clinico de um ho-
mem jovem com coxalgia mecanica por alteracoes
degenerativas da articulacdo coxofemural. Do es-
tudo efectuado foram encontradas imagens eco-
gréficas sugestivas de gota no contexto de hiperu-
ricemia assintomatica.

Palavras-chave: Gota; Ecografia; Hiperuricemia as-
sintomatica.

Abstract

Osteoarthritis is the most common articular dege-
nerative disease and can be classified as primary or
secondary. The last one must be excluded in the
context of ayoung adult. Optimal managementre-
quires early diagnosis and awareness of the risk fac-
tors (more importantly «modifiable» ones) that can
affect the prognosis.

The authors present a case of a young man who
complaint about mechanical groin pain because
degenerative changes on hip joint. After patient as-
sessment it was encountered ultrasonographic
typical images of gout in the context of asympto-
matic hyperuricemia.

Keywords: Gout; Ultrasonography; Asymptomatic
hyperuricemia

*Servico de Reumatologia, Hospital de Sio Jodo, Porto
**Servico de Reumatologia, Hospital de La Paz, Madrid

A osteoartrose (OA) é a doenca articular crénica
mais comum e que com a evolucdo pode conduzir
a dor e deformidade, com afectacao da qualidade
de vida.' Pode ser definida como um defeito gene-
ralizado da articulagdo, uma vez que afecta os seus
diversos componentes, tais como 0sso subcondral,
membrana sinovial, ligamentos, tenddes, menis-
cos e musculos.?

Esta doenca articular degenerativa pode ser de-
finida por critérios clinicos ou imagiolégicos. Os
sintomas sdo mais comuns nas formas radiolégicas
mais graves, no entanto a associacao entre altera-
coes radioldgicas e sintomas nao é absoluta'. A cli-
nica é muitas vezes insidiosa e pode ser altamente
variavel, dependendo do tipo e namero de articu-
lacoes afectadas.®

Sinais sugestivos de osteoartrose num adulto jo-
vem, obrigam a descartar uma causa secunddria
subjacente.

A OA secunddria tem vdrias causas entre elas a
presenca de doenca inflamatéria reumatolégica
prévia. A doenca por deposicao de cristais de aci-
do trico é uma das artropatias inflamatérias mais
comuns, cuja prevaléncia tem vindo a aumentar
em todo o mundo.*

Caso clinico

Homem de 36 anos é enviado a consulta de reuma-
tologia por coxalgia direita de ritmo mecéanico com
1 ano de evolugao e agravamento progressivo. Sem
histéria de traumatismo. Sem psoriase, patologia
ocular ou gastrointestinal. Sem artrite prévia, po-
dagra, litiase renal, ou qualquer outro tipo de quei-
xas osteoarticulares (nomeadamente lombalgia in-
flamatoéria, queixas entesopéticas). Consumo de al-
cool ocasional. Sem medicac¢do habitual.

Ao exame fisico: limitacao das rotacdes, sobre-
tudo a interna da articulacdao coxofemural direita
(rotacao interna: 20°; externa: 40°), sem dor. Mano-
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bras das sacroiliacas negativas. Sem tumefaccao
articular. Schober de 10 cm/15 cm. Sem escoliose
do raquis nem dismetria dos membros inferiores.
Peso: 70 kg Altura: 1,72 m

Analiticamente: VS 11 mm/12hora (N<20) e PCR
15,6 mg/dl (N< 3,19). Metabolismo fosfo-célcico,
funcao tiroideia, metabolismo do ferro e urina de
24 horas normais. Acido urico de 7,8 mg/dl
(N<7,2). HLA B27, Factor Reumatéide e Anticorpos
anti-nucleares negativos.

Radiografia da bacia (Figura 1) mostrava dimi-
nuicao da interlinha da articulacdo coxofemural
direita com esclerose subcondral com articulacoes
sacroiliacas normais. Estudo radiolégico da coluna,
joelhos, tornozelos e pés nao mostrava alteracoes.

Utilizando um ecégrafo Logic 9 GE (escala de
cinzentos com color e power doppler) dotada de
sonda de dltima geracdo multifrequéncia (de5a 14
MHz), foi efectuado estudo ecografico de enteses
usando o MASEI - Madrid Sonographic Enthesis In-
dex (dada a idade e sexo do doente para exclusao
de espondiloartropatia) e para excluir doenc¢a mi-
crocristalina. Nao se encontraram alteracoes eco-
gréficas sugestivas de condrocalcinose ou enteso-
patia, no entanto foram encontradas lesoes tipicas
de gota com tofos subclinicos no tend3o tibial an-
terior esquerdo, rotuliano distal esquerdo (Figuras
2 e 3) e sinovite com sinal Doppler grau 2 no reces-
so lateral da articulagdo tibiotarsica direita (Figura
4). Ap6s aspiracao ecoguiada de liquido sinovial da
articulacao tibiotarsica foram visualizados cristais
de 4cido trico ao microsc6pio, com confirmacao
de gota. Iniciou alopurinol na dose de 100 mg/dia
(para subida gradual) associado a colchicina.

Figura |. Articulagio coxofemural direita: diminui¢do da
interlinha com esclerose subcondral.

Discussao

Perante a existéncia de sinais de coxartrose num
individuo jovem, foram procurados factores de ris-
co que pudessem condicionar o seu aparecimen-
to precoce. Neste contexto foram procuradas pos-
siveis causas subjacentes tais como: alteragoes es-
truturais (tal como dismetria dos membros inferio-
res, displasia da bacia, escoliose do raquis),
doencas 6sseas metabdlicas, artrite inflamatoria,
espondiloartropatia e doeng¢as microcristalinas.

O doente nao possuia antecedentes de episo-
dios de artrite prévia nem de c6lica renal, mas fo-
ram encontradas lesdes ecograficas sugestivas de
gota que poderiam ser responsaveis pelo quadro
clinico.

O diagnéstico de gota € clinico e é confirmado
pela visualizacao de cristais de monourato de sé-
dio intracelulares em microscopia polarizada.>”

As lesoes radiologicas tipicas («em saca-boca-
do») sdo uma caracteristica tardia da gota crénica,
surgindo cerca de 15 anos apés o inicio da doen-
ca, e estdo virtualmente sempre presentes em
doentes com tofos subcutaneos.?

O método gold standard para o diagnéstico de
gota é a artrocentese com visualizacdo dos cristais
de monourato de sédio no microscépio de luz po-
larizada.®® No entanto, muitas vezes esse método
invasivo ndo é vidvel e é iniciado tratamento com
diagnéstico de presuncgao.'?

Em 2006, o EULAR (European League Against
Rheumatism), desenvolveu recomendacoes basea-
das na evidéncia para o diagnéstico de gota.® Es-
sas recomendacodes foram definidas por um grupo
de «experts» de 13 paises europeus, e baseadas na
evidéncia de revisdes sistemdticas e na sua pro-
pria experiéncia. Neste contexto a presenca de to-

Figura 2. Tofo gotoso no tendio tibial anterior esquerdo.
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Figura 3. Tofo gotoso no tendio rotuliano distal
esquerdo.

fos parece ter valor diagnéstico muito alto.’

Cristais de acido trico sdo tipicamente em «for-
ma de agulha» com forte birefringéncia negativa.
A suaidentificacdo por microscopia polarizada va-
riade acordo com a pericia do observador e é mais
provavel durante uma crise aguda de gota.®

Nos tltimos anos tem havido um interesse cres-
cente pela ecografia musculo-esquelética para
diagnéstico e monitorizagdo de doentes com
doencas reumaticas. As suas vantagens incluem:
auséncia de radiacgao, baixo custo, reprodutibili-
dade, boa aceitacao, visualizacdo de multiplas ar-
ticulagdes no mesmo tempo, alta resolucdo, visua-
lizacdo dinamica, visualizacao em tempo real da
vascularizacio, eficicia como método para guiar
processos invasivos (incluindo a possibilidade de
escolha da articulagdo mais «rentavel», isto €, mais
susceptivel de se encontrarem cristais, por exem-
plo com sinais de actividade — sinal doppler). As
propriedades fisicas da ultrasonografia fazem des-
te método ideal para a deteccdo de cristais. E o mé-
todo de eleicdo, usado hd longos anos, para detec-
¢do de cdlculos biliares calcificados e célculos re-
nais de &cido trico.

Existem varias lesoes ecogréficas altamente su-
gestivas de gota, tanto na fase precoce com na tar-
dia (TabelaI). A lesdao elementar mais ttil é o sinal
de «duplo contorno», definido como uma banda
hiperecéica irregular sobre a margem superficial
da cartilagem articular, produzida pelo depdsito de
cristais de monourato de sédio na superficie da
cartilagem hialina. Este dep6sito aumenta a inter-
face da cartilagem articular, que fica com espessu-
rasemelhante a do osso subcondral. Este sinal é es-
pecifico (surge em 92% das articulacdes dos doen-
tes com gota e em nenhum dos controlos,
p<0,001)." Pelo contrério, os cristais de pirofosfa-
to de cdlcio tendem a agregar-se na camada mé-

Figura 4. Recesso medial da articulagdo tibiotarsica
direita com sinal doppler grau 2.

dia da cartilagem hialina, paralelamente a cortical
6ssea, como umalinha hiperecéicairregular, «em-
bebida» na aparéncia anecéica da cartilagem que
tem a sua superficie normal.

O segundo sinal ecogréfico mais ttil é a presen-
ca de «hyperechoic cloudy areas» na sinovial arti-
cular e tecidos moles com 79% de sensibilidade e
95% de especificidade.'? Focos difusos brilhantes
(«bright dotted foci») e agregados hiperecoéicos, tém
uma sensibilidade de 80% e especificidade de
75%'. A presenca de focos e areas hiperecoicas na
ecografia sdo indicativos de gota com alta sensibi-
lidade (96%), embora tenham uma especificidade
limitada (73%).!2Essa diminuicao da sensibilidade
é devido a possivel presenca destes focos também
em casos de osteoartrose, artrite reumatéide e con-
drocalcinose, representando calcificagoes puncti-
formes. Os focos e/ou areas hiperecoéicas repre-
sentam um valor preditivo negativo de 91%."

A aparéncia de «snowstorm» do liquido sinovial
é outro sinal caracteristico de gota. Multiplas le-
soes punctiformes hiperecoicas de vérios tama-

Tabela 1. Lesoes ecograficas elementares na gota

 Sinal do «duplo contorno»

* Areas hiperecdicas em partes moles

* Focos difusos brilhantes («Bright dotted foci»)
e agregados hiperecoicos difusos

* Aparéncia de «Snowstorm» do liquido sinovial
(«ponteado sinovialy)

* Erosdes 6sseas

* Hipervascularizagio: sinal Doppler

* Tofos, com ou sem reforgo posterior

* Edema partes moles
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nhos e formas sdo vistas no liquido sinovial e na
membrana sinovial. Esta aparéncia reflecte a
natureza altamente heterogénea dos ecos produ-
zidos pelos depésitos de monourato de sédio no
liquido e membrana sinovial. Este padrao é sensi-
vel mas ndo especifico, é provavelmente mais fre-
quente na condrocalcinose e pode surgir em ou-
tras patologias.

As erosoes 0sseas, sao definidas como inter-
rupcdes no perfil 6sseo hiperecoico, detectaveis
em 2 planos perpendiculares. A ecografia ja provou
ser mais sensivel que a radiologia comum na de-
teccao de erosdes <2 mm (p<0,001)'2 e de uma for-
ma 7 vezes mais sensivel'.

A ultrasonografia € um método ttil para avaliar
a presenca de lesoes sugestivas de gota em situa-
¢oes de duvida, como diagndstico diferencial e em
casos de hiperuricemia assintomatica.!'>!*15 A pre-
senca de sinal doppler; reflete actividade actual das
lesdes.'®

Numa publicacgao recente de Rettenbacher T et
al,? o estudo radiolégico era sugestivo de gota com
uma sensibilidade de 31% e especificidade de 93%,
enquanto que o estudo ultrasonografico era su-
gestivo de gota com uma sensibilidade de 96% e es-
pecificidade de 73%, sendo portanto mais sensivel
se bem que menos especifica. Os autores suge-
riam que a ecografia fornecia informacao diagnoés-
tica adicional em doentes com suspeita de gota
mas com avaliacdo laboratorial e radiolégica ne-
gativa ou inconclusiva.

Neste caso particular de um jovem adulto com
coxartrose, o uso de uma técnica recentemente
instituida, para descartar uma causa secundaria,
permitiu o diagnéstico precoce de gota (confirma-
do pela visualiacao dos cristais de 4cido trico) e o
inicio precoce do seu tratamento, sendo assim pre-
venido mais dano articular futuro.

A demonstragdo de tofos tem relevancia clinica,
uma vez que obriga ao inicio do tratamento da
gota. Cerca de 1/3 a 1/4 dos doentes com hiperu-
ricemia assintomatica apresenta tofos e/ou sinal
doppler na ecografia.’® De facto, a maioria dos
doentes com hiperuricemia assintomatica nunca
desenvolvem gota, o risco cumulativo de gota em
5anos é de 3% em doentes com niveis de acido tri-
co entre 7,0 e 8,0 mg/dl e de 22% quando maior
que 9,0 mg/dL.*®

O reconhecimento ultrasonografico de tofos
nestes doentes com sinais de actividade inflama-
toria (sobretudo quando radiologia normal e da-
dos clinico-analiticos inconclusivos) tem relevan-

cia, uma vez que a sua existéncia numa fase assin-
tomadtica sugere um curso mais agressivo da doen-
ca.’s

A importancia do diagnéstico correcto e trata-
mento precoce da gota nao deve ser subestimado,
entre outras razoes, porque: o tratamento da gota
é para toda a vida e nao € isento de riscos, a gota
deve ser englobada e tratada no contexto do sin-
drome metabdlico (sobretudo no que diz respeito
a que a hiperuricemia é um factor de risco inde-
pendente cardiovascular), é uma doenca tratavel
e portanto sdo evitaveis as limitagdes articulares
decorrentes da sua natural evolugao. Actualmen-
te aguardam-se estudos para melhor definir pro-
tocolos de «scanning» e sistemas de «scoring», as-
sim como de avaliagdo em escala de cinzentos e
power doppler na monitorizacao do tratamento e
avaliacdo do papel da sonda 3D na avaliagcdo da
doenca.
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CASO CLIiNICD

ANCA OOLOROSA NO ADOULTO JOVEM

A PROPOSITO DE UM CASD CLIiINICO

Machado Vaz |,” Castro M,” Cabete S,™ Rocha JA,”™ Brito I

Resumo

Abstract

A anca dolorosa num adulto jovem pode ter na sua
origem diferentes etiologias, sendo a conjugacdo
dos dados da histéria clinica e do exame objectivo
determinante na orientagdo diagndstica e na se-
leccdo dos meios complementares a efectuar.

Os autores descrevem o caso clinico de um ho-
mem de 28 anos de idade, praticante amador de fu-
tebol, previamente saudavel, com cruralgia esquer-
da de inicio insidioso, agravamento nocturno e
com as actividades em carga, condicionando im-
poténcia funcional progressiva a nivel da marcha,
sobretudo nas cadéncias elevadas. Resposta favo-
ravel, mas transitéria, aos anti-inflamatérios ndo
esterdides. No exame objectivo constatou-se dimi-
nuicgdo ligeira da mobilidade articular da anca es-
querda e padrao antélgico da marcha.

O estudo laboratorial e radiol6gico convencio-
nal ndo demonstrou alteracdes de relevo. ATC e a
RM confirmaram a presenc¢a de um osteoma oste-
6ide na transicdo cérvico-cefalica e de um conflito
fémoro-acetabular de tipo «cam». A estratégia te-
rapéutica adoptada foi de excisdo por radiofre-
quéncia do nidus de osteoma, com recuperacao
clinica e funcional do estado premorbido em 6
meses.

Palavras-Chave: Osteoma Ostebide; Anca Doloro-
sa; Conflito Femoro-acetabular.

*Interno Formagio Especifica de Medicina Fisica e de
Reabilitagao, Hospital S. Jodo, E.PE.

*nterno Formacio Especifica de Radiologia, Hospital S. Jodo,
EPE.

***Assistente Hospitalar de Medicina Fisica e de Reabilitagio,
Centro Hospitalar do Alto Ave, EPE — Unidade Hospitalar de
Guimaries

ek Assistente Hospitalar de Medicina Fisica e de Reabilitagéo,
Hospital S. Jodo, E.PE.

R Assistente Hospitalar Graduada de Reumatologia, Hospital
S.Jodo, E.PE./FMUP

A painful hip in a young adult may have its origin
in different aetiologies, and both clinical history
and physical examination are crucial for diagnos-
tic guidance.

The authors describe the case of a 28 year-old
male, amateur football player, suffering from insi-
dious progressive left cruralgia, with nocturnal and
prolonged high-impact loading activities exacer-
bation, resulting in significant impairment of exer-
cise tolerance, gait and other daily activities. He
had a transitory response to non-steroid anti-in-
flammatory drugs. Besides slight limitation of hip
internal rotation and an antalgic gait pattern,
physical examination was normal. Laboratory tests
and conventional X-ray of the left hip were normal.
CT and MRI depicted findings compatible with an
osteoid osteoma in the femoral cervico-cephalic
transition and signs of a potential «cam» type femo-
ro-acetabular impingement.

The adopted therapeutic strategy consisted on
radiofrequency excision of the nidus of osteoid,
with complete clinical recovery after 6 months.

Keywords: Oste6ide Osteoma; Hip pain; Anterior
Femoroacetabular Impingement.

Introducao

Existe uma multiplicidade de patologias da anca
que atingem a populacao adulta jovem, que cursam
com dor e impoténcia funcional e que frequente-
mente se associam a radiografia convencional nor-
mal.'? Apesar da grande maioria dos casos ter ori-
gem em alteragdes associadas a sobre-solicitagdo
em desportos de impacto (nomeadamente: fractu-
ras de stress, lesdo do labrum acetabular, conflito
femoro-acetabular, e lesdes dos tecidos moles peri-
articulares como a bursite trocantérica e as tendi-
nites envolvendo os musculos da cintura pélvica)
é importante manter sempre presente diagnésticos
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menos provaveis, como o osteoma ostedide.!?

O osteoma ostedide é um tumor 6sseo benigno
relativamente comum nesta faixa etdria, e que re-
quer por vezes estudo complementar mais exaus-
tivo, sobretudo imagiolégico.>* E mais frequente
nos ossos longos dos membros inferiores, envol-
vendo o osso cortical ou trabecular. O tratamento
passa pelaremocao cirtrgica do nidus. Actualmen-
te estdo disponiveis técnicas minimamente invasi-
vas que se associam a uma recuperacao funcional
mais precoce e completa, como é o caso da abla-
¢do por radiofrequéncia guiada por TC.®

Caso Clinico

FMPCN, 28 anos, sexo masculino, raca caucaséide,
natural e residente no Porto, médico dentista, pra-
ticante de futebol amador, sem outros anteceden-
tes pessoais de relevo.

Recorreu a consulta de Medicina Fisica e de
Reabilitacdo por cruralgia esquerda com 2 meses de
evolucdo de inicio insidioso e sem histéria prévia
de traumatismo ou infec¢do recente. As queixas al-
gicas tinham carécter intermitente, sofrendo exa-
cerbacdo durante o periodo nocturno, com ortosta-
tismo prolongado e marcha de longos trajectos,
afectando inicialmente seu desempenho desporti-
vo e posteriormente limitando-o nas actividades
de vida diaria. Resposta favordvel, mas transitoria,
aos anti-inflamatérios nao esteréides (AINEs). Sem
sinais ou sintomas constitucionais como febre,
anorexia, astenia, emagrecimento ou sudorese noc-
turna.

Ao exame objectivo apresentava bom estado ge-
ral e uma estrutura antropométrica adequada (al-
tura 176cm, peso 74, IMC= 23,8). Destacava-se dor
electiva a palpacdo daregiao antero-externa do ter-
¢o superior da coxa a nivel da regido peri e retro-tro-
cantérica esquerda e na insercdo proximal dos adu-
tores longo e curto, sendo contudo as manobras de
provocacao da banda iliotibial (teste de Ober), dos
adutores (aducao resistida), e das sacro-iliacas
(compressao axial, teste de Faber e teste de Gaens-
len) globalmente negativas. A mobilidade articular
da anca esquerda apresentava-se ligeiramente li-
mitada na abducao e rotacdo interna extremas, e o
sinal de conflito femoro-acetabular anterior era po-
sitivo (rigidez despertada pela associagdo de flexdo
a 90° e a rotacao interna extrema). Na marcha era
aparente uma claudicacdo antélgica, com abducao
da anca esquerda na fase de apoio, esbocando sinal

Figura I.Ilmagem de RM: visdo coronal, ponderada em
STIR, em que é possivel identificar hipersinal difuso da
medula ssea do colo femoral esquerdo (circulo), em
relagio com edema medular, bem como moderada
quantidade de derrame articular (seta), aspectos habituais
no osteoma ostedide intra-articular.

de Tredelemburg. O restante exame fisico era nor-
mal, nomeadamente a nivel da colunalombar que
apresentava mobilidade conservada nos planos
frontal esagital, sem passagens dolorosas, sem dor
irradiada, sem sinais de compromisso radicular
(Lasegue negativo), ndo sendo aparente qualquer
défice motor ou sensitivo.

Perante o quadro clinico foram solicitados estu-
do analitico (sem alteracdes de relevo) e, por apre-
sentar radiografia convencional sem alteracdes,
ressondncia magnética (RM) da coxo-femoral es-
querda.

A RM da coxo-femoral esquerda (Figuras 1 e 2)
apresentava moderado derrame na articulacio e
alteracoes de sinal a nivel do colo do fémur e re-
gides trocantéricas, com hipossinal em T1 e hiper-
sinal nas sequéncias sensiveis ao liquido. Adicio-
nalmente, constatou-se a existéncia de alteragcao
de sinal na porg¢ao antero-superior do labrumace-
tabular, frequentemente presente no conflito fe-
moro-acetabular. Dada a natureza inespecifica das
alteracdes encontradas foi solicitada Tomografia
Computarizada (TC) para melhor caracterizacdo
do processo lesional.

ATC revelou, a nivel do colo femoral esquerdo,
uma imagem calcificada, milimétrica, correspon-
dendo mais provavelmente a pequeno nidus de
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Figura 2. Imagem de RM: visdo coronal, ponderada em
STIR, que evidencia igualmente a alteragdo de sinal do
labum antero-superior (provocada pelo conflito
femoro-acetabular), bem como o edema medular 6sseo

e o derrame articular (condicionados predominantemente
pelo osteoma ostedide).

osteoma ostedide, com edema secunddrio (Figu-
ra 3). As imagens de TC mostram, como achado
adicional, anteriormente ao nidus do osteoma os-
tedide, a presenca de uma bosseladura do contor-
no cortical da transicao cervico-cefdlica, condicao
anatémica favorecendo o conflito mecanico femo-
ro-acetabular (Figura 4). Adicionalmente, a exis-
téncia de um angulo alfa da transi¢do cervico-ce-
falica femoral de 70°, bem acima do cut-off méaxi-
mo dos 50°, suportava um forte componente algi-
co atribuivel a um conflito femoro-acetabular.

Realizou-se ainda cintilograma 6sseo em 3 fases
dabacia com administragdo endovenosa de HDP-
-99mTc (Figura 5), que revelou foco de hiperfixa-
¢do do radiofdrmaco localizado a nivel da regidao
superior do colo do fémur esquerdo, presente nas
trés fases da prova, num aspecto compativel com
osteoma ostedide.

Integrando os resultados do estudo analitico e
dos estudos imagiolégicos foram considerados
como causas mais provaveis do quadro doloroso
o osteoma ostéoide e o conflito mecancico femo-
ro-acetabular. A fraccao atribuivel de dor e incapa-
cidade a cada uma destas entidades apenas pode-
ria ser estabelecida ap6s o tratamento definitivo de

Figura 3. Imagem de TC: visdo axial de TC em que se
identifica o nidus calcificado (circulo), que se traduz pela
presenca de lucéncia com drea central esclerdtica na
dependéncia da cortical da transi¢do da vertente anterior
do colo para a cabega femoral. A auséncia de reacgio
periosteal significativa é habitual nos osteomas osteoides
intra-articulares.

uma delas, neste caso e por maior exequibilidade,
a exérese do osteoma ostedide.

Foirealizada ablagdo dalesao por radiofrequén-
cia, que decorreu sem intercorréncias. O doente
encontra-se actualmente assintomatico, tendo re-
tornado a sua capacidade funcional prévia ap6s 6
meses.

Discussao

A anca dolorosa no adulto jovem pode ter multi-
plos mecanismos fisiopatolégicos subjacentes,
condicionando diferentes entidades clinicas* (Ta-
bela 1).

Os adultos jovens activos sdo o grupo etario com
maior variedade de patologias da anca que cur-
sam com dor, especialmente as associadas a sobre-
solicitacdo em desportos de impacto, como é o
caso do futebol, que acarretam risco substancial de
traumatismo, sobretudo traumatismo minor, repe-
tido, ndo valorizado. Neste contexto, lesoes esque-
léticas como as fracturas de stress, a lesdo do la-
brumacetabular, o conflito femoro-acetabular, e as
lesdes dos tecidos moles peri-articulares como a
bursite trocantérica e as tendinites envolvendo os
musculos da cintura pélvica, deverao ser sempre
consideradas como possiveis causas de dor a nivel
da anca.'? Habitualmente os sinais clinicos nao
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Figura 4. Imagem de TC: visdo transversal. O dngulo alfa
permite quantificar a perda de esfericidade da cabega
femoral. E definido por duas linhas com um ponto
comum no centro da cabega femoral, sendo que uma se
prolonga pelo eixo central do colo e a outra se dirige
para o ponto da periferia da cabega femoral que excede
o seu raio. Um angulo superior a 55° sugere perda da
esfericidade da cabega femoral e predisposi¢io para
conflito do tipo «camy.

possuem especificidade suficiente para distinguir
estas entidades, pelo que o diagnéstico diferencial
das diversaslesdes esqueléticas apenas poderd ser
efectuado mediante estudo imagiol6gico comple-
mentar.t

Adicionalmente, neste grupo etdrio a coxalgia
pode corresponder a manifestacao inaugural de
um reumatismo inflamatorio, sobretudo de uma
espondilartropatia seronegativa. As espondilartro-
patias seronegativas sdo um conjunto de artrites
inflamatérias, idiopéticas, com elevado grau de
agregacdo familiar, particularmente incidentes nos
grupos etérios mais jovens. A lombossacralgia in-
flamatéria é a queixa mais frequente, traduzindo
o envolvimento das sacro-iliacas e/ou raquis lom-
bar, ndo raramente referida a anca.™

Um processo tumoral primério ou secundario,
embora menos frequente, deverd ser sempre
excluido. As neoplasias 6sseas primdrias sdo raras
(< 1%), ocorrendo com maior frequéncia o envol-
vimento secunddrio (metdstase). O diagnéstico di-
ferencial baseia-se sobretudo em exames imagio-
légicos. Tendo em conta o género e a faixa etdria

P T EE e
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Figura 5. Cintilograma ésseo em 3 fases da bacia com
administragdo endovenosa de HDP-99mTc. Hiperfixagao
(circulos) no colo femoral durante as 3 fases do estudo,
aspecto muito sugestivo de osteoma ostedide no presente
contexto imagiolégico. Ndo se identifica um halo externo
de hipercaptagio ja que nos osteomas ostedides
intra-articulares ndo ha uma significativa esclerose reactiva.

do doente destacam-se, entre as neoplasias 6sse-
as benignas, o osteoma oste6ide e o tumor 6sseo
de células gigantes, e, entre as neoplasias 6sseas
malignas, o osteossarcoma e o Sarcoma Ewing.”!

Apesar da inexisténcia no caso em consideracdo
dos factores de risco classicos para a necrose avas-
cular da cabega femoral, ¢ mandatéria a sua exclu-
sdo pela irreversibilidade e o cardcter deformante
e destrutivo das alteracdes estruturais que condi-
ciona.®*

Apatologia degenerativa da articulagdo coxo-fe-
moral é uma causa infrequente de dor articular
neste grupo etdrio, sendo que no adulto jovem sur-
ge secundariamente a sequelas de luxacdo congé-
nita de anca, doenca de Legg-Calvé-Perthes, epi-
fisi6lise da cabeca femoral ou outras alteraces da
biomecanica articular como é o caso do conflito fe-
moro-acetabular.?%® Existem 2 tipos de conflito fe-
moro-acetabular: «cam» (deformidade da extre-
midade proximal do fémur) e «pincer» (prolonga-
mento antero-lateral acetabular, cobrindo exces-
sivamente a cabeca do femir) que podem
coexistir.''2 O estudo imagiol6gico permite detec-
tar precocemente os sinais sugestivos de degene-
rescéncia das superficies articulares e caracterizar
as alteracdes anatémicas predisponentes ao de-
senvolvimento de uma osteoartrose precoce da
anca.?!"'* No caso apresentado era aparente um
conflito femoro-acetabular tipo «cam», que pode-
ria contribuir para o quadro élgico do doente.

No presente caso clinico o diagnéstico de os-
teoma osteéide, confirmou-se sobretudo pelos
achados imagiolégicos, apesar da atipicidade dos
sintomas e da localizagdo anatémica.

O osteoma oste6ide é um tumor benigno 6sseo
relativamente comum (10% de todos os tumores
6sseos benignos), que ocorre primariamente em
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Tabela I. Diagnésticos diferenciais na anca dolorosa do adulto jovem

Etiologia Entidades
Traumatica Fracturas (incluindo as fracturas de stress)
Lesdes fibrocartilagineas (ex: labrum acetabular)
Contusio de partes moles (incluindo contusio e rotura de planos musculares)
Inflamatéria Bursite trocantérica
Tendinite dos adutores
Artrite/sinovite pos-traumatica
Reumatismos inflamatérios: artrite reumatoide, espondilartropatias seronegativas
Infecciosa Artrite Séptica
Degenerativa Osteoartrose
Vascular Necrose avascular da cabega femoral
Tumoral Benignos Malignos
Primadria Osteoma ostedide Osteoblastoma
Osteocondroma Osteossarcoma
Tumor de células gigantes Condrossarcoma
Sarcoma Ewing
Secundaria LesGes metastaticas
Metabolica Artropatia gotosa
Outras Radiculopatia lombar
Neuropatia compressiva
Sindrome doloroso regional complexo (SDRC)
Osteopenia transitéria da anca

criancas e adultos jovens (média 18,8 anos) e tem
predominancia no sexo masculino. Qualquer re-
gido do esqueleto pode ser envolvida (classica-
mente 0s 0ssos longos dos membros inferiores sdo
os mais atingidos), e as lesdes surgem no 0sso cor-
tical ou trabecular, mas ocasionalmente podem
ser subperi6sseas. Ja foram relatados focos multi-
céntricos, mas nunca foi documentada degeneres-
céncia maligna.!®"18

Clinicamente apresenta-se como um quadro
doloroso, de agravamento nocturno, exacerbacoes
varidveis com a actividade, e quase sempre alivi-
ando com os anti-inflamatérios ndo esteréides.
Quando a localizagdo é préxima de uma articula-
¢do podem associar-se edema, rigidez e contrac-
tura dos musculos periarticulares, simulando uma
sinovite; quando é préxima de uma cartilagem de
crescimento ainda ndo encerrada, pode condicio-
nar alteracdo do crescimento local.!

O osteoma oste6ide, em radiologia convencio-
nal e TC, traduz-se pela presenca de um nidus que
corresponde a uma lesdo esclerdtica, mais fre-
quentemente na cortical de um osso longo, que
apresenta uma pequena lucéncia central.’ Em 20%

dos casos tem localizacao medular e mais rara-
mente subperiéssea.!® Frequentemente encontra-
-se centrada numa 4area fusiforme de osteoescle-
rose reactiva (menos evidente quando localizado
anivel medular, subperidssea ou em topografia ar-
ticular).>® Raramente tem mais do que 15 mm.% A
drea de menor densidade central pode-se encon-
trar, por vezes, total ou parcialmente calcificada.?
A TC é particularmente ttil para a localizacdo do
nidus encontrando-se raramente associada a fal-
sos negativos, sendo particularmente ttil na ava-
liacdo de zonas anatémicas complexas.>* Em RM
o nidus evidencia sinal baixo ou intermédio em
T1, apresentando mais frequentemente hipersinal
em T2 e STIR (Short Tau Inversion Recovery).>*"*
Se associada a administracdo de gadolinio e.v. a
RM demonstra a presenca do nidus com uma
conspicuidade superior as das sequéncias sem
contraste e igual a da TC.?2 Os focos de calcificacao
no nidus e o espessamento cortical e subperiéssea
evidenciam baixo sinal em todas as sequéncias. O
edema/processo inflamatério medular e dos teci-
dos moles adjacentes é mais facilmente demons-
travel através de RM, traduzindo-se pela diminui-
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¢do de sinal em T1 e pelo aumento de sinal nas se-
quéncias sensiveis ao liquido e em T1 ap6s admi-
nistracdo de contraste e.v.5?22

Formacoes fibro-cisticas semelhantes ao nidus
do osteoma ostedide podem ser igualmente en-
contradas na margem antero-superior da transicdo
colo-cabeca femoral em aproximadamente 36%
(através de radiologia convencional) a 52% (atra-
vés da RM) das situacgdes de conflito femoro-ace-
tabular.'? Este aspecto pode, tal como no presente
caso clinico, implicar dificuldades de diagnéstico
diferencial. A presenca de edema medular 6sseo é
um aspecto identificado em virtualmente todas as
situacdes de osteoma ostedide, sendo um aspecto
relativamente raro nas situacées de conflito femo-
ro-acetabular. Embora existam alguns casos pu-
blicados que descrevem edema medular 6sseo as-
sociado as mencionadas alteracdes cisticas, Leu-
ning e colaboradores numa série de 61 ancas com
alteracdes fibrocisticas secundarias a conflito fe-
moro-acetabular nunca identificaram edema me-
dular 6sseo associado.'?? O diagnéstico diferenci-
al definitivo relativamente a etiologia destes cistos
nestes doentes, pode ser feiro, tal como no presen-
te caso clinico, através da demonstracdo do nidus
calcificado na TC.?

Em muitas situagoes clinicas nao é possivel es-
tabelecer o diagndstico diferencial de osteoma os-
te6ide com situacdes de osteomielite, com base
exclusivamente nas imagens de radiologia conven-
cional, TC ou RM. Nessas circunstincias o recurso
ao cintilograma 6sseo pode ser muito ttil. Tipica-
mente o osteoma ostedide apresenta hiperfixacao
nas trés fases do estudo, apresentando uma drea de
hipercaptacao correspondente ao nidus e, com lo-
calizacdo mais periférica, outra drea de hipercap-
tacdo correspondente a esclerose reactiva envol-
vente (sinal da dupla densidade).>"

Ocasionalmente tornam-se assintomaticos, ao
fim de uma média de 3 anos sob tratamento ndo
cirdrgico, mas a maioria das lesdes diafisarias re-
querem excisdo.* Nos dltimos anos o tratamento
cirtirgico com remocao dalesdao em bloco tem sido
substituido por técnicas minimamente invasivas
guiadas por TC, com maior taxa de sucesso e me-
nor nimero de complicacdes. Tradicionalmente o
tratamento consiste em cirurgia aberta com remo-
¢ao do nidus e 0sso esclerético envolvente. A maior
dificuldade associada a esta técnica estd em iden-
tificar o nidus intra-operatoriamente, com maior
probabilidade de remocao incompleta e, por con-
seguinte, maior taxa de recidivas a médio prazo.

Além disso, dada a proporcao de 0sso que € neces-
sario remover, o risco de fractura patolégica nao é
desprezivel.>1"1

Recentemente a experiéncia com tratamentos
percutaneos guiados por TAC tem vindo a aumen-
tar. O nidus é localizado e marcado com um fio de
Kischner, que serve de guia para um tubo oco que
ird fazer um canal até ao local da lesao, tornando-
a acessivel aos diferentes agentes destrutivos dis-
poniveis. O primeiro consiste apenas em perfurar
0 osso com elevada poténcia e velocidade, combi-
nando destruicdo mecanica e necrose térmica. Ou-
tras técnicas incluem electrocauterizacao, fotoco-
agulacao, injec¢do etanol ou ablagao por radiofre-
quéncia. Todas apresentam resultados excelentes
em termos de cura, mas nem todas permitem a
avaliagao histolégica apds remocéao, importante
para confirmacao diagnéstica nem sempre possi-
vel pré-operatériamente.>'%2

O prognéstico vital é excelente, na medida que
ndo hé descricdo de transformacdo maligna, e o
risco de recidiva é muito baixo.!” A recorréncia ge-
ralmente surge quando a disseccdo nao foi com-
pleta, a sintomatologia surge nos primeiros 7
meses apds o tratamento, e estd associada a nidus
de grandes dimensoes 1,0-1,5 cm.'®
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D0OIS CASOS DE SINODROME UNHA-PATELA
([ONICOOSTEOARTRODISPLASIA HEREDITARIA]

Camila Lobo Pedroso, Daniela Vichiato Polizelli, Geise C. Geraldino, Elisete Funes, Roberto Acayaba de Toledo

Paciente de 51 anos, sexo feminino, duas filhas,
vem a consulta por dores difusas com caracteristi-
cas mecanicas, mais acentuadas em joelhos, coto-
velos e pés associada a deformidades, ha pelo me-
nos quarenta e cinco anos de duracao. Ao exame fi-
sico, observaram-se unhas distréficas (Figura 1);
pé plano bilateral, joelhos com auséncia de patela,
cifose dorsal, limitacao dos tiltimos 30° de extensao
do antebraco com cotovelos em posicdo de semi-
flexao (Figura 2). Referia antecedente de depres-
sdo, glaucoma em tratamento com colirios, diabe-
tes, hipertensao e dislipidemia. O exame radiol6-

Figura |.Unhas distroficas bilaterais

Figura 2. Limitagdo dos ultimos 30° de extensdo do
antebrago com cotovelos em posigio de semi-flexdo

*Servigo de Reumatologia da Faculdade de Medicina de Sio José
do Rio Preto -FAMERP, Séo Paulo.

gico mostrou hipoplasia e subluxacdo da cabeca
do radio, cornos iliacos bilaterais (Figura 3) e joe-
lhos com auséncia de patelas (Figura 4). O exame
deurinatipoleranormal, creatinina de 0,9 mg/dL,
proteintria de 0,11g/dL, glicose 128 e exame oftal-
molégico com glaucoma. A paciente referia que
seu pai, ja falecido, apresentava os mesmos sinto-
mas e uma das filhas tinha alteracées ungueais.

Afilha, 26 anos, apresentava distrofia ungueal bi-
lateral em maos, principalmente em 1° e 2° quiro-
déctilos, hipoplasia de patela bilateral e bloqueio
parcial em cotovelo esquerdo com limitacao dos
altimos 30° de extensao. O exame radiol6gico mos-
trou cornos iliacos bilaterais, hipoplasia de patelas
e subluxacao da cabeca do radio a esquerda. O exa-
me de urina era normal, creatinina de 0,9 mg/dL e
exame oftalmolégico normal.

Figura 3. Cornos iliacos bilaterais.

Figura 4. Joelhos com auséncia de patelas
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A Sindrome unha-patela é uma doenca rara de
cardter autossdmico dominante resultante de uma
alteracdo no gene LMX1B. A tétrade clédssica desta
sindrome é caracterizada por: a) distrofia ungueal
(97% casos); b) auséncia ou hipoplasia de patela
(92%); ¢) luxacdo da cabeca do radio ou hipopla-
sia dos cdndilos do cotovelo (72%); d) cornos ilia-
cos (62%). Além disso, glaucoma e disfuncao renal
(glomeruloesclerose focal) sdo achados sistémicos
que podem estar presentes. Nao existe terapéuti-
ca especifica para esta sindrome, devendo ser con-
siderada a correcao cirtirgica de acordo com as al-
teracdes funcionais e aconselhamento genético.

As alteracdes articulares sdo importantes, po-
dendo levar aincapacidade funcional grave, acres-
cido dos outros envolvimentos sistémicos como
glaucoma e nefropatia, tornando imprescindivel o
diagnéstico precoce, busca de outros casos na fa-
milia para acompanhamento clinico e aconselha-
mento genético.
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SINDROME DE GORHAM,
UMA DOENCA RARA...

Sara Serra,” Maria Jodo Salvador,” Armando Malcata™

O Sindrome de Gorham, também designado de Os-
tedlise macica idiopdtica, sindrome de Gorham-
Stout, «phantom bone disease», «vanishing bone
disease», entre outros, é uma doencgarara, com cer-
ca de apenas 200 casos descritos na literatura em
humanos (também pode surgir em animais...). A
causa é desconhecida, podendo nalguns casos
haver relato de traumatismo local prévio. Caracte-
riza-se por uma proliferacado vascular anormal in-
tradssea, com consequente reabsorcao Gssea ex-
cessiva e substituicao do tecido 6sseo por tecido fi-
bro-vascular. Pode também atingir o tecido subja-
cente (conjuntivo, muscular e visceral). A forma
monostética é a mais frequente, mas pode tam-
bém ser poliostética, sendo os ossos mais atingidos
os do craneo, face, coluna vertebral, escapula, cos-
telas e pélvis.

Surge em qualquer idade, sem preferéncia por
sexo ou raca. Em termos clinicos permanece silen-
ciosa até ocorréncia de fractura ou deformacées
articulares. A incapacidade funcional pode ser mar-
cada.

O grau de complicac¢des varia consoante o local
6sseo envolvido, sendo as complica¢des mais gra-
ves, o quilotérax, derrame pleural/pericardico
(quando estao envolvidas as escapulas, costelas ou
vértebras tordcicas) ou lesdo neurolégica poten-
cialmente ominosa, quando é atingido o craneo ou
a coluna.

O diagnéstico, suspeitado pela radiologia, que
demonstra osteélise completa, é confirmado pela
biépsia, que identifica reabsor¢ao 6ssealocal e pro-
liferacdo vascular/fibrosa. Devem, no entanto, ser
excluidas outras causas de ostedlise.

A evolucdo é imprevisivel, podendo ocorrer re-
missdo espontanea ao fim de alguns anos, progre-

*Interna do Internato Complementar de Reumatologia, Servico
de Reumatologia, Hospitais da Universidade de Coimbra
**Assistente Hospitalar de Reumatologia, Servigo de
Reumatologia, Hospitais da Universidade de Coimbra Figuras 1,2 e 3.Imagens das mios do doente com
***Chefe de Servico, Servigo de Reumatologia, Hospitais da Sindrome de Gorham, a data actual.

Universidade de Coimbra
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Figura 4 e 5. Radiografias das maos do doente a data do
diagnéstico, com evidente desaparecimento quase total
dos 3°4° e 5° metacarpos.

dir ou mesmo recorrer apo6s estabilizacao.

Nao existe tratamento eficaz para controlar a
doenca ou prevenir recorréncias. Varios tratamen-
tos foram tentados, com resultados varidveis, en-
tre os quais os bifosfonatos e aradioterapia. Quan-
do surgem complicacdes tordcicas ou neurologi-
cas a opc¢ao é cirargica.

Os autores apresentam o caso de um doente do
sexo masculino, 38 anos, que recorre a nossa con-
sulta por cervicalgia mecanica no contexto de cer-
vicartrose, mas em que o exame objectivo das
maos desperta particular atenc¢do pelas alteracdes
invulgares encontradas. As figuras 1, 2 e 3 ilustram
as suas maos, onde € visivel um aparente encurta-
mento dos 3°, 4° e 5° metacarpos, condicionando
um recuo na implantacdo das falanges proximais
desses dedos. Nas radiografias confirma-se um de-
saparecimento quase completo dos 3° e 4° meta-
carpos e, em menor extensdo, do 5° metacarpo,

por ostedlise macica.

Desde os 14 anos que notara encurtamento pro-
gressivo do 3°, 4° e 5° dedos da mio direita, sem dor
ou qualquer outra sintomatologia associada ou
histéria de traumatismo prévio.

Aos 16 anos é feito o diagndstico, no Servico de
Ortopedia do Hospital de Sao Jodo do Porto, de
Sindrome de Gorham, com base nos achados ra-
diogréficos e na bidpsia 6ssea.

Até a data actual a doenga mantém-se estabili-
zada, sem agravamento ou surgimento de outras
focalizacoes.
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OSTEOPOIQUILOSE

Tatiana Pizzolotto Bruch,” Charllini Tessarollo,” Helivander Machado™

Descrita no inicio do século por Stieda, Albers-
Schonberg e Ledoux-Lebard, a osteopoiquilose é
uma displasia osteosclerética, assintomaética, tam-
bém conhecida como osteopatia condensante dis-
seminada ou doenca do osso manchado.!

MGGC, 23 anos de idade, branca, feminina, sau-
dével, observada na urgéncia ap6s acidente de mo-
tocicleta. Ao exame radiolégico da bacia (Figura 1),
evidenciaram-se numerosas manchas radiodensas
arredondadas e ovaladas simétricas e uniformes,
tendo variacdo de aproximadamente 2 a 10mm de
diametro nos ossos da pelve e sacro. Também fo-
ram encontradas manchas escleréticas simétricas
na epifise do fémur.

As mesmas alteracdes foram encontradas nos
ossos do carpo, tarso, epifises e metéfises dos os-
sos do metacarpo, metatarso e falanges dos pés e
das maos (Figuras 2 e 3).

Além desses locais, também puderam ser en-
contradas lesdes em ombros (Figura 4) e ossos das
pernas (Figura 5).

A osteopoiquilose é uma doenca incomum e, ha-
bitualmente sem sintomas.!**

0O envolvimento cutaneo com a presenga de né-
dulos fibrosos amarelados na regidao da derme que
tendem a coalescer designa a sindrome de Buschke-
Ollendorff.?>* O quadro clinico dermatolégico tipico
é formado por pédpulas de distribuicdo simétrica,
nos punhos, bracos e coxas podendo afetar apenas
um membro. Lesdes em grandes placas sdo inco-
muns. O inicio é em geral na infancia. A histopato-
logia mostra aumento do tecido conjuntivo, sem de-
marcacdo precisa da pele normal, ndo havendo pro-
cesso inflamatoério.® As lesdes Gsseas e cutaneas po-
dem aparecer separadamente na mesma familia.

Estudos de familias afetadas demonstram um
padrdo de transmissao autossémico dominante
com penetrancia varidvel, podendo haver geracoes
ndo afetadas."**% A etiologia da osteopoiquilose ndo
é conhecida.'® Algumas evidéncias sugerem que ha

*Interna do curso de Medicina — UNISUL

**Médico radiologista do HNSC. Professor da disciplina de
radiologia para o curso de Medicina — UNISUL. Membro titular
da Sociedade Brasileira de Radiologia

associacdo entre essa condicdo e outras doencas
osteoesclerdticas do esqueleto, especialmente a os-
teopatia estriada e melorreostose.?

O estudo radiolégico mostra multiplas pequenas
dreas radiodensas, bem definidas, homogéneas,
circulares ou ovaladas, de dimensdes varidveis.
Apresenta, na maioria das vezes, distribuicao si-
métrica, com predilecdo por epifises e metéfises
dos ossos longos tubulares, carpo, tarso, pelve e es-
cdpula.l?*¢ O envolvimento de costelas, clavicula,
coluna vertebral e cranio é mais raro e, quando pre-

Figura |.Radiografia da bacia mostrando lesées ovaladas,
simétricas, multiplas e radiodensas em ossos da pelve,
sacro e fémur.

Figura 2. Radiografia das maos mostrando lesdes
radiodensas. E imobilizagdo de punho direito.
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Figura 3. Radiografia dos pés mostrando lesées nos
metatarsos, falanges e ossos do tarso

Figura 4. Radiografia do térax mostrando multiplas areas
de osso denso em ombros.

sente, menos evidente.'>** Raramente a lesao se
apresenta de forma estriada em vez de lenticular;
algumas dreas mostram clareamento central, e nao
ha deformidade 6ssea, tendo bom prognéstico.®
Mais freqiientemente, as lesdes surgem na infan-
cia e persistem por toda a vida, podendo variar em
tamanho, nimero e até mesmo desaparecer!. His-
tologicamente, as dreas escleréticas sdo condensa-
¢oes focais de osso compacto lamelar dentro da es-

Figura 5. Radiografia dos ossos da perna, mostrando
mais lesdes radiodensas.

pongiosa.!® Os achados microscépicos das lesoes
sdo idénticos aos encontrados nas ilhotas 6sseas!.

O aspecto radiolégico pode simular doencga me-
tastdtica, por isso seu diagnéstico diferencial deve
ser feito principalmente com metdastases oste-
oblésticas. Também devem ser consideradas a
mastocitose, a esclerose tuberosa, a encondroma-
tose e a melorreostose.'®

A osteopoiquilose deve ser destacada dos de-
mais diagnésticos diferenciais, visto que ela tem
cardter benigno e ndo necessita tratamento.>®
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AN UNUSUAL CASE OF OSTEOID OSTEOMA

MISOIAGNOSED AS

INFLAMMATORY JOINT DISEASE

ANDOD COMPLEX REGIONAL PAIN SYNDODROME |1

Engin Cakar,” Oguz Durmus,” Mehmet Zeki Kiralp,” Umit Dincer”

Osteoid osteomas are benign osteoblastic tumors
of the bone which are frequently located in long
bones and rarely in carpal bones’. A patient with an
osteoid osteoma located in the scaphoid bone, who
had been misdiagnosed and treated as inflamma-
tory arthritis and complex region pain syndrome I
(CRPS 1) in various clinics, and in whom the diag-
nosis was delayed for 18 months is presented.

A 21-year-old male patient was referred to our
clinic with complaints of swelling, pain, and limi-
tation of motion in the left wrist (Figure 1-a). The
onset of the symptoms had occurred 18 months
before. The patient did not describe any predispo-
sing factors, such as trauma or force. He sought tre-
atment at 6 different clinics during the 18 months
and used various medical therapies (mainly
NSAIDs) with the diagnosis of monoarthritis and
CRPS L. Since his complaints were not relieved, he
was referred to our clinic. The patient claimed that
his pain had partially, but not completely, been re-
lieved with NSAIDs and was quite intense, particu-
larly at nights. His physical examination revealed
swelling, local warmth, severe pain with pressure
on the left wrist, and an increase in the circumfe-
rence of the left wrist compared to the right wrist
of 2 cm. Movements of the wrist were almost com-
pletelylimited. Mild osteopenia in the left wrist and
an area of indistinguishable sclerosis superimpo-
sed on the scaphoid bone was observed on radio-
graphy (Figure 1-b). According to the MRI results,
diffuse bone marrow edema in the carpal bones, ef-
fusion in the joint spaces, synovial thickening
(synovitis?), and a millimetric nodular image with
a hypointense signal character in the T1a-T2a se-
ries on the distal aspect of the scaphoid bone were
observed (Figures 1-cand 1-d). The lesion reported
consistent with osteoid osteoma. The metacarpal
and phalangeal borders were intact and the bone

*Giilhane Military Medical Academy, Haydarpasa Training Hospital,
Department of Physical Medicine and Rehabilitation, Istanbul,
Tirkiye

marrow signals were natural. According to Tc99m
methylene diphosphonate three-phase bone scin-
tigraphy, increased activity involving the area that
corresponded with the distal aspect of the scap-
hoid bone of the left hand, reactive arthritic chan-
ges, or CRPS were reported. The pathologic exami-
nation after surgical excision was reported as an
osteoid osteoma.

In cases of osteoid osteomas with intra-articu-
lar or juxta-articular localization, interpretation of
the clinical appearance might be more difficult, sin-
ce joint-related symptoms and clinical findings
come into prominence® The typical radiologic ima-
ge is a radiolucent nidus <2 cm in size surrounded
by a sclerosed area. Nevertheless, the typical signs
that are expected to be observed on direct radio-
graphy cannot be determined in >25% of cases with
hand-wrist osteoid osteomas®.

CRPS Iis commonly observed in the hands and
main symptom is pain. Local diffuse or spotty os-
teoporosis may be observed in approximately 63%
of the cases and, NSAIDs have an important place
in the treatment*. Due to these similarities, the pre-
sent case might be confused with CRPS I during
the previous examinations. The three-phase bone
scintigraphy was also reported as a probable CRPS
I in our case. In addition, on the MRI of the area,
which was interpreted as a sclerotic area on the ra-
diography performed at our hospital, there was a
lesion in the scaphoid bone in the neighborhood of
the joint, a nidus was clearly recognized, and ede-
ma, synovitis, and an effusion in the peripheral tis-
sues was observed. Therefore, it is such a condition
that inflammatory symptoms would be expected.
Since osteoid osteomas do not come to mind du-
ring a clinical examination, and the lesion cannot
always be defined on radiography, the lesion might
easily be considered as an inflammatory arthritis.

In the case of local involvement with a clinical
course consisting of pain and swelling, and cha-
racterized by inflammation or resistance to medi-
cal therapy or frequent recurrence in the extremi-
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Figure I.

ties, a diagnosis of osteoid osteoma should be con-
sidered, and further analyses and investigations
should be performed for specific diagnosis.
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OSTEOARTROPATIA HIPERTROFICA PRIMARIA

Francieli de Sousa Rabelo,” Ana CristinaV Oliveira,” Clarissa de C Ferreira,” Jamille N Carneiro,™

Luciana A Almeida,” Regina A F Von Kirchenheim,™ Cezar Kozak Simann™"

A Osteoartopatia hipertréfica (OAH) é uma sindro-
me caracterizada por uma proliferacdo anormal da
pele e tecido 6sseo das extremidades distais dos
membros, com formacdo 6ssea periosteal no radio,
falanges ou tibia.

Na maioria dos casos, a OAH é secunddria a uma
doenca interna severa, tais como neoplasias intra-
tordcicas primdrias ou metastdticas (cancer de pul-
mao, mesotelioma), fibrose cistica, bronquiecta-
sia, empiema cronico, doenca cianética congénita,
endocardite, cirrose, doenca de crohn, retocolite
intestinal, amebiase, tumores malignos, doenca de
graves, sindrome de POEMS, entre outras’.

Entretanto, existem casos de OAH primadria,
também conhecida como paquidermoperiostose
ou sindrome de Touraine-Solente-Colé, descrita
em 1935 por Touraine, que afeta principalmente
homens, geralmente em torno do 1 ano de vida ou
na puberdade e com predisposicdo hereditaria
clara.

Homem, 22 anos, com quadro de artrite em joe-
lhos e tornozelos ha 3 anos, evoluindo com acome-
timento progressivo e acumulativo das articulacoes
dos punhos, cotovelos, maos e pés, associada a hi-
peridrose palmar e plantar, dor 6ssea intensa, com
aumento de volume em ossos tubulares ulnar, ti-
bial, radial e fibular. Negava febre, alteracdo pon-
deral ou outras queixas. Negava quadro semelhan-
te na familia. Fazia uso cronico de AINEs com fra-
co alivio dos sintomas.

Ao exame fisico, apresentava poliartrite e peri-
artrite em punhos, cotovelos, tornozelos, joelhos,
associado a derrame articular em joelhos, espessa-
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mento palmar e plantar, com hipertrofia e edema
difuso de extremidades, baqueteamento digital dos
pododactilos (Figuras 1, 2 e 3). Aparelhos cardiovas-
cular, respiratorio e digestivo ndo apresentavam al-
teragoes.

Exames laboratoriais s6 evidenciavam aumen-
to das provas inflamatoérias. Ecocardiograma, to-
mografia computadorizada de térax e abdomen e
cintilografia 6ssea estavam normais. A endoscopia
digestiva alta (EDA) evidenciou erosées planas he-
morrégicas em antro (leve), assim como udlcera du-
odenal em atividade e duodenite erosiva. Bi6psia
gdstrica confirmou a presenca de H. pylori.

Figura |.Baqueteamento digital, unha em vidro de
relégio, aumento de volume difuso de mio e periartrite
em punho.

Figura 2. Baqueteamento Digital.
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Figura 3. Baqueteamento digital, edema das extremidades
(«pés de elefantey).

Figura 4. Radiografia da mao direita - preservagio do
espago articular e sinais de reagio periosteal lamelar.

O estudo radiol6gico mostrou alargamento dos
0ssos tubulares, como fémur, tibia, fibula, ulna, ra-
dio, assim como espessamento da cortical e reagdo
periosteal lamelar e irregular (Figuras 4, 5 € 6).

A OAH primaéria é uma entidade de etiologia
desconhecida e com predisposicdo familiar, pro-
vavelmente decorrente da acdo de um gene autos-
sdmico dominante, com graus varidveis de pene-
trabilidade e fenotipicamente de maior intensida-
de no sexo masculino. Manifesta-se normalmen-
te na puberdade e apresenta progressao lenta e
autolimitada®.

Touraine et col. considerou 3 apresentacées cli-
nicas de OAH primadria: completa, incompleta e
frusta. A primeira € marcada pela paquidermope-
riostose de extremidades, face e couro cabeludo. A
segunda, paquidermoperiostose de extremidades
ou face, poupando o couro cabeludo e, a terceira,
caracterizada por apenas baqueteamento digital,

Figura 5. Radiografia do antebrago esquerdo mostrando
espessamento cortical, com reagio peristeal lamelada e
irregular.

Figura 6. Radiografia do fémur — espessamento cortical e
discreta reagdo periosteal lamelar.

com espessamento cutdneo restrito a face ou cou-
ro cabeludo e alteracdes radiol6gicas minimas®.
Todas as doencas que se associam a OAH tém em
comum uma producao anormal do fator de cres-
cimento endotelial vascular (VEGF). Distintamen-
te das formas secunddrias, na OAH primadria ocor-
re maior espessamento cutaneo, com alteracdo das
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caracteristicas faciais, as alteracoes 6sseas sao me-
nos agudas e dolorosas, tem relagédo familiar e ini-
cio mais precoce, além de deficiéncia organica
glandular manifestada como hiperidrose, sebor-
réia, acne ou combinagdes. Os achados radiogra-
ficos também sdo distintos. Ambos expressam pro-
liferacdo periosteal com neoformacéo 6ssea, simé-
trica e bilateral dos ossos longos, sem alteracao
dos espacos articulares; porém, na OAH primaria,
areacgdo periosteal € irregular e mal definida, po-
dendo acometer epifise dos ossos; enquanto na
secunddria, o depdsito € linear apenas na diéfise e
metéfise de ossos longos, poupando a epifise®*5°.

O diagnéstico da OAH primadria é estabelecido
com base nos achados clinicos e radiol6gicos do
paciente, assim como a exclusao de causas secun-
dérias.

Nao ha um tratamento especifico para a forma
primdria. Para alivio dos sintomas dalgicos, o pa-
ciente pode fazer uso de anti-inflamatérios (Al-
NEs). Para aqueles pacientes refratdrios ao trata-
mento com AINEs, hé relatos na literatura do uso
de bisfosfonatos!>7%.

Devido a refratariedade aos AINEs e a propria
contra-indicacdo devido a presenca de tilcera duo-
denal, foi proposto o tratamento com bisfosfona-
tos. Manterd acompanhamento ambulatorial a fim
de avaliar a resposta.
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ACROSTEOLISE ASSOCIADA
A PSORIASE PALMO-PLANTAR

Jozélio Freire de Carvalho,” Ricardo Romiti,” Rosa Maria Rodrigues Pereira’

Doente masculino com 11 anos de idade apresen-
tava quadro de les6es hiperqueratdsicas acome-
tendo palmas e plantas desde os trés anos. Apds
dois anos do inicio do quadro, evoluiu com reab-

Figura |. Queratodermia palmar.

Figura 2. Reabsorcio de polpas digitais, mais evidente
no segundo quirodéctilo e presenca de depressdes
puntiformes (pitts) em 4° pododactilo direito.

*Servigo de Reumatologia

**Dermatologia

Hospital das Clinicas da Faculdade de Medicina da Universidade
de Sao Paulo, Sao Paulo-SP

JF Carvalho recebeu uma bolsa da Federico Foundation.

sor¢do de polpas digitais de maos e pés. Ao exame
fisico, apresentava placas eritematodescamativas,
hiperqueratésicas e bem delimitadas acometendo
aregido palmo-plantar com onicodistrofia, compa-
tiveis com psoriase, além de reducao das polpas
digitais. Numerosas fissuras também foram obser-
vadas em regido plantar (Figuras 1 a 4). Radiogra-
fia das maos revelou reducao do tofo terminal das
falanges distais — acroste6lise (Figura 5). Apresen-
tava hemograma e perfil bioquimico normais, pes-

Figura 4. Hiperqueratose plantar bem delimitada
associada a numerosas fissuras.
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Figura 5. Radiografia demonstrando reabsorgao das
polpas digitais das falanges distais.

quisa de auto-anticorpos negativa. Provas de ati-
vidade inflamatéria normais (VHS 7 mm/12 hora
e PCR 0,66 mg/dl). Cintilografia do esqueleto e ra-
diografia de sacro-iliaca sem alteracoes. Negava
histéria familiar de psoriase. Iniciado tratamento
com metotrexato (15mg/sem no inicio e aumen-
tado até 25mg/sem), evoluiu com melhora impor-
tante do quadro cutaneo e estabilizacao da absor-
¢do Ossea.

A acrostedlise é um processo destrutivo de re-
absorcao das falanges terminais que pode ser en-
contrado em diversas doencas tais como esclero-
se sistémica, sindrome de Ehlers-Danlos, hanse-
niase e exposicdo ao cloreto de vinil. Existem ain-
da as formas familiares e aquela associada a
psoriase. Ndo é sabida a freqiiéncia dessa manifes-
tacdo em doentes com psoriase.
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QUISTO SINOVIAL REUMATOIDE GBIGANTE DO OMBRO

Eduardo Santos Ribeiro,” Anabela Barcelos™

Os quistos sinoviais (QS) constituem colecc¢des li-
quidas para-articulares limitadas por membrana
sinovial que podem ou nao comunicar com a arti-
culacdo adjacente.'® Podem ser articulares ou ex-
tra-articulares. Quando sao articulares, resultam
da herniacdo da membrana sinovial ou da disten-
sdo de uma bursa previamente comunicante com
o espaco articular. Quando sdo extra-articulares re-
sultam de distensao das bursas ou bainhas tendi-
nosas.!

Os QS articulares podem ser causados por pro-
cessos inflamatdrios, degenerativos ou traumati-
cos,'? encontrando-se mais frequentemente asso-
ciados a Osteoartrose e a Artrite Reumatéide.!**
Existem varias localiza¢des descritas na literatura,
embora as mais frequentes sejam o escavado po-
pliteo (quisto de Baker),"* ombros,' punhos,'? de-
dos das maos e pés.!

Os QS extra-articulares estao associados a trau-
matismos, exercicio fisico excessivo, Artrite Reu-
matoéide, Gota e infeccdes piogénicas. Localizam-
-se frequentemente nos punhos, dedos das maos e
nas bursas isquidtica, olecraneana e pré-patelar.!

0O quadro clinico mais frequente é de dor, tume-
facgdolocal e limitacdo funcional,?®* podendo ocor-
rer disseccdo ou rotura do quisto.> Podem ocorrer
complicacdes vasculares (edema, eritema, claudi-
cacdo intermitente) ou nervosas (parestesias, per-
da de sensibilidade, fraqueza muscular),** infec-
¢ao® ou ainda a formacao de fistula cutanea.!

Tém sido usados vérios exames auxiliares de
diagndstico na avaliacdo dos QS (artrografia, eco-
grafia, Tomografia Computorizada),'* no entanto a
ressondncia magnética (RM) é considerada o me-
lhor método para avaliar a extensdo do quisto e o
compromisso de estruturas adjacentes.’

A maioria dos QS ndo requerem tratamento es-
pecifico pois sdo assintomaticos e desaparecem es-
pontaneamente ou com o tratamento da causa
subjacente.? O tratamento dos QS sintomaéticos in-

*Interno de Medicina Interna
**Reumatologista
Servico de Reumatologia — Hospital Infante D. Pedro, E.PE.— Aveiro

cluem geralmente, repouso, aspiracdo ou injeccao

local.? Contudo, QS de grandes dimensdes, sinto-

maticos e associados a limitacao da amplitude de
movimentos tém indicagdo cirtrgica.? Apés a ci-
rurgia pode ocorrer recidiva do QS.!

Os autores apresentam o caso de um quisto si-
novial gigante no ombro de uma doente com Artri-
te Reumatéide (AR):

- R.R. B, sexo feminino, de 61 anos, com Artrite
Reumato6ide com factor reumaté6ide IgM positi-
vo, erosiva e deformante, com 25 anos de evolu-
¢do, medicada com metilprednisolona e meto-
trexato enviada a consulta de reumatologia por
artrite das tibio-tarsicas e pés.

Objectivamente, apresentava multiplas sequelas
da AR, nomeadamente a nivel dos punhos (em
«dorso de camelo») e dos dedos das méaos (em «colo
de cisne»); artrite das tibio-tarsicas e volumosa
massa duro-eldstica na regido anterior do ombro
esquerdo, condicionando limitacdo da amplitude
de movimentos (Figura 1).

A ecografia revelou formacdo hipoecogénica, he-

Figura |.Massa volumosa na face anterior do ombro
esquerdo.
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Figura 2. RM do ombro esquerdo: Massa saciforme com
1'1,5%6,29cm de didmetro (plano axial).

Figura 3.RM do ombro esquerdo: Massa volumosa
saciforme ao longo do imero (plano coronal).

terogénea, com mais de 5 cm de diametro, suge-
rindo etiologia sinovial e a RM demonstrou volu-
mosa massa, de configuragdo saciforme, partindo
da regido subacromial e invadindo os musculos
deltéide, sub-escapular e peitoral, insinuando-se
para o imero, sem invasao da cédpsula articular,
admitindo tratar-se de formacao de contetido lipo-
matoso (Figuras 2 a 4).

Foirealizada biopsia aspirativa que revelou ma-
terial eosindfilo, amorfo e acelular, sugestivo de
processo inflamatério exsudativo e posteriormen-

Figura 4.RM do ombro esquerdo: Massa volumosa
comprimindo o musculo deltéide (plano coronal).

te foi efectuada exérese cirtrgica cujo resultado
histolégico revelou tratar-se de quisto sinovial com
reaccdo inflamatdéria crénica exuberante.

Ao contrario do descrito na literatura, ao fim de
4 anos de seguimento em consulta ndo houve re-
cidiva do QS.

Correspondéncia para

Eduardo Santos Ribeiro

Servico de Medicina 2

Hospital Infante D. Pedro, E.PE. — Aveiro

Av. Artur Ravara

3814-501 Aveiro

E-mail: eduardo.ribeiro@hdaveiro.min-saude.pt

Referéncias

1. Burt TB, MacCarter DK, Gelman MI et al. Clinical
Manifestations of Synovial Cysts. West ] Med 1980;
133:99-104.

Pardini Jr. AG, Freitas AD, Gusmao Filho NS. Histéria
Natural do Quisto Sinovial do Dorso do Punho. Rev
Bras Ortop 1998; 33: 199-202.

Patkar D, Shah J, Prasad S, Patankar T, Gokhale S,
Krishnan A, Limdi J. Giant rheumatoid synovial cyst
of the hip joint: diagnosed by MRI. J Postgrad Med
1999; 45: 118-119.

Dudkiewicz I, Chechik A, Blankstein A, Salai M. Syno-
vial Cyst of the Pes Anserinus in a Patient with Rheu-
matoid Arthritis Presenting as Intermittent Claudica-
tion. IMAJ 2000; 2: 778-779.

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2009:34:677-678 I

678



CARTA A0 EDITOR

INITIAL PRESENTATION OF SYSTEMIC

LUPUS ERYTHEMATOSUS

IN 28B PATIENTS

IN SOUTHERN BRAZIL

Thelma L. Skare, Marilia Barreto Gameiro Silva, Daniel Casagrande, Grace Arrielo Castro®

In systemic lupus erythematosus (SLE) involve-
ment of almost every body system is possible.! Age,
sex and genetic background are associated with the
presence of different patterns of disease. The clini-
cal presentation that dominates during the first few
years of disease tends to prevail subsequently and
in this manner influence patient’s prognosis.!

In pediatric SLE the most common forms of pre-
sentation are skin rashes, arthritis, fever and renal
involvement.? Norris et al,*studying 101 children
with lupus at the Mayo Clinic, found that the pre-
sentation in children is similar to that of adult pa-
tients. A previous Brazilian study has shown that
alopecia, seizures, gastrointestinal involvement are
more common in children at early disease and that
kidney involvement is more common than in adults
during the disease course.’ Another study showed
thatnot onlyisrenal disease more common in chil-
dren but that they have higher lupus activity at pre-
sentation and during the whole disease course.®

In late onset lupus (over 50 years), clinical pre-
sentation is variable according to the studied series;
older patients have a slower disease onset and the
diagnosis is not as easy to make.® Boddaert et al,’
studying 47 SLE patients with late onset, found that
the most common presenting manifestations were
polyarthritis, serositis and malar rash. The same
author when comparing the main clinical features
during the disease evolution found that older pa-
tients have less renal disease, arthritis and cuta-
neous rashes than the younger ones.

Gender also affects the disease expression: a hi-
gher frequency of renal disease, malar rash and
photosensitivity has been noted in males.® Other
authors found that alopecia and Raynaud were less
frequentin male patients although major organin-
volvement was similar in males and females.’

We studied retrospectively the clinical presenta-
tion of 286 systemic lupus patients from South Bra-

*Rheumatology Unit, Hospital Universitario Evangélico de Curitiba

zil with at least 4 ACR criteria for this disease,
accompanied for 5 years in our Rheumatology Unit.
The samplehad 12 (4.1%) males and 274 (95.8%) fe-
males with disease onset from 5 to 73 years (mean
30.3£11.9 years).

Six (50%) male had nephritis as initial manifes-
tation compared to 54 (19%) of females (p=0.011).
According to age of onset we found that patients
with onset until 16 years had more nephritis
(p=0.018) and a trend to have less skin manifesta-
tions (p=0.08) than adults. Patients older than 16
years had more hematological disturbance as ini-
tial finding (p=0.05) and this form of presentation
was even more common in patients older than 50
years (p=0.017). No difference was found in other
manifestations such as musculoskeletal (p=0.14),
serositis (p=0.54) and central nervous system
(p=0.48).

We conclude that the most common manifesta-
tions in lupus patients from southern Brazil are
musculoskeletal and cutaneous. In this population
nephritis was more frequent at presentation in chil-
dren and adult patients had more hematological
manifestation.
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MENINGITE TUBERCULOSA DURANTE

TERAPIA CO

M

INFLIXIMAB

Walber Pinto Vieira,” Christiane Aguiar Nobre,” José Djandir da Costa Filho,”™

Rejane Maria Rodrigues de Abreu Vieira,” Maria Roseli Monteiro Callado

Senhor Editor,

Antagonistas do TNF revolucionaram a pratica reu-
matolégica no tratamento da espondilite anquilo-
sante (EA), porém sua interferéncia na capacidade
de fagocitose dos macré6fagos, crucial na formacao
do granuloma,' eleva o risco de tuberculose (TB) e
de outras infec¢des, muitas vezes com manifesta-
¢oes graves e inusitadas.?

No6s descrevemos um caso de TB meningea, for-
ma de maior morbimortalidade dessa infeccao,’
em paciente do sexo masculino, 40 anos, portador
de EA ha 20 anos que, apds nove meses da terapia
com infliximab e uso total de sete doses (5 mg/Kg),
desenvolveu quadro clinico de adinamia, perda
ponderal, febre e cefaléia. No screeningpara TB la-
tente, prévio ao tratamento com biolégico, o refe-
rido paciente apresentavaradiografia de térax nor-
mal e PPD reator (15 mm), sendo instituida a qui-
mioprofilaxia com Isoniazida (INH), 300 mg/dia. As
orientagdes sobre os riscos do tratamento foram
devidamente repassadas ao paciente, que assinou
o «Termo de Consentimento Livre e Esclarecido».
Ap6s um més de tratamento com o INH, o doente
recebeu a primeira aplicacao de infliximab; na ter-
ceira dose mensal do anti-TNE ele interrompeu a
quimioprofilaxia, omitindo ao médico assistente,
nas reavaliagdes bimensais. Uma semana apés a
sétima dose, surgiram os sintomas acima descritos,
sendo internado antes da oitava dose programada.
Durante o internamento, o paciente admitiu o uso
incompleto da profilaxia com INH. Os resultados
dos exames de maior relevancia para a investiga-
¢do diagndstica encontram-se na Tabela I. Em vir-

*Chefe do Servigo de Reumatologia do Hospital Geral de
Fortaleza (HGF).

**Médica Residente do Servigo de Reumatologia do HGF.
*#*Médico Residente do Servigo de Reumatologia do HGF.
*kMestre em Reumatologia pela USP, Ribeirdo Preto-SP.
##Doutora em Ciéncias pela Faculdade de Medicina da
Universidade de Sao Paulo (USP), Sao Paulo-SP.

sefoioiok

tude da suspeita clinica de TB, associada aos acha-
dos laboratoriais e ao uso prévio de anti-TNF, foi
iniciado o esquema RIP (Rifampicina+Isoniazida+
Pirazinamida) e suspenso o infliximab. O paciente
segue em acompanhamento ambulatorial, hd dez
meses, com resolucdo completa do quadro infec-
cioso apds terapia dirigida para o Mycobacterium
tuberculosis.

O risco de reativagdao de TB aumenta de cinco a
dezvezes ap6s o uso dos anti-TNE quando compa-
rados com outros tratamentos na mesma popula-
¢do.’ O intervalo médio entre o principio da tera-
pia e o desenvolvimento da infec¢do é de aproxi-
madamente duas semanas?. A profilaxia com INH
diminui significativamente a incidéncia de infec-
¢do ativa.>® Keane et al.” descreveram 70 casos de
TB ap6s terapia com infliximab, com apenas um re-
gistro de comprometimento meningeo. A menin-
goencefalite tuberculosa é considerada a forma cli-
nica mais grave de TB? e, embora ocorra raramen-
te,? tem alta taxa de letalidade, com até 30% de se-
quelas neurolégicas graves e incapacitantes.’® A
diferenciacdo com outras causas de meningite,
pelos achados clinicos isolados, € dificil e os méto-
dos laboratoriais disponiveis apresentam baixa
sensibilidade. As caracteristicas do liquor sao se-
melhantes a meningite asséptica, de aspecto lim-
pido, marcado por pleocitose (raramente acima de
500 células/mm?), predominio de linfomononucle-
ares, proteinas elevadas e glicose baixa (menor que
50% do plasma); a bacterioscopia é geralmente ne-
gativa e a cultura, apesar de mais sensivel, permi-
te o isolamento do bacilo em apenas 15% dos ca-
sos. Métodos alternativos, como a dosagem de ade-
nosina deaminase no liquor, mostram-se tuteis,
com sensibilidade variando de 60 a 100% e especi-
ficidade de 84-99%.

Diante do quadro clinico e laboratorial, com
evolucao favoravel apés o inicio da terapia tuber-
culostatica, um diagnéstico diferente de meningo-
encefalite tuberculosa torna-se improvavel no pre-
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Tabela 1. Exames realizados durante o internamento

Exames

Resultados

Valores de referéncia

Hemograma

sem alteragdes

Velocidade de hemossedimentacio

64 mm

até 10 mm

Proteina C-reativa 46 mg/dI menor 6 mg/dl

Glicemia 104 mg/d| 60-110 mg/dl

Pesquisa de BAAR (3 amostras de escarro) negativa

Urinocultura negativa

Hemocultura negativa

Radiografia de térax normal

Tomografia de cranio normal

Liquor
Glicose 42 mg/dI 2/3 da glicemia
Proteina 154 mg/d| 10 - 40 mg/dI
Adenosina deaminase 19,4 U/L 4,6 - 18 U/L

Celularidade

259 células/mm?

até 5 células/mm?

64% linfocitos

80%

30% macrofagos

6% monocitos 20%
Bacterioscopia negativa
Tinta da china negativa
Pesquisa de BAAR negativa
Cultura negativa

mm = milimetro; mg/dl = miligrama/decilitro;
BAAR = bacilo alcéol-acido resistente; U/L = unidade/litro

sente relato. Enfatizamos a importancia da vigi-
lancia clinica continuada em pacientes em terapia
anti-TNE especialmente nas regides onde o M. tu-
berculosis é endémico. A falta de adesao a quimio-
profilaxia deve ser rapidamente identificada para
minimizar os riscos desta terapéutica. Em nossa
instituicao, a INH é fornecida aos pacientes pela
atencdo bdsica de satide, mediante a receita do
médico assistente da atencao tercidria. Estamos
otimizando o aviamento destas receitas na Farma-
cia Hospitalar, a fim de assegurar o uso da medi-
cacao profildtica, quando prescrita.
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RHEUMATOID AND G60UTY ARTHRITIS:
OF NODODULES TRAFFICKING

TwWO TYPES
IN ONE PATIENT

Pinar Borman,” Figen Tuncay,” Levent Ozcakar”

To the editor,
A 54-year-old female was seen due to swelling and
pain in the joints of both hands and feet. She had a
diagnosis of sero-positive rheumatoid arthritis (RA)
for the last 15 years without any strict follow-up.
Four years ago, she had noticed swelling and nodu-
les on her elbows and the pathological examination
had been consistent with a rheumatoid nodule.
One year later, she had suffered multiple small skin
nodules on the palmar sides of the fingers. At that
time, pathological evaluation had revealed a top-
haceous nodule (Figure 1). Accordingly, she had
been diagnosed as gout and colchicine 1 mg/day
and allopurinol 300 mg/day had been added to her
treatment (methotrexate and low dose steroids;
switched onto leflunamide 20 mg/day later on).
Currently, she had pain, tenderness and swel-
ling particularly in the joints of her feet. Morning

Figure |.Fragmented and unfragmented nodules with
amorphous pale staining (center basophilic, around

it eosinophilic) material surrounded by palisated layers
of histiocytes and occasional multinucleate giant cells
(HE, x200).

* Ankara Training and Research Hospital, Physical Medicine and
Rehabilitation Clinic

** Hacettepe University Medical School, Department of Physical
Medicine and Rehabilitation Ankara, Turkey

stiffness was less than one hour and she denied
smoking or any particular diet. Physical examina-
tion revealed minimal limitation of the wrist joints,
swan neck deformities on the fifth digits. Small pal-
mar nodules were observed on the first, third and
fourth interphalangeal joints bilaterally (Figure 2A).
She had also a nodule on the left elbow and a scar
on the right side (Figure 2B). She had subluxation,
hallux valgus and mallet finger deformities in the
feet. No nodules or soft tissue swellings except the
synovial hypertrophy in the ankle joints were ob-
served in the feet. Laboratory evaluations (inclu-

Figure 2. A) Photograph of the patient's hands (volar
side) demonstrating the bilateral nodules in the fingers;
B) Photograph of the patient's elbows demonstrating the
nodule on the right side and the incision scar on the left side.
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ding thyroid, renal/liver functions tests) were nor-
mal except the followings: erythrocyte sedimenta-
tion rate (ESR): 50 mm/h (0-20), hemoglobin:
10.4 g/dl (>12), anti-cyclic citrullinated peptide
(anti-CCP): 155 u/ml (<20) and rheumatoid factor
(RF): 139 IU/ml (<20). Blood and urine cultures
were negative. DAS 28 score was 2.74 and HAQ sco-
re was 0.5. Hand x-rays showed subluxations with
soft tissue swellings and small cysts on the 5th dis-
tal interphalangeal, 2nd and 3rd metacarpopha-
langeal joints. Overhanging margins were observed
on the 2nd and 3rd distal interphalangeal joints in
both hands. There were periarticular osteopenia in
tarsal joints along with marked subluxation and
erosive changes in metatarsophalangeal joints of
both feet. Repeat biopsy from the finger nodule
was consistent with tophaceous gout. Overall, our
patient was diagnosed to have both RA and gout.
She was treated with colchicine (1 g/day), allopu-
rinol (300 mg/day) and leflunomide (20 md /day).

Although rheumatoid and gouty arthritides are
commonplace, concomitance of both diseases is
rarely reported in the literature.!” Symmetric
polyarthritis, morning stiffness and RF positivity
can be seen in both diseases. As such, the differen-
tial diagnosis may be extremely difficult.® Patients
with concomitant RA and gout (when compared
with RA alone) are generally males and they are
significantly older.” Majority suffers a gouty attack
before the diagnosis of RA. They have more comor-
bidities, most often diabetes, nephrocalcinosis,
hypertension and chronic kidney disease. RF po-
sitivity is less common, but serum creatinine and
urate levels are significantly higher.! Our case was
different from the patients described in the previo-
us reports; she was a female with a younger age.
Further, she had a diagnosis of seropositive RA
(also anti-CCP positive) for 15 years (before the
diagnosis of gout). Her hand x-rays were resem-
bling gouty arthritis; whereas, x-rays of the feet
were typical for RA. Moreover, she had both rheu-
matoid and gout nodules. Although patients with
both RA and gout had fewer gout attacks under
anti-rheumatic medications;*!° our patient exhi-
bited tophaceous gout after treatment for RA.

In conclusion, the differential diagnosis and ma-
nagement of concomitant RA and gout can be qui-
te difficult. Nevertheless, it would be noteworthy
that both conditions can lead to significant debi-
litation if not identified and managed promptly.
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ARTHRITIS DUE TO WILSON DISEASE,
PENICILLAMINE.
HEPATOCELLULAR CARCINOMAT®Y

SHARP BOUNDARIES

BLURRED FOCUS,

PSORIASIS OR

Emel Emlakgioglu,” Levent Ozcakar,” Bayram Kaymak, Yusuf Bayraktar,” AySen Akinci

To the Editor,

A 50-year-old woman was seen due to pain and
stiffness in the finger and knee joints for the last
four months. She had morning stiffness of one
hour. Her complaints were also present at night but
worse during the day. She declared that the knee
pain preceded her hand complaints but that it be-
came worse in the last four months. Previously, she
received physical therapy for her hands and knees
in another center but it was not beneficial. Visco-
supplementation and steroid injections had also
proven to be ineffective. Her past medical history
comprised Wilson disease (on remission with D-
penicillamine for 20 years) and psoriasis for two
years treated with topical drugs. Her two siblings
also had Wilson disease and one of them had died
due to liver failure.

Physical examination revealed psoriatic skin le-
sions in the frontal and occipital regions of her scalp
and right elbow. She had bilateral acromioclavicu-
lar joint tenderness. Both wrists and small joints of
the hands (predominantly the proximal interpha-
langeal joints) were swollen and warm, their moti-
ons were painful and limited. Knee and ankle joint
motions were painful and limited on both sides,
the right knee was warm to the touch. Laboratory
evaluations were normal except for ALP: 143 U/L
(35-129), GGT: 105 U/L (5-36), erythrocyte sedi-
mentation rate: 64 mm/h (0-20) and rheumatoid
factor: 24 IU/ml (0-20). Radiographs of the knee
joints were consistent with grade 4 osteoarthritis;
hand x-rays were unremarkable. Serological
markers including ANA and anti-CCP were negati-
ve. The patient was also consulted to her hepatolo-
gist and a combination of methotrexate 7.5
mg/week, prednisolone 5 mg/day and a nonsteroi-

*Department of Physical Medicine and Rehabilitation, Hacettepe
University Medical School, Ankara, Turkey

**Department of Gastroenterology, Hacettepe University Medical
School, Ankara, Turkey

dal antiinflammatory drug has been started. On the
3rd month of therapy, she was found to have impro-
ved (decreased morning stiffness and arthritic joint
findings). Prednisolone was stopped thereafter
according to the suggestion of the hepatologist. On
the 6th month control, she was in remission. On the
9th month control, as the morning stiffness was
again increased and the laboratory markers inclu-
ding erythrocyte sedimentation rate: 92 mm/h,
C-reactive protein: 1.31 mg/dl (0-0.8) were eleva-
ted, an abdominal computed tomography was per-
formed. It was suggestive of Hepatocellular carci-
noma (HCC). Magnetic resonance imaging of the
liver was also relevant with HCC. After the liver
biopsy confirmed the diagnosis, chemoemboliza-
tion was carried out. In the last control visit, the pa-
tient was free of arthritic findings with prednisolo-
ne 2 mg/day and hydroxychloroquine once daily.

Wilson arthropathy generally presents with pain,
stiffness, gelling, joint hipermobility and attacks of
acute polyarthritis resembling rheumatic fever or
acute rheumatoid arthritis.!? The pathogenesis is
yet unclear but there seems to be no correlation
between arthritis and the systemic findings. In the
synovial biopsy, there is inflammation together
with hyperplasia of cells surrounding the syno-
vium.® In some synovial membranes accumulation
of copper was shown and also cartilage matrix
glycoprotein resembling ceruloplasmine has been
defined.? Eventual articular findings may compri-
se premature osteoarthritis, subchondral bone
fragmentation, cyst formation, cortical irregularity,
periostitis, chondromalacia patella, osteochondri-
tis dissecans and chondrocalcinosis.>* In our pa-
tient, acute polyarthritic involvement of the knee,
wrist and metacarpophalangeal joints were compa-
tible with Wilson arthropathy.

On the other hand, patients treated with penicil-
lamine can suffer penicillamine-related arthritis
which can not be distinguished from rheumatoid
arthritis.>® In a study of 32 patients with Wilson
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ARTHRITIS DUE TO WILSON DISEASE, PENICILLAMINE, PSORIASIS OR HEPATOCELLULAR CARCINOMA? BLURRED FOCUS. SHARP BOUNDARIES

arthropathy, five patients had acute polyarthritis
which appeared to be due to penicillamine. The
arthritic findings had resolved with decreased pe-
nicillamine dose in four of the cases; however one
ofthe patients had recurrent attacks leading to dis-
continuation of the drug.? According to the hepa-
tologist’s suggestions, penicillamine treatment
could not be stopped in our patient; therefore the
contribution of the drug to the arthritic process
could nothave been ascertained. The overall treat-
ment for her arthritis was also tailored together
with the hepatologist.

In our patient, the scenario was even more chal-
lenging with the presence of an underlying psoria-
sis. The clinical spectrum of psoriatic arthritis en-
compasses five different forms; prominent distal
joint involvement, arthritis mutilans, oligoarthri-
tis, polyarthritis and spondyloarthritis. In general,
the most prominent features of psoriatic arthritis
is distal interphalangeal joint involvement, enthe-
sitis, periosteal bone formation, asymmetric oli-
goarthritis and spondylitis.” Our patient had po-
lyarthritis, arthralgia, stiffness in the hands and the
wrists which were compatible with psoriatic
arthritis.

Last but not least, our patient was eventually
diagnosed to have also HCC during the follow up.
Cancer induced polyarthritis is a well-known en-
tity where the spectrum of arthritic findings may
be quite wide.® On the other hand, although meta-
bolic paraneoplastic syndromes are recognized in
HCC, polyarthritis is very rare.® However, conside-
ring the time period of both the onset of arthritis
and the diagnosis of HCC, one can not definitely
exclude paraneoplastic polyarthritis in the diffe-
rential diagnosis of our patient.

In closing, presenting our interesting patient in
whom the extent of each disease’s influence re-
mains unclear, we call attention of physicians to re-
levant scenarios of arthritis where the diagnosis
might be ‘blurred’. Further, the treatment of such
cases might also be as challenging as the diagno-
sis. In this regard, multidisciplinary approach
seems to be of paramount importance.
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I AGENDA I

Curso de Diagnéstico em Osteoporose

Local e Data: Lisboa, Portugal, 3 a 4 de Marco de 2010

30th European Workshop for Rheumatology Research
Local e Data: Bamberg, Alemanha, 4 a 6 de Margo de 2010

Xl Congresso SPMFR
Local e Data: Porto, Portugal, 11 a 13 de Marco de 2010

Congresso Portugués de Reumatologia

Local e Data: Funchal, Madeira, 7 a 10 de Abril 2010

XVI Panamerican Congress of Rheumatology — PANLAR 2010
Local e Data: Santiago, Chile, 25 a 28 de Abril 2010

Autoimmunity Congress

Local e Data: Ljubiana, 5 a 9 de Maio 2010

EULAR 2010
Local e Data: Roma, Italia, 16 a 19 de Junho 2010

Data limite para envio de resumos: 31 Janeiro 2010

3e Initiative 2010
Local e Data: Portugal, 8 a 9 de Outubro 2010
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NORMAS DE PUBLICACAO

A Acta Reumatolégica Portuguesa publica artigos ori-
ginais sobre todos os temas da Reumatologia ou com ela
relacionados. Sdo também publicados artigos de revisao,
casos clinicos, imagens, cartas ao editor e outros que se
incluam na estrutura editorial darevista (recomendacdes,
artigos sobre prdtica clinica reumatoldgica, noticias de
reunides de sociedades cientificas, por ex.).

A Acta Reumatolégica Portuguesa subscreve os requi-
sitos para apresentacdo de artigos a revistas biomédicas
elaboradas pela Comissdo Internacional de Editores de
Revistas Médicas (International Commitee of Medical
Journal Editors), publicada na integra inicialmente em N
EnglJMed 1991; 324: 424-28 e actualizada em Outubro de
2008 e disponivel em www.ICMJE.org. A potitica editorial
da Acta Reumatolégica Portuguesa segue as Recomenda-
¢des de Politica Editorial (Editorial Policy Statements) emi-
tidas pelo Conselho de Editores Cientificos (Council of
Science Editors), disponiveis em www.councilscienceedi-
tors.org/services/draft_approved.cfm.

A Revista estd indexada no PubMed/Medline e os arti-
gos estdo disponiveis onlinena integra, com acesso aber-
to e gratuito.

Os artigos devem preferencialmente ser redigidos em
inglés. Os artigos em lingua portuguesa também podem
ser submetidos para apreciagao.

O rigor e a exactiddo dos contetidos, assim como as
opinides expressas sao da exclusiva responsabilidade dos
autores.

Os autores devem declarar potenciais conflitos de in-
teresse.

Os artigos nao podem ter sido anteriormente publica-
dos noutra revista. Quando o artigo é aceite para publica-
¢do é mandatério o envio via e-mail de documento digi-
talizado, assinado por todos os autores, com a transferén-
cia dos direitos de autor para a Acta Reumatolégica Por-
tuguesa.

Os artigos publicados ficardo propriedade da revista,
ndo podendo ser reproduzidos, no todo ou em parte, sem
autorizacdo dos editores.

A aceitacao dos originais enviados para publicacdo é
sempre condicionada a avaliacdo pelos consultores edi-
toriais. Nesta avaliacao os artigos poderao ser:

a) aceites sem alteragoes;

b) aceites ap6s modificacdes propostas pelos revisores;

c¢) recusados.

Em todos os casos os pareceres dos consultores serao
integralmente comunicados aos autores.

Quando sdo propostas alteragdes, o autor deverd en-
viar via e-mail no prazo de 1 més, uma carta ao editor e a
cada um dos revisores respondendo a todas as questoes
colocadas e uma versao revista do artigo com as alteracdes
inseridas destacadas com cor diferente.

Instrucoes aos Autores

Todos os manuscritos que nédo estejam em conformi-
dade com as instrugdes que se seguem podem ser envia-
dos para modificac6es antes de serem revistos pelos con-
sultores.

Todos os trabalhos devem ser enviados por e-mail para:
helenacanhao@netcabo.pt.

Os manuscritos devem ser acompanhados de declara-
cdo de originalidade e de cedéncia dos direitos de proprie-
dade do artigo, assinada por todos os autores, conforme
minuta publicada em anexo.

O texto deve ser enviado em formato digital (e-mail),
a dois espacos, com letra tamanho12 e com margens nao
inferiores a 2,5 cm, em Word para Windows. Todas as pa-
ginas devem ser numeradas.

As imagens devem ser fornecidas independentemen-
te do texto em formato JPEG ou TIFE

Os textos devem ser organizados da seguinte forma:

Pdgina 1

a) Titulo em portugués e inglés

b) Nome dos autores e respectiva afiliacao

¢) Servico(s) ouorganismo(s) onde o trabalho foi exe-
cutado

d) Subsidio(s) oubolsa(s) que contribuiram para area-
lizagao do trabalho

e) Morada e e-mail do autor responséavel pela corres-
pondéncia relativa ao manuscrito

f) Titulo breve para rodapé

Pdgina 2

a) Titulo (sem autores)

b) Resumo em portugués e inglés, que para os artigos
originais deve ser estruturado da seguinte forma: Objec-
tivos, Material e Métodos, Resultados, Conclusoes. O re-
sumo dos artigos originais ndo deve exceder as 350 pala-
vras e o dos casos clinicos as 180 palavras.

c) Palavras-chave em portugués e em inglés (Key-
words)

Um méximo de 5 palavras-chave, utilizando a termi-
nologia que consta na lista do Index Medicus: «Medical
Subject Headings» (MeSH), deve seguir-se ao resumo.

Pdgina 3 e seguintes

Artigos originais: O texto deve ser apresentado com os
seguintes subtitulos: Introducao (incluindo Objectivos),
Material e Métodos, Resultados, Discussao, Conclusoes,
Agradecimentos (se aplicével), Referéncias.

Os artigos originais ndo deverao exceder as 4.000 pa-
lavras, com um total de 6 figuras/tabelas e 60 referéncias.

Caso clinico: os subtitulos serdo, Introdugao, Caso cli-
nico, Discussao, Referéncias.

O caso clinico ndo deve exceder as 2.000 palavras e 25
referéncias. Deve ser acompanhado de figuras ilustrati-
vas. O nimero de tabelas/figuras nao deve ser superior
a6.

A partir da segunda pagina, inclusive, todas as paginas
devem ter em rodapé o titulo breve indicado na pdgina 1.

Referéncias: As referéncias bibliogréaficas devem ser
classificadas e numeradas por ordem de entrada no tex-
to, em superscript e ndo entre paréntesis. As abreviaturas
usadas na nomeacao das revistas devem ser as utilizadas
pelo Index Medicus.

Nas referéncias com 6 ou menos autores todos devem
ser nomeados. Nas referéncias com 7 ou mais autores de-
vem ser nomeados os 3 primeiros seguidos de et al.

Notas: Os niimeros da pégina inicial e final devem ser
totalmente apresentados (565-569 e nao 565-9)
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Nao indicar o nimero da revista nem o més da publi-
cagao.

Seguem-se alguns exemplos de como devem constar
os varios tipos de referéncias:

— Revista

Apelido e iniciais do(s) autor(es). Titulo do artigo.
Nome da revista Ano; Volume: Paginas.

Ex.: HillJ, Bird HA, Hopkins R, Lawton C, Wright V. Sur-
vey of satisfaction with care in a rheumatology outpa-
tient clinic. Ann Rheum Dis 1992; 51:195-197.

- Artigo publicado online (inserir DOI )

Ex.: Peter A Merkel, David Curthbertson, Bernhard
Hellmich et al. Comparison of disease activity measures
for ANCA-associated vasculitis. Ann Rheum Dis Published
Online First: 29 July 2008. doi:10.1136/ard.2008. 097758
— Capitulo de livro

Nome(s) e iniciais do(s) autor(es) do capitulo. Titulo
do capitulo. In: Nome(s) e iniciais do(s) editor(es) médi-
co(s). Titulo do livro. Cidade: Nome da casa editora, ano
de publicacdo: primeira a tltima pégina do capitulo.

Ex.: Stewart AE Hypercalcemia resulting from medica-
tions. In: Favus M]J, ed. Primer on the Metabolic Bone Di-
seases and Disorder of Mineral Metabolism. New York:
Raven Press, 1993: 177-178.

—Livro

Nome(s) e iniciais do(s) autor(es). Titulo do livro. Ci-
dade: Nome da casa editora, ano de publicagdo: pagina(s).

Ex.: Lorig K. Patient Education. A practical approach.
St. Louis: Mosby-Year Book;1992: 51.

— Documento electrénico

Ex: Programa Nacional de Luta Contra a Tuberculose.
Sistema de Vigilancia (SVIG-TB). Direc¢do-Geral da Sau-
de - Divisao de Doencas Transmissiveis, Marco de 2005
http://www.dgsaude.pt/upload/membro.id/ ficheiros/
i006875.pdf. Acedido em 25 Janeiro de 2008

As referéncias a trabalhos ainda néao publicados, co-
munica¢des em reunides, ndo publicadas em livros de
resumos, ou comunicagoes pessoais devem ser citadas no
texto e ndo como referéncias formais.

A exactidao e o rigor das referéncias sao da responsa-
bilidade do autor.

Tabelas: As tabelas a inserir devem ser assinaladas no
texto em numeragao romana e cumprir o limite descrito
acima. Cada tabela deveré ser apresentada em folha se-
parada, dactilografada a 2 espacos. Na parte superior de-
vem apresentar um titulo sucinto mas informativo, de
modo a poder ser compreendido sem recurso ao texto. Na
parte inferior da tabela deve constar a explicacao das
abreviaturas utilizadas. Nas tabelas devem ser evitados os
tracos verticais e os tragos horizontais, estes devem ser-
vir apenas como separadores de titulos e subtitulos.

Figuras: As figuras a inserir devem ser assinaladas no
texto em numeracgao drabe e cumprir o limite definido
acima. Aslegendas das figuras devem ser dactilografadas
adois espacos numa folha separada, depois da bibliogra-
fia. As figuras devem ser enviadas em suporte informati-
co com ficheiros separados para cada figura, em forma-
to JPEG ou TIFE

Editoriais: Os editoriais serdo solicitados por convite
do Editor. Os editoriais serdo comentérios sobre tépicos
actuais ou sobre artigos publicados na revista. O texto dos

editoriais ndo deve exceder as 1.200 palavras, um méximo
de 15 referéncias e ndo deve conter quadros ou figuras.

Artigos derevisao: Estes artigos serdo preferencialmen-
te solicitados pelo Editor. No entanto, os autores interes-
sados em apresentar um artigo de revisao podem contac-
tar o Editor para discussao dos tépicos a apresentar.

O artigo de revisdao ndo deve exceder as 4.000 pala-
vras, 6 tabelas/figuras e 100 referéncias.

Cartas ao Editor: As cartas ao editor devem constituir
um comentdrio critico a um artigo da revista ou uma pe-
quena nota sobre um tema ou caso clinico. Nao devem
exceder as 600 palavras, uma figura ou um quadro, e um
maximo de 10 referéncias bibliograficas.

Imagens em reumatologia: Podem ser submetidas
imagens de particular interesse. As figuras, no maximo de
4, devem ser enviadas em formato JPEG ou TIFF de boa
resolucao. O texto acompanhante nao deve ultrapassar as
500 palavras.

Modificagdes e revisdes: No caso da aceitacdo do ar-
tigo ser condicionada a modificagdes, estas deverao ser
feitas pelos autores no prazo de 1 més.

Quando sao propostas alteracoes, o autor deverd en-
derecar uma carta ao editor e a cada um dos revisores
respondendo a todos as questdes colocadas. Devera ain-
da submeter uma versao revista do artigo com as alte-
racgdes inseridas destacadas com cor diferente.

As provas tipograficas serdo, sempre que possivel, en-
viadas aos autores contendo a indicacdo do prazo para
revisdo consoante as necessidades editoriais da revista.

Minuta da carta de submisséo a enviar ao Editor, digi-
talizada, por e-mail:
Enviar este documento com o manuscrito para:
helenacanhao@netcabo.pt

Editor

Acta Reumatoldgica Portuguesa

O(s) autor(es) certifica(m) que o manuscrito intitula-
do:

(ref. ARP ) é original, que todas as afirmacoes
apresentadas como factos sdo baseados na investiga-
¢do do(s) autor(es), que 0 manuscrito, quer em parte
quer no todo, nao infringe nenhum copyright e nao
viola nenhum direito da privacidade, que néo foi pu-
blicado em parte ou no todo e que néo foi submetido
para publicacao, no todo ou em parte, noutra revista,
e que os autores tém o direito ao copyright.

Todos os autores declaram ainda que participaram no
trabalho, se responsabilizam por ele e que néo existe,
da parte de qualquer dos autores conflito de interes-
ses nas afirmacdes proferidas no trabalho.

Os autores, ao submeterem o trabalho para publica-
¢ao, transferem para a Acta Reumatolégica Portuguesa
todos os direitos a interesses do copyright do artigo.

Todos os autores devem assinar
Data:

Nome (maitsculas):
Assinatura:
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INSTRUCTIONS FOR AUTHORS

Acta Reumatologica Portuguesa publishes original ar-
ticles, reviews, case reports, images and letters to the ed-
itor on all subjects related to Rheumatology.

Acta Reumatologica Portuguesa subscribes the re-
quirements for the acceptance of manuscripts in biomed-
ical journals proposed by the International Committee of
Medical Journal Editors, published initially in N Engl J
Med 1991; 324: 424-28, updated in October 2008 and avail-
able in www.ICMJE.org. The editorial policy of Acta
Reumatolégica Portuguesa follows the Editorial Policy
Statements published by the Council of Science Editors,
available in www.councilscienceeditors.org/services/
draft_approved.cfm.

The Journal is indexed on PubMed/Medline. The arti-
cles are available online with open and free access.

The articles should be written in English. Portuguese
written manuscripts can also be submitted.

The accuracy of the manuscript contents as well as
written opinions are of the exclusive responsibility of the
author(s).

Published articles will remain property of the journal
and cannot be reproduced, as a whole or as a part, with-
out the authorization of the editor.

For accepted articles a statement signed by all authors
transferring the copyright to Acta Reumatologica is
mandatory and should be send by e-mail.

Authors have to disclose potential conflicts of interest.

The acceptance of articles is subjected to the evalua-
tion of the editorial board. Articles may be:

a) accepted without changes;

b) accepted after modifications suggested by the board;

c) refused.

All the comments made by the reviewers will be sent
to the author.

When changes are proposed, the author should
send reply letters to the editor and to each of the revie-
wers answering to all the raised questions. The author
should also send a reviewed version of the manuscript
with the changes highlighted in a different colour within
1 month.

Instructions to authors

Manuscripts not in accordance with the instructions
may be sent for modification before review by the edito-
rial board.

All manuscripts must be sent by e-mail to:
helenacanhao@netcabo.pt

Manuscripts must be accompanied by a cover letter,
signed by all authors, stating the name of the article, that
it is an original work, that the authors held the copyright
of the manuscript, that it does not represent any conflict
ofinterest, and that they transfer the copyright to the jour-
nal (se form below).

Text should be sent in digital support by e-mail, ty-
ped double-spaced, type 12, with 1-inch margins, in
Word for Windows. All pages must be sequentially num-
bered.

Images should be sent independently from the text in
JPEG or TIFF file.

Manuscripts should be organized as explained below:

Page 1

a) Title in Portuguese and in English;

b) Authors' names and affiliations;

¢) Institution(s) to which the work should be attri-
buted;

d) Source(s) of grants support;

e) Name, address and e-mail of the corresponding au-
thor

f) Short running title.

Page 2
a) Title (without authors)
b) Abstract

Abstract in English structured as follows for the origi-
nal articles: Objectives; Patients and Methods; Results;
Conclusions. The abstract should not exceed 350 words for
original articles and 180 words for case reports.

c¢) Keywords

A maximum of 5 keywords — must be MeSH terms —
should be presented after the abstract.

Page 3 and following pages

Original papers: The text of original papers should be
presented with the following subtitles: Introduction, Ob-
jectives, Patients and Methods, Results, Discussion, Con-
clusions, Acknowledgements, References.

Original papers should not exceed 4,000 words, 6 Ta-
bles/Figures and 60 references.

Case report: Subtitles for case reports should be: In-
troduction, Case report, Discussion, References.

A case report should not exceed 2,000 words and 25
references. It should present illustrative figures. The
number of Tables/Figures should not exceed 6.

From the second page on, all pages should have a short
title on footnote.

References: References should be cited by the numeri-
cal system, superscript and listed, in the order cited in the
text. Journal titles are abbreviated in accordance with the
style of Index Medicus.

List all authors when 6 or less; when 7 or more list only
first 3 and add “et al”.

Do not abbreviate the page number (i.e. correct: 565-
-569 and not: 565-9).

The Journal number and the month of publication
should not be presented.

References of unpublished work, presentations or per-
sonal observations should be inserted in the text (in
parenthesis) and not as a “classical” or true reference.

Authors areresponsible for the accuracy of the references.

Examples:

— Journal article

Name(s) and initials of author(s). Article title. Journal
name Year; Volume or number: Page(s).

Ex: Hill J, Bird HA, Hopkins R, Lawton C, Wright V. Sur-
vey of satisfaction with care in arheumatology outpatient
clinic: Ann Rheum Dis 1992; 51: 195-197.
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— Article published Online (insert DOI )

Ex.: Peter A Merkel, David Curthbertson, Bernhard
Hellmich et al. Comparison of disease activity measures
for ANCA-associated vasculitis. Ann Rheum Dis Publi-
shed Online First: 29 July 2008. doi:10.1136/ard.2008.
097758

— Chapter in Book

Name(s) and initials of author(s) of chapter. Chapter
title. In: Name(s) and initials of editor(s). Book title. City:
Name of publisher, year of publication: pages.

Ex: Stewart AE Hypercalcemia resulting from medica-
tions. In: Favus MD, ed Primer on the Metabolic Bone Di-
seases and Disorders of Mineral Metabolism. New York:
Raven Press, 1991: 177-178.

— Book

Name(s) and initials of author(s). Book title. City:
Name of publisher, year of publication: page(s).

Ex: Lorig K. Patient Education. A practical approach.
St Louis: Mosby-Year Book, 1992: 51.

- Online document

Ex:Programa Nacional de Luta Contra a Tuberculose.
Sistema de Vigilancia (SVIG-TB). Direccao-Geral da Sau-
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