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I EDITORIAL I

A ACTA REUMATOLOGICA
PORTUGBUESA EM 2010

Helena Canhio’

O primeiro ntiimero do ano é uma excelente ocasido

para reflectir o que queremos fazer e produzir no

novo ano que temos pela frente. E também uma ex-
celente ocasido para identificarmos necessidades

e mobilizarmos energias para que tudo seja cum-

prido de acordo com o desejado.

O nosso objectivo final é obviamente aumentar
sempre a qualidade da revista cientifica Acta Reu-
matoldgica Portuguesa (ARP). E com o aumento da
qualidade, aumentar a sua divulgacao.

O objectivo a curto prazo é obter um Factor de
Impacto atribuido pelo Science Citation Index da
Thomson Reuters.

Para que estes objectivos sejam cumpridos pre-
cisamos sempre e cada vez mais da colaboracao de
todos — editores-associados, editor técnico, reviso-
res, autores e leitores interessados.

Algumas medidas e alteracdes que planeamos
implementar em 2010 parecem-nos ser essenciais
e destas destacamos:

— adivulgacdo e utilizacdo generalizada do siteda
ARP que esta concluido e que permitird uma co-
municag¢do mais simples e célere entre autores,
revisores e editores;

— apromogdo da lingua inglesa como a lingua de
eleicdo para as publicacdes na ARP; de facto, es-
tando a nossa revista indexada ao PubMed/
/Medline e permitindo um acesso online aberto
e gratuito a todos, a publicacdo em inglés au-
menta incomparavelmente o ntimero de poten-
ciais leitores e, por isso, o nimero de citagdes dos
artigos e divulgacao da revista;

— outro ponto fundamental é a publicacdo «onli-
ne first» com indexacdo imediata no PubMed/
/Medlineno momento de aceita¢do dos artigos,
antes ainda da sua publicacdo em suporte de pa-
pel;

— na linha do investimento na internacionaliza-
¢do darevista, a alteracdo do nome actual «Acta
Reumatolégica Portuguesa» para «Acta Reuma-
toldgica» também nos parece fundamental;

*Editora-Chefe da Acta Reumatolégica Portuguesa

— énossa intencao profissionalizar cada vez mais
o processamento e procedimentos na ARP, no-
meadamente as fun¢des do editor técnico, a pro-
moc¢ado da homogeneidade dos critérios de revi-
sdo, a promocao das citacdes dos nossos artigos
e a promoc¢do da revista, com mailing-convite
para publicacdo de artigos na ARP;

— depois do nosso Congresso Nacional é sempre
util recordar que a ARP esté receptiva e aberta a
publicacdo de todos os trabalhos de qualidade
excelente que foram apresentados no XV Con-
gresso Portugués de Reumatologia. E nossa in-
tencdo também aumentar o nimero de convi-
tes para a submissdo de Editoriais e de Artigos
de Revisdo.

Estes sdo alguns exemplos de medidas e de pla-
nos para melhorar a qualidade, promocao e divul-
gacdo da ARP. Contamos com a colaboracao indi-
vidual de cada um nesta revista da Sociedade Por-
tuguesa de Reumatologia que é de todos nés.

Obrigada!

Correspondéncia para

Helena Canhdo

Unidade de Investigagdo em Reumatologia,
Instituto de Medicina Molecular,
Faculdade de Medicina de Lisboa

Av. Professor Egas Moniz

1649-028 Lisboa
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I ARTIGOD DE REVISAOD I

STATE-OF-THE-ART ON FIBROMYALGIA MECHANISM

Jaime C. Branco’

Abstract

Fibromyalgia syndrome (FMS) is a very prevalent
disorder defined by the presence of hyperalgesia
and allodynia that leads to musculoskeletal chro-
nic pain very frequently associated with fatigue and
a diversity of other symptoms. The cause of FMS is
unknown and its pathogenesis is complex and not
well understood. This paper will rather discuss cen-
tral pain mechanisms and the role of stressors and
other factors as triggering events for onset of clini-
cal manifestations.

Keywords: Fibromyalgia Syndrome; Pathogenesis;
Central Pain Mechanisms; Stressors.

Fibromyalgia syndrome (FMS) is a common chro-
nic disorder characterized by diffuse musculoske-
letal pain and fatigue. Pain is referred to soft tissues
(e.g. muscles, tendons, ligaments, bursae) but ap-
parentlyis not associated with inflammation or any
other morphologic damage or metabolic distur-
bance on peripheral tissues. The etiology of FMS is
unknown and its pathophysiology unclear. Patients
with FMS present a multiplicity of clinical com-
plaints (e.g. chronic musculoskeletal widespread
pain and other painful entities, fatigue, sleep di-
sorders, morning stiffness, cognitive dysfunction,
mood disturbances, irritable bowel syndrome, non-
dermatomal paresthesias and many other less fre-
quent clinical manifestations). In opposition, ex-
cept for tender points, objective signs on physical
examination are absent and all laboratory and ima-
ging diagnostic tests are normal or negative. Seve-
ral medical conditions and diseases (e.g. syste-
mic/inflammatory rheumatic diseases, psychiatric
illnesses, neurologic disorders, and infectious di-
seases) occur frequently with FMS. These coexis-

*Professor Associado com Agregacio de Reumatologia da
Faculdade de Ciéncias Médicas (FCM) da Universidade Nova de
Lisboa (UNL); Investigador Principal do Centro de Estudos de
Doengas Cronicas (CEDOC), FCM da UNL; Director do Servigo
de Reumatologia do CHLO, EPE/Hospital Egas Moniz

ting medical conditions may worsen and/or perpe-
tuate patients’ symptoms'.

The pathogenesis of pain and other manifesta-
tions in FMS is very complex and not well under-
stood. The important question is what type of me-
chanisms explains this disturbing clinical entity.

FMS Predisposition

FMS is mainly characterized by allodynia (painful
response to a normally innocuous stimulus), hype-
ralgesia (extreme reaction to an usually painful sti-
mulus), increased pain persistence and enlarged
referred painful areas.

Patients with FMS have an abnormal pain expe-
rience due to an altered pain processing**. Several
‘peripheral’ (e.g. skin, microvessels, and muscle)
abnormalities were described in FMS. None of the-
se changes are specific of FMS, although most of
them can be responsible for, or related to repetiti-
ve nociceptive inputs, which can trigger a pheno-
menon called neuroplasticity, and may also be in-
volved in the maintenance of these central nervous
system changes’. So, apart from these non-specific
structural and functional peripheral abnormalities,
some undetected peripheral sensitization disor-
ders, or aberrant peripheral nervous transmission
may be considered on FMS mechanisms*. Based
on many very well developed FMS studies, there is
now sufficient evidence to consider a neuropa-
thophysiological basis for the abnormal pain pro-
cessing leading to its increased perception®.

There are alarge number of factors conditioning
the onset and maintenance of FMS. Among these,
genetic circumstances and environmental aspects
are crucial for the development of this condition.
Increasing evidence suggests a genetic predisposi-
tion in FMS. First degree relatives of patients with
FMS have an 8-fold increased risk of developing
this disorder compared to patients with rheuma-
toid arthritis®. The most probable way of transmis-
sion is polygenic’. Among the candidate genes se-
veral studies confirm that those related to seroto-
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nin play a more relevant role in FMS (e.g. seroto-
nin transporter, 5-hydroxytryptamine 2A recep-
tor). According to other data, FMS may be related
to catecholamine (e.g. catecholamine-o-methyl-
transferase), and dopamine (e.g. dopamine D4 re-
ceptor) polymorphism genes®®. All these monoa-
mines play an important role in both stress res-
ponse and sensory pathway systems.

In one or multiple life moments some environ-
mental stressors may interact with genetically de-
termined factors. In individuals at risk, FMS may
be precipitated by an external insult (e.g. trauma,
infections, and diseases), an emotional stressor or
psychosocial events. These precipitating factors
may be acute or chronic. After FMS onset its ma-
nifestations can be maintained through perpetua-
ting factors related to lifestyle, professional activity,
physical conditioning, hypervigilance, mood di-
sorders, catastrophizing or coping behaviours'.

Central Pain Mechanisms

The sequence of events causing FMS is not clear,
but it certainly implicates biochemical and meta-
bolic abnormalities. Some of the changes seen in
the CNS (e.g. lowlevels of serotonin, significant in-
crease of nerve growth factor and elevated con-
centrations of substance P) strongly suggest that
FMS is not a subjective pain condition, contrarily
indicating the presence of an abnormal central
processing of nociceptive pain. In fact, FMS pa-
tients have several central sensitization characte-
ristics'.

Some authors describe FMS in terms of a sen-
sory intensity control disorder as many patients
show a low threshold, not only to pain but also to
other sensitive stimuli, such as noise, odours, fla-
vours and light'2.

Repetitive noxious stimulation may result either
in habituation, with reduced painful responses, or
sensitization, with increased algic response. The-
refore, the prolonged and/or intense activity of the
dorsal horn neurons caused by repetitive or sustai-
ned noxious stimulation may result in increased
neuronal response or central sensitization'. This
means that CNS may learn, and therefore may also
change. Thus, chronic pain characteristics change
over time. Oppositely, pain is able to change CNS
‘response’, which results in a phenomenon called
neuroplasticity!'!. This neuroplasticity and subse-
quent CNS sensitization includes changes in terms

of function of its various systems (e.g. chemical,
electrophysiological), which causes allodynia and
hyperalgesia!'. Central sensitization is a pa-
thophysiologic mechanism that is common to and
unifies the concept for FMS and other related, si-
milar and overlapping syndromes (e.g. chronic he-
adaches, irritable bowel syndrome, temporoman-
dibular disorder, restless legs syndrome, multiple
chemical sensitivity, interstitial cystitis, primary
dysmenorrhoea, “functional” chronic pelvic pain,
depression) without demonstrable structural pa-
thology.

What defines central sensitization is the increa-
sed response to stimulation, which is mediated by
CNS signalling amplification. In order to occur, it
must recruit a mechanism that signals a noxious
response, even if aggression was not harmful'. This
nervous system dysfunction can amplify normal
peripheral pain and this phenomenon may invol-
ve the spinal cord and the thalamus'. Central sen-
sitization involves spontaneous nerve activity, ex-
panded receptive fields — with larger topographic
distribution of pain —and augmented stimulus res-
ponse, such as abnormal temporal summation or
‘wind-up’'*'”. ‘Wind-up’ is a central spinal cord me-
chanism in which repetitive noxious stimulation
results in a slow temporal summation that is sen-
sed in humans as increased pain'. Spinal cord am-
plification mechanism of pain is related to tempo-
ral summation of ‘second pain’ or ‘wind-up’. This
‘second pain’ is more sustained and mainly related
to chronic pain, although it may occur in all indi-
viduals it is more intense in patients with FMS™.

During stimuli transmission, as ‘second pain’,
by C fibers, N-methyl-D-aspartate (NMDA) recep-
tors of the second neurons are activated'®. NMDA
amplifies calcium influx into dorsal horn neurons,
which leads to nitric oxide synthetase activation.
Nitric oxide synthesis induces the release of subs-
tance P and other neuropeptides of pre-synaptic
neurons, which facilitate hyperalgesia and central
sensitization maintenance®?. Substance P redu-
ces synaptic excitability threshold and expands no-
ciceptive fields and neuronal activation by non-
nociceptive afferent impulses?.

Dysregulation of descending inhibitory pain
pathways may also be related to algic sensitiza-
tion. In healthy individuals brain signals downre-
gulate spinal cord responses to painful stimuli®.
This modulatory response is also known as diffu-
se noxious inhibitory controls (DNIC)#. In pati-
ents with FMS, pain modulation after application
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of noxious stimulation is absent, and pain facilita-
ting descending pathways may be very relevant®.

Glial cells are known to play an important role
in pain signalling modulation?. Glial cells are ac-
tivated by painful stimuli and pain signalling neu-
rotransmitters. These cells express receptors, not
only for neurotransmitters but also for viruses and
bacteria, and when activated by painful stimulus,
release a group of neuroactive substances like
prostaglandins, leukotrienes, nerve growth factors,
nitric oxide and excitatory amino acids. Astrocytes
and glial cells also release pro-inflammatory
cytokines (e.g. TNF-alpha, interleukin-1 and -6).
All these phenomena can increase signalling and
perception of pain and may cause expansion of
pain fields?".

Neurohormonal disturbance in FMS involves
above all dysfunction of the hypothalamic-pitui-
tary-adrenal axis. This axis plays a central role in
physiologic response to stress®. FMS patients have
low 24-hour serum cortisol levels and an abnormal
circadian pattern of cortisol concentration. They
also show blunted serum cortisol response to en-
dogenous CRH, which suggests an abnormal res-
ponse to stress and also an inadequate reaction to
several stressful events®-*.

Growth hormone levels are reduced during
sleep, probably due to the disruption of stage IV
sleep, well documented in the majority of FMS pa-
tients*. Sex hormone secretion is apparently nor-
mal®.

Also, changes in neurotransmitters are certainly
involved in FMS pain aberrant processing. Seroto-
nin is derived from tryptophan, is widely distribu-
ted and has inhibitory effects on several pain path-
ways. Measurements of serum and CNS serotonin
levels have not shown consistent results®**.

Although investigations on the role of dopami-
ne in FMS mechanism have been neglected there
is an increased body of evidence of a dopamine-
related pathology in FMS patients®.

Evidence of Central Sensitization in FMS

Studies in FMS patients versus healthy controls
clearly showed exaggerated pain responses after
sensory (e.g. thermal) stimulation of healthy tis-
sues®. Intramuscular electrical stimulation (used
to assess the efficacy of temporal summation) cau-
sed more severe pain and larger referred areas in
FMS patients compared to controls®.

Also, compared to controls, FMS patients
showed more intense and long-lasting pain sensa-
tion after painful experience'”. This prolonged and
amplified decay supports the presence of central
sensitization®.

In FMS patients, pain inhibitory systems are not
normally recruited, which did not occur in healthy
controls and patients with chronic low back
pain®#. Also, compared to controls, FMS patients
presented a lack of activation of endogenous inhi-
bitory systems*2.

All these investigations suggest that FMS is a di-
sorder of pain sensitivity modulation. These re-
sults are based on patients’ reports of pain, and are
consequently of subjective nature. Therefore, we
must consider whether hypersensitivity is the re-
sult of central mechanisms or the cause of hyper-
vigilance. Nevertheless, we have now objective
data on the existence of central sensitization in
FMS.

R. Gracely et al used functional magnetic reso-
nance imaging (fMRI) to evaluate the pattern of
cerebral activation during application of painful
pressure, and to determine whether this pattern
was augmented in patients with FMS compared to
controls. They found that comparable subjectively
painful conditions resulted in activation patterns
that were similar in patients and controls, and si-
milar pressures resulted in different regions of acti-
vation and greater effects in patients. To these au-
thors, these results support the claim that FMS is
characterized by cortical or subcortical augmenta-
tion of pain processing*. Two groups of investiga-
tors, JA Desmeules et al (2003) and B Banic et al
(2004) used spinal nociceptive flexion reflex, a spe-
cific physiologic correlation for the objective eva-
luation of central nociceptive pathways. Electrical
stimulation that was used bypass peripheral re-
ceptors. These studies, although indirectly, strong-
ly pointed to the existence of a state of central
hyperexcitability of the nociceptive system in FMS
patients**. In December 2008, J Lutz et al pu-
blished in Arthritis and Rheumatism a very interes-
ting study using a combination of two different
magnetic resonance (MR) techniques — MR diffu-
sion-tensor imaging (MR-DTI) and MR of voxel-
based morphometry (MR-VBM) —to determine mi-
crostructure and volume changes in the central
neuronal networks involved in the sensory-discri-
minative and affective-motivational characteris-
tics of pain, anxiety, memory and regulation of
stress response in FMS female patients and healthy
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female controls. Both methods demonstrated a
striking pattern of changes in brain morphology
among patients with FMS. Thalami and thalamo-
cortical tracts and insular regions showed signifi-
cant decreases in fractional anisotropy. In contrast,
post-central gyri, amygdalae, hippocampi, supe-
rior frontal gyri and anterior cingulated gyri pre-
sented increases in fractional anisotropy and de-
creases in gray matter volume. MR-DTI seems to
be more sensitive than MR-VBM regarding visua-
lization of brain microstructural changes in these
patients’e.

Other Pathophysiologic Factors

Abnormal function of the autonomic nervous sys-
tem is also suggested in FMS in view of the fol-
lowing findings: 1) orthostatic hypotension and in-
creased pain in response to tilt table testing; 2) in-
creased rest supine heart rate and decreased heart
rate variability reported in both female and male
patients; 3) decreased responsiveness to beta-
adrenergic stimulation in FMS patients (demons-
trated in vitro), and, 4) changes in cardiovascular
regulation that are probably pathologically rele-
vant in FMS and significantly affected by decondi-
tioning*"-.

Quantitative and qualitative sleep disturbances
are very common in FMS patients. Phase-IV sleep
deprivation led to FMS symptoms in healthy con-
trols. All the more prevalent findings on polysom-
nography (e.g. alpha intrusion, fewer sleep spin-
dles, poor sleep efficiency, increase in cycle alter-
nating pattern rate) are also found in normal indi-
viduals and in patients with other disorders. Sleep
abnormalities do not correlate to FMS complaints,
and treatment of sleep problems rarely leads to the
improvement of FMS symptoms®*.

Psychopathology plays a crucial role in some
but not all patients with FMS. In general, FMS pa-
tients and close family have a larger prevalence of
psychiatric comorbid conditions than controls
with other rheumatic diseases. Nevertheless, most
patients with FMS are not clinically depressed, and
depression is therefore an independent over-
lapping condition®. Only about one third of FMS
patients are clinically depressed at each consulta-
tion and two thirds in all long lasting FMS duration.
Convincing binding factors to link FMS and de-
pression are lacking, but depression is significantly
more common in FMS patients than in patients

with other musculoskeletal disorders®.

Much has been said and written on the connec-
tion between depression and FMS*. Pain and de-
pression share common pathways and neurotrans-
mitters. This is a possible explanation for their re-
ciprocal relationship. In practice, the presence of
depression aggravates pain and vice versa®.

Cross-sectional studies in FMS patients have
shown increased rates of anxiety and somatiza-
tion, although it was not possible to determine
whether the psychiatric comorbid condition ‘cau-
sed’ FMS in these patients or, on the contrary, the
painful condition resulted in emotional distress®.

Conclusions

Although chronic pain in FMS is perceived in soft
musculoskeletal tissues, any of the abnormalities
described in peripheral structures are specific or
exclusive of this condition. Additionally, there is
an increasing body of evidence suggesting the exis-
tence of an abnormal central pain processing in
FMS. Some of these central dysfunctions could
even be demonstrated in FMS — hyperexcitability
of spinal cord, reduced perfusion of pain-related
brain areas, changes in brain morphology, and high
levels of substance P in CSE

Several mechanisms may be involved — neuro-
transmitter abnormalities, neurohormonal dys-
function, central sensitization, dysregulation of
descending inhibitory pain pathways —in FMS pa-
thophysiology. All these mechanisms are probably
more concurrent than competitive or exclusive on
pain amplification. Genetic and environmental
factors are ultimate contributors, which predispo-
se individuals to FMS.

Several stressor events are triggering factors to
the onset of FMS clinical manifestations®. Other
conditions like mood and anxiety disorders may
modulate pain processing in FMS patients. Finally,
FMS symptoms can lead to maladaptive beha-
viours and decreased function, which may further
worsen patients’ symptoms.

Much of this knowledge on FMS pathology is
questionable and needs further research with bet-
ter controlled studies to be validated and transfor-
med in solid science. The incomplete understan-
ding of FMS pathophysiology conditions its actual
treatment. FMS symptoms must be pharmacolo-
gically managed, and non-pharmacologic thera-
pies should be used to control dysfunction®.
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Resumo

Afuncdo sexual estd intimamente associada a uma
qualidade de vida satisfatéria. A atividade sexual
tem impacto na satisfacdo sexual do paciente, em
diversos aspectos da vida pessoal e em suas rela-
¢oes. Doencas auto-imunes sistémicas afetam di-
versos 6rgaos e sistemas, podendo determinar dis-
funcao sexual em pacientes, particularmente com:
artrite reumatdide, espondiloartropatias, ltipus eri-
tematoso sistémico, esclerose sistémica, sindrome
de Sjogren, vasculites e miopatias inflamatdrias
idiopaticas. Os artigos que descrevem funcao sexu-
al nas doencgas reumdticas, principalmente com
populacgoes expressivas, sdo escassos. Disfuncdo
sexual em mulheres e homens com doencas reu-
maticas é multifatorial devido a doenca cronica,
atividade da doenca e drogas. Uma abordagem
multidisciplinar é essencial para oferecer medidas
preventivas para estes pacientes. Os autores fize-
ram uma revisao da literatura baseados nos dados
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do Medline, Lilacs e Pubmed e utilizando as pala-
vras chave: funcdo sexual, sexualidade, satde re-
produtiva e doencgas reumaticas.

Palavras-chave: Funcio sexual; Disfuncao Sexual;

Doencgas Reumadticas; Doencas Auto-imunes; Sau-
de Reprodutiva.

Abstract

Sexual function is closely related to satisfactory
quality of life. The sexual activity has an impact in
the sexual satisfaction of patient, several aspects of
personal life and in their relationships. Systemic
autoimmune diseases affect various organs and
systems and they can determine sexual dysfuncti-
on in patients, particularly with: rheumatoid arthri-
tis, spondyloarthropathies, systemic lupus erythe-
matosus, systemic sclerosis, Sjogren syndrome,
vasculitis and idiopathic inflammatory myopathi-
es. Manuscripts describing sexual function in the-
se diseases, mainly with large population, are scar-
ce. Sexual dysfunction in females and males with
rheumatic diseases is multifactorial due to chronic
disease aspects, disease activity and drugs. A mul-
tidisciplinary approach is essential in order to of-
fer preventive measures for these patients. The au-
thors did a literature review based on Medline, Li-
lacs and Pubmed data using the keywords: sexual
function, sexuality, reproductive health and rheu-
matic diseases.

Keywords: Sexual Function; Sexual Dysfunction;
Sexuality; Rheumatic Diseases; Reproductive Health.

Introducao

Afuncdo sexual (FS) é um importante componente
da qualidade de vida, sendo muito mais ampla do
que o intercurso sexual propriamente dito. Na ver-
dade, envolve mecanismos endocrinolégicos, vas-
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culares, neurolégicos e muisculo-esqueléticos,
além de ser influenciada por vérios fatores psiqui-
co-sociais como aspectos familiares, religiosos,
parceiro sexual e fatores individuais como auto-es-
tima e imagem corporal'?.

Por sua vez, a disfuncao sexual (DS) é definida
como a incapacidade de participar do ato sexual
com satisfacdo e compromete desejo e/ou excita-
¢do e/ou orgasmo®*. Os principais fatores de risco
para DS que explicam sua alta prevaléncia nas di-
ferentes fases da vida sdo os de origem organica,
psiquico-sociais e scio-demogréficos*®, com des-
taque para aidade, renda familiar e educacdo®®. Es-
tudos epidemiolégicos demonstram ainda clara
relacdo entre DS e deficiéncias hormonais, hiper-
tensdo arterial, diabetes, cardiopatias, neuropati-
as, alcoolismo, tabagismo e uso de drogas ilicitas,
bem como uso de alguns medicamentos*®.

A prevaléncia da DS em homens é realmente
alta quando da avaliacdo de disfuncio erétil (DE),
ejaculacao precoce, disttirbios do orgasmo, dese-
jo sexual reduzido e desordens dolorosas sexuais®®.
O mesmo é observado nas mulheres quando da
avaliacdo de diminuicdo da libido, disttirbios do
orgasmo, falta de lubrificacédo vaginal e dor duran-
te o intercurso sexual como causas para DS*.

A DS n3o compromete apenas a satisfacao se-
xual, mas também a satisfacdo de vida global, de-
terminando uma menor qualidade de vida, baixa
auto-estima, depressao, ansiedade e prejuizos na
relacdo interpessoal e dos parceiros*®’. De fato, evi-
déncias sugerem que a relacdo causal entre DS e
baixa qualidade de vida, baixa auto-estima, de-
pressao, ansiedade e problemas de relacionamen-
to interpessoal sdo complexos e podem ser reci-
procos’.

Uma doenca cronica, e mesmo a sua terapéuti-
ca, podem exercer um grande impacto na FS, in-
terferindo ndo s6 em seu aspecto organico, mas
também no psicolégico. Individuos com doencas
cronicas podem perder o interesse sexual ou tor-
narem-se sexualmente inativos devido a um con-
ceito equivocado sobre sua capacidade em parti-
cipar do ato sexual por baixa auto-estima e preo-
cupacgdes quanto a imagem corporal®.

A depressdo sabidamente associa-se a diminui-
¢do dalibido e da habilidade em iniciar o intercur-
so sexual, DE e disfuncio ejaculatoria, dispareunia,
auséncia de orgasmo, perda do prazer ou aversao
ao intercurso sexual, levando a deterioracdo na
qualidade do relacionamento sexual desses pa-
cientes!**¢7. Estes tornam-se ansiosos sobre sua

habilidade de satisfazer o parceiro e, por vezes,
com medo antecipatorio de falhar, acabam evitan-
do o intercurso®. Além da depressdo, fadiga, estres-
se e ansiedade freqiientemente acompanham
doencas crénicas, podendo contribuir sobrema-
neira na génese da DS'*.

Apesar do impacto das doencas crénicas na FS,
pouco tem se estudado do ponto de vista reuma-
tolégico, ainda que as doencas reumaticas sejam
bastante prevalentes em pacientes jovens ou de
meia-idade, periodo em que hd maior atividade
sexual.

As principais causas da DS nos pacientes com
doencas reumaticas incluem dor, fadiga, rigidez,
ressecamento de mucosas, incapacidade funcio-
nal, depressao, ansiedade, imagem corporal nega-
tiva, auto-estima reduzida, diminuicao da libido,
alteracdes hormonais, e tratamento medicamen-
toso com seus diversos eventos adversos!®°.

A atividade inflamatéria da doenca é responsa-
vel por alteracdes fisicas tais como artrite, anemia
da doenca cronica, vasculite de 6rgados genitais ou
envolvimento cardiaco e pulmonar que podem le-
var a DS. Além das alteracoes agudas provocadas
diretamente pela condicdo reumdtica, as respecti-
vas seqlielas também podem provocar danos cro-
nicos com repercussdo sobre o intercurso sexual.

A terapéutica per si também determina altera-
¢des no funcionamento sexual. Os glicocorticéides
podem ser responsaveis diretos pela diminui¢do
da libido, decorrente de alteragcdes hormonais,
além de grandes mudancas fisicas como hirsutis-
mo, distribui¢cdo anémala da gordura corporal e
aumento de peso, que conduzem a alteracées da
imagem corporal e baixa auto-estima. Alteracoes
dalibido e da ejaculacio ja foram relacionadas ao
uso de alguns antiinflamatérios nao-hormonais e
ao metotrexate'®. Outro ponto a ser considerado é
a alta prevaléncia de comorbidades como depres-
sdo, doencas cardiovasculares, tireoidianas e re-
nais em pacientes reumatolégicos, que comprova-
damente levam a DS!.

O reumatologista ainda possui pouco conheci-
mento quanto a avaliacdo da satde sexual'. De
fato, somente 33% dos pacientes no Reino Unido
foram questionados por profissional de satide so-
bre as alteracoes sexuais provocadas pela artrite
reumatoide (AR)!'. Recentemente a DS nos pacien-
tes reumatoldgicos vem ganhando destaque fren-
te a importancia da atividade sexual na qualidade
devida destes, 0 que nos levou a rever este aspecto.

Os autores fizeram uma revisao da literatura ba-
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seados nos dados do Medline, Lilacs e Pubmed e
utilizando as palavras chave: funcao sexual, sexua-
lidade, satide reprodutiva e doencas reumaticas. As
principais doencas que serdo abordadas no pre-
sente artigo de revisdo sdo: AR, espondiloartropa-
tias (EAs), lapus eritematoso sistémico (LES), es-
clerose sistémica (EE), sindrome de Sjogren (SS),
vasculites e miopatias inflamatérias idiopéaticas
(MII).

Artrite Reumatdide

A AR é uma doengca inflamatdria cronica sistémi-
ca que determina graus varidveis de incapacitagao
funcional articular, exercendo assim um profundo
impacto nos aspectos da vida social, econémica,
psicoldgica e sexual dos pacientes®'®!2,

Alguns autores abordaram a influéncia da AR
sobre a vida sexual dos pacientes e identificaram
DS entre 31% a 76% dos pacientes'*'¢. Comprova-
damente levam a dificuldades no relacionamento
com o parceiro e estao relacionados principalmen-
te a dois dominios: dificuldade no desempenho do
intercurso sexual (limitacdo, incapacidade e falta
de preparo para o ato) e diminuicao do drivesexual
(diminuicdo do desejo e da satisfacao)'2

A dor articular pode limitar determinadas posi-
¢oes sexuais, principalmente quando ha compro-
metimento de joelhos e coxo-femurais o que res-
tringe os movimentos®*!1+1718. A diminuicdo do
desejo ocorre em 50% a 60% dos pacientes com AR,
sendo causada tanto pela indisposicao em parti-
cipar do intercurso sexual por fadiga e/ou depres-
sao®*1617 quanto pela aversdo a interacdo sexual
pelo medo antecipatério de sentir dor'®. Ambas de-
terminam uma reducao na freqiiéncia sexual em
mais de 70% dos pacientes®'*!”. Sabe-se que quan-
to maior o nivel da dor, depressao e incapacidade
fisica, maiores os seus efeitos sobre a atividade se-
xual, independentemente do género'.

Diminuicdo do desejo e menor freqiiéncia se-
xual decorrente do declinio na energia fisica e da
dor articular foram observadas em mulheres ap6s
o inicio da doenca®, das quais cerca de 60% referi-
ram que nem elas nem seus parceiros estavam sa-
tisfeitos com o relacionamento sexual. A falta de lu-
brificacdo vaginal decorrente da sindrome sicca
secunddria também pode ser causa, uma vez que
determina dispareunia, diminuindo desejo e pra-

zer 8,10,11,14,17.

Ainda existem dividas quanto a associagdo en-

tre status androgénico e FS, uma vez que o hipo-
gonadismo ou a disfuncéo testicular ndo prejudi-
cam necessariamente a atividade sexual. Estudos
em AR ainda sdo contraditérios quanto a diminui-
¢do dos niveis de testosterona'®, dehidroepian-
drostenediona (DHEA) e DHEA-S (metabdlito sul-
fatado da dehidroepiandrostenediona)!*?’. AR
como causa de hipogonadismo ou disfuncao tes-
ticular com DE e diminuicao da libido foi identifi-
cada em dois estudos!'>*. Porém outro estudo com
mulheres com AR nao assinalou diferencas signi-
ficativas nos niveis de estrégeno e progesterona
entre as pacientes com AR e os controles?'.

Como outras doencas crénicas, a AR pode tam-
bém estar implicada em alteracdes na dinamica
dorelacionamento entre os parceiros, algumas ve-
zes alterando o statusde marido e mulher para pa-
ciente e cuidador®!t1¢¢ Hill et al'! avaliaram os
efeitos da AR sobre relacionamento, atividade se-
xual e causas dessas dificuldades. Eles demonstra-
ram que 35% dos pacientes acreditam que a doen-
c¢a interfere na relacdo com o parceiro devido a
problemas como diminuic¢ao das atividades diarias
e sociais, alteracoes emocionais e alteragdes finan-
ceiras. Alguns trabalhos estudaram as varidveis
psicolégicas, evidenciando que essas sdo mais im-
portantes para a satisfacdo na AR do que as varia-
veis objetivas de doenca'>?2. A depressao foi rela-
cionada a perda do desejo e da satisfacao se-
Xuaislo'12'14'16’22.

Apesar de estudos sugerirem impacto negativo
da AR sobre a atividade sexual, esses resultados
ndo sao sustentados em trabalhos controlados!**¢
e podem ser decorrentes da alta porcentagem de
problemas sexuais na populacdo geral*. Por outro
lado, reforcam a necessidade de maior conheci-
mento sobre as alteracdes sexuais e problemas es-
pecificos relacionados a doenca.

Espondiloartropatias

Estudos avaliando problemas sexuais em pacien-
tes com EAs ainda sdo escassos. A limitacao na mo-
bilidade das articulacdes intervertebrais da coluna
lombar é apontada como importante causa frente
a inabilidade fisica durante o intercurso e certa-
mente contribui para a insatisfacdo sexual®%.
Desconforto sexual significativo foi identificado
em 7% e moderado em 27% dos pacientes com
EAs?*. Homens com EAs apresentam fungoes eré-
til e orgdsmica significativamente diminuidas em
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relacdo aos controles sauddveis**. Embora nao
apresentem alteracdo do desejo sexual, a satisfa-
¢do com o intercurso e a satisfacdo geral também
sdo menores, sendo a rigidez matinal maior que 4
horas, tinica condi¢do encontrada que se relacio-
nou diretamente com a DE*. Uma comparacao de
homens com EAs e controles sadios também mos-
trou diferenca significativa em rela¢ao ao drivese-
xual, erecdo, problemas de afirmacdo e satisfacdo
geral, e identificou que dor, rigidez matinal, fadi-
ga e limitacao funcional estavam associadas com
disfuncao sexual, depressdo e ansiedade®. Por ou-
tro lado, outros estudos ndao mostraram diferenca
entre pacientes com EAs e controles saudaveis ao
considerarem o impacto das espondiloartropatias
sobre o funcionamento sexual'®*.

Alguns trabalhos evidenciaram que pacientes
com EAs apresentam hipogonadismo associado a
DE e diminuic¢do dalibido, com reducdo nos niveis
de androgénio, quando comparados com os con-
troles'>?”. Porém, essas alteracées dos hormonios
sexuais ndo foram confirmadas por outros pesqui-
sadores??.

Mais de 50% dos homens com EAs referem

impacto negativo da doenca sobre suas vidas se-

xuais, com maior limitacdo funcional decorrente
de problemas fisicos, referentes principalmente a
vitalidade, energia, fadiga, saiide mental e satide
em geral®. Problemas no relacionamento familiar,
determinados por alteragées no intercurso sexual,
na satisfacdo e no desejo sexual também foram
identificados em mais de 50% dos pacientes com
EAs®.

Nao existe estudo conduzido especificamente
para pacientes com artrite psoriésica (APs). Porém,
é importante ressaltar que na APs, nao s6 o com-
ponente articular da doencga, mas o envolvimento
cutaneo exerce impacto negativo no bem-estar fi-
sico, emocional e social do individuo, devido a me-
nor auto-estima e imagem corporal negativa, além
do estigma social decorrente dessas leses®'. De
fato, uma andlise de quase 18 mil pacientes pso-
ridsicos revelou que 31% apresentavam compro-
metimento articular®. Impacto negativo na vida
sexual ocorreu em 27% na faixa etdria entre 18 e 54
anos e em 13% naqueles com idades superiores a
55 anos*®.

Nas espondiloartropatias relacionadas a
doenca inflamatéria intestinal (DII), estudos so-
bre DS mostraram que dispareunia é freqiiente® e
que a depressdo é o principal fator determinante
de DS*.

Lipus Eritematoso Sistémico

O LES é uma doenca multissistémica auto-imune
que pode determinar DS de diversas formas. A fa-
diga que ocorre no LES é um dos principais deter-
minantes para diminuicado do drive sexual e € sa-
bido que este sintoma ocorre principalmente na
doenca ativa, mas também naqueles com doenca
bem controlada, podendo ser exacerbada na pre-
senca de anemia®. Depressdo e ansiedade, que fa-
zem parte do espectro do lipus neuropsiquidtri-
co, exercem impacto negativo na sexualidade, na
auto-estima e na qualidade do relacionamento in-
terpessoal.

Existem relatos de que a franca atividade infla-
matéria da doenca pode causar hipogonadismo
em homens com LES**". Porém, nem o hipogona-
dismo nem a disfuncdo testicular necessariamen-
te reduzem a atividade sexual®. Por outro lado, pa-
cientes lipicas apresentam maior incidéncia de
alteracoes ginecoldgicas, tais como irregularidade
menstrual, endometriose e infeccdo vaginal, que
podem interferir diretamente no funcionamento
sexual®.

Um dos primeiros estudos que investigou a in-
terferéncia do LES no desempenho sexual foi o de
Innan et al.*” Eles identificaram distdarbios sexuais
em 19% dos homens com LES. Posteriormente, es-
tudo com 120 pacientes com LES (114 mulheres)
demonstrou alta prevaléncia de problemas na FS,
na fase aguda da doenga, em pacientes antes se-
xualmente ativos®. Nessa avaliacao, detectaram-se
problemas leves na FS em 10% e graves em 4%, e
que 20% tinham problemas com a auto-imagem?®.

Mulheres com LES apresentam maior taxa de
abstinéncia sexual quando comparadas a contro-
les (26% versus 4%, respectivamente), menor fre-
qliéncia de atividade sexual (incluindo menor fre-
qliéncia de masturbacao e caricias genitais), dimi-
nuicao na lubrificacdo vaginal, e ajuste sexual ge-
ral mais pobre, além de apresentarem mais
depressao®. Aumento no desconforto ou dor vagi-
nal durante o intercurso e dificuldade na penetra-
¢ao devido a menor elasticidade vaginal também
foram identificados, porém drive sexual, motiva-
¢ao, excitacdo subjetiva, obtencdo do orgasmo e
satisfacdo foram similares aos controles®.

Recentemente, dois de nossos estudos em FS
de pacientes com LES merecem destaque3*.
Numa avaliacdo de 35 homens brasileiros com LES
e 35 controles pareados por idade e estadiamento
puberal, DS foi evidenciada em 20% dos pacientes
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versusnenhum dos controles. Além de maiores fre-
qiiéncias de DE, ejaculacdo precoce, anorgasmia
e insatisfacdo sexual foram reportadas nos pacien-
tes em relacdo aos controles®. O outro estudo ava-
liou 52 adolescentes do sexo feminino com LES ju-
venil e 52 mulheres adolescentes saudéveis parea-
das por idade e estadiamento puberal. A freqiién-
cia de atividade sexual foi significativamente
menor nas pacientes com LES juvenil versus con-
troles. Em contraste, as percentagens de disfun-
¢do sexual, lubrificacdo vaginal reduzida, desem-
penho diminuido, orgasmo reduzido e insatisfacdo
com a vida sexual foram significativamente maio-
res nas pacientes com LES juvenil comparadas
com o grupo controle®.

Esclerose Sistémica

A ES é certamente, entre as doencas reumatolégi-
cas, aque promove maiores alteragoes daimagem
corporal, devido ao comprometimento cutaneo
freqiientemente grave. Ambas as formas, limitada
e difusa, determinam quadros pulmonares que le-
vam a fadiga e a dispnéia, com diminuic¢ao do dri-
ve sexual'™,

O comprometimento dos 6rgdos genitais com
fibrose vaginal e conseqiiente diminuicdo da elas-
ticidade, além do ressecamento, podem dificultar
apenetracdo ou provocar dor. Maior incidéncia de
dispareunia foi encontrada nas pacientes com ES,
estando associada ao aumento do ressecamento
vaginal e presenca de ulceracdes e fissuras!'”*.
Além disso, o espessamento cutdneo pode levar a
contraturas articulares, podendo comprometer
também os quadris e dificultar assumir determi-
nadas posi¢des?'. Outros sintomas como artralgi-
as/artrites e fraqueza muscular decorrente da atro-
fia também podem impactar negativamente a FS".

O dano vascular precoce envolvendo pequenos
vasos na ES pode afetar todas as fases do funcio-
namento sexual que dependem da integridade dos
mecanismos vasogénicos*, desde alteraces na ex-
citacdo, DE até alteracdes da resposta orgdsmica.

De fato, a DE é extremamente freqiiente, porém
sempre foi subestimada sendo sua primeira des-
cricdo na ES feita por Lally e Jimenez*. Estudos
apontam uma prevaléncia de DE variando entre
12% e 80% dos homens com ES*#. Embora sua
patogénese ndo seja totalmente conhecida, esta
parece ser decorrente muito mais de fatores orga-
nicos do que de fatores puramente psicogénicos,

sendo determinada por fluxo sanguineo prejudi-
cado frente a vasculopatia e alteracées fibroticas
do corpo cavernoso, com diminuicdo da pressdao
sangiiinea peniana®*. Estudos mostraram que na
ES néo existe relacao entre DE e niveis de testos-
terona ou de gonadotrofinas*“°, mas relacionam-
-se com maior incidéncia de fen6meno de Ray-
naud*, corroborando a etiologia vasculogénica.

Diminuic¢ao do desejo sexual foi identificada em
estudo de ES, além de diminuicdo no ntimero de
intercursos sexuais e diminui¢cdo no nimero e na
intensidade dos orgasmos dos pacientes'’. A par-
ticipacdo da doenca ficou bem evidente ao se cons-
tatar diminuicdo do nimero de intercursos sexu-
ais mensais e do indice de satisfacdo sexual quan-
do comparados ao ano anterior ao inicio da
doenca'.

Sindrome de Sjdgren

A principal caracteristica da SS é o comprometi-
mento glandular, devido a presenca de processo
inflamatério linfocitico®”. A SS primaria (SSp) afe-
ta principalmente mulheres, com picos de inci-
déncia entre 0s 20 e 30 anos e um segundo por vol-
ta dos 50 anos, durante a menopausa*’. Dessa for-
ma, afeta o desempenho sexual tanto de mulheres
jovens quanto de mulheres no climatério/meno-
pausa com piora dos sintomas de ressecamento
vaginal.

A diminuicdo da producdo do muco cervical
leva ao ressecamento vaginal, determinando vagi-
nite atréfica, que por si s6 causa dispareunia e pru-
rido. A dispareunia é identificada em 40 a 60% das
pacientes com SSp, porém a freqiiéncia do inter-
curso sexual nao estd necessariamente diminui-
da***. De fato, apesar da maior prevaléncia de dis-
pareunia nas pacientes com SSp (40%) do que em
controles (3%), nao foi encontrada diferenca na
atividade sexual entre os grupos*. Esse estudo
mostrou ainda que cerca de metade das pacientes
com este sintoma apresentavam etiologia 6bvia
paraaqueixa, tal como trauma e inflamacéao, e ndo
foirelacionada primariamente a manifestacgoes cli-
nicas ou sorolégicas da SSp*. Soma-se a estes da-
dos o fato de que pacientes com SSp também apre-
sentam maior incidéncia de endometriose, que sa-
bidamente esta relacionada a dispareunia e dis-
tirbios da FS, interferindo negativamente no
relacionamento interpessoal da paciente®.

Alguns estudos em animais sugerem a hipétese
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de influéncia dos andrégenos na SSp, pois foi iden-
tificada diminuicao desses hormonios em mulhe-
res com a doencga®*2. O DHEA-S é menor na SSp em
relacdo a controles e existe uma correlagdo positi-
va entre seus niveis séricos e alteracdes do bem-es-
tar geral, mas negativa nos escores de excitagao,
desejo e satisfacao®. Baixos niveis de DHEA-S sdo
relacionados a diminuicdo na qualidade da vida se-
xual dessas pacientes*. Porém, ainda existem con-
trovérsias sobre o impacto dos niveis hormonais
nas manifestacoes da doenca ja que em estudos
como o de Hartkamp et al. ndo houve melhora da
fadiga, bem-estar mental e humor deprimido em
mulheres com SSp que receberam DHEA quando
comparadas aos controles®.

Vasculites

As vasculites englobam um grupo bastante hete-
rogéneo de doencas que apresentam como carac-
teristica comum a inflamacao da parede dos vasos.

A doenca de Behcget (DB) é uma vasculite mul-
tissistémica caracterizada principalmente por ul-
ceracoes recorrentes de mucosas®. As ulceracoes
orais e genitais podem ser extensas e muito dolo-
rosas, afetando mais freqiientemente lingua, 1a-
bios, gengivas e mucosa oral*. As lesdes genitais no
homem ocorrem mais freqiientemente no escro-
to, afetando raramente o pénis, e na mulher prin-
cipalmente na vulva, vagina e colo uterino®. Ulce-
racoes genitais podem provocar dispareunia na
mulher e dor escrotal nos homens. Outro aspecto
importante, além da dor, é que a presenca destas
ulceracoes pode ser interpretada pelo parceiro
como sinal de doenca venérea, prejudicando o re-
lacionamento interpessoal e a auto-imagem. Estu-
do com homens com envolvimento neurolégico
pela DB identificou prevaléncia de DE, de vérias
etiologias, em 63% dos pacientes®. Presenca de DS
em mulheres com DB mostrou escores significati-
vamente piores em todos os dominios avaliados
(desejo, excitacdo, lubrificacdo, orgasmo, satisfa-
¢do e dor) versus controles®. Entretanto, foi iden-
tificada somente uma relagao entre disfuncao se-
xual e humor depressivo, sem relacdo com a pre-
senca de ulceragdes genitais®.

Apoliarterite nodosa freqiientemente envolve o
trato genital, tanto masculino quanto feminino®.
Além de causar dor testicular, pode mais raramen-
te comprometer pénis®, colo uterino e ovarios®, si-
tuagdes que levam a dispareunia. Além do envol-

vimento sistémico e da disfunc¢ao causada pela ati-
vidade da doenca, o processo vasculitico pode afe-
tar os 6rgaos genitais, comprometendo diretamen-
te o desempenho sexual por dor, hipersensibili-
dade e necrose local, e indiretamente pelas alte-
racdes hormonais por vasculite ovariana e
testicular®’.

Outras vasculites sistémicas como a arterite de
Takayasu, arterite de células gigantes, granuloma-
tose de Wegener merecem mais estudos frente ao
seu cardter sistémico, por alterarem a qualidade de
vida fisica e emocional, e possivelmente interferi-
rem de diferentes formas na FS dos pacientes.

Miopatias inflamatérias idiopaticas

As MII, entre elas dermatomiosite do adulto, der-
matomiosite juvenil e polimiosite, sdo doencas au-
toimunes sistémicas caracterizadas por inflama-
¢do muscular cronica e fraqueza muscular pro-
gressiva. Um recente estudo multicéntrico brasilei-
ro avaliou 25 pacientes do sexo masculino com MII
e 25 controles pareados por idade e estadiamento
puberal. As freqiiéncias de atividade sexual, nd-
mero de parceiras com gestacdes espontaneas
ap6s inicio da doenca e uso de preservativo mas-
culino foram significativamente menores nos pa-
cientes com MII versus controles®.

Conclusdes

As doencas reumadticas que apresentam periodos
de franca atividade inflamatéria promovem alte-
racoes especificas que certamente prejudicam a
FS dos pacientes. Mesmo nas fases de controle e re-
missdo do processo inflamatério, podem determi-
nar limitagdes e seqiielas importantes que deter-
minam DS. O atendimento ao paciente deve in-
cluir discussao dos aspectos da sexualidade e con-
tracepc¢do e prevencdo das doencas sexualmente
transmissiveis.

Entretanto, a real dimensao e influéncia destas
doencas sobre a FS ainda necessita de maiores es-
clarecimentos no sentido de promover estratégias
para conduzir de maneira mais apropriada a DS,
melhorando a qualidade de vida e o bem-estar des-
tes pacientes. Futuros estudos com populacdes ex-
pressivas de pacientes com doencas reumatol6gi-
cas e aplicacdo de instrumentos validados serdao
necessarios.
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OF FATIGUE

IN RHEUMATOIOD ARTHRITIS
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Abstract

Background: Fatigue is a common complaint in
rheumatoid arthritis patients and contributes to
loss of quality of life.

Objective: To study the influence of hemoglobin
levels and disease activity index upon fatigue in pa-
tients with rheumatoid arthritis (RA).

Methods: We studied 130 RA patients for DAS 28,
hemoglobin levels and fatigue as measured by
FACITE

Results: No association between fatigue with he-
moglobin levels was observed. A positive associa-
tion with DAS-28 was found. Decomposing DAS-28,
no association could be detected with sedimenta-
tion rate but a positive correlation with analogical
scale for general health, number of swollen and
painful joints was found.

Conclusion: Although a positive association of fa-
tigue with DAS-28 is found it appears that the most
important items in connection with fatigue are
swollen and tender joints as well as general health
status. Hemoglobin levels were not related to fati-
gue in our patients.

Keywords: Rheumatoid Arthritis; Hemoglobin; Fa-
tigue; DAS-28; Pain.

Introduction

Rheumatoid arthritis (RA) is a chronic disease that
affects mainly diarthrodial joints but also causes
systemic symptoms such as weakness, loss of
weight and fatigue'.

Fatigue is a symptom described as chronic pros-
tration not relieved by appropriate sleep that cau-
ses incapacity to participate in social and profes-
sional activities as well in rehabilitation programs>.
It generates a feeling of uselessness that contribu-

*Rheumatology Division Hospital Universitério Evangélico
de Curitiba — PR, Brazil

tes to depression and loss of quality of life®.

The etiology of fatigue in patients with RA is not
well clarified and may be multifactorial. Anemia,
high levels of inflammatory cytokines (such as
TNF-o and interleukin-6), chronic pain, sleep dis-
turbances and depression are pointed out as ex-
planations for this symptom?>*”. In the VI Meeting
of OMERAC (Outcome Measures in Rheumatology
Clinical Trials) alarge number of RA patients indi-
cated that fatigue should be a priority for new re-
search®. Nevertheless in daily practice most of RA
patients do not complain of fatigue either because
theyhave accepted it as an inevitable part of the di-
sease or because they believe that such complaints
are not to be valued.

In this study we searched for possible associa-
tions of anemia, disease activity and degree of pain
with fatigue experienced by RA patients.

Methods

We included 130 RA patients from our Rheumato-
logy Unit that were seen from January 2009 to Ja-
nuary 2010. To participate in this study, patients
should fulfill at least four (classification) criteria for
RA from the American College of Rheumatology?,
be older than 18 years and have mental capacity to
understand the study. This study was approved by
the local Committee of Ethics in Research and all
participants signed an informed consent. Of these
130 patients, 15 (11.5%) were male and 115 (85.4%)
female with a mean age of 52.14+12.06 years (18
to 84).

After recording patient’s demographic data, the
Functional Assessment of Chronic Illness Therapy-
-Fatigue, FACIT F (version 4) was applied for fati-
gue measurement. FACIT-F is a questionnaire ini-
tially designed to measure fatigue in cancer pati-
ents that later was validated for RA patients®°. The
entire set of 40 questions is divided in five subsets:
physical, social, emotional and functional well be-
ing and additional concerns. Each of these subsets
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consists of a few questions with responses ranging
from zero to four meaning - “not at all” to “very
much” (Appendix 1). Response score to negatively
phrased questions must be reversed and the sco-
re is then summed. A high score represented a low
level of fatigue.

Rheumatoid arthritis activity was calculated by
DAS-284v.!"'2 and all patients had blood drawn for
measurement of ESR (erythrocyte sedimentation
rate) and hemoglobin level. The first was measu-
red by Westergreen method and the second
through an automatic analyzer (Advia 12®, Bayer).

Obtained data were grouped in frequency and
contingency tables. The Fisher, and Mann-Whitney
were used for association studies (the first for no-
minal and the later for numerical data). Correlation
studies were done with Spearman and Pearson
tests used for non parametric and parametric data
respectively, with help of the software Graph Pad
Prism, 4.0. Adopted significance was 5%.

Results

In the studied population, the obtained DAS-28
varied from 0.49 to 7.62 (mean 3.68+1.56); ESR va-
lues from 2 to 104 mm (mean 21.40+21.69) and he-
moglobin levels from 9.1 to 16.5g/dl (mean
13.41+1.31g/dl). FACIT-F scored from 38 to 156
(mean 98.54+28.30).

Studying DAS-28 associations with patient’s age
and gender we found no association with age
(p=0.188) nor with gender (p=0.40). An association
could be found between DAS-28 and hemoglobin
levels (p>0.0001).

FACIT-F showed correlation with the levels of
DAS-28 (p=0.007; r=-0.31; 95%CI =-0.47 t0-0.12)
but no correlation with hemoglobin levels (p=0.22;

r=-0,11), patients age (p=0.55) or any association
with gender (p=0.28).

As DAS-28 is a composite measurement where
the number of swollen and painful joints is com-
puted, as well as VAS (visual analogic scale from
zero to 10) of general health and ESR, we studied
the association of each isolated item with FACIT-E
We found that it had no association with ESR
(p=0.28). A positive association was found with
number of swollen joints (p=0.01; r=-0.22; 95%
CI=-0.39 to -0.043) and painful joints (p<0.001;
r=-0.34; 95%CI=-0.50 to -0.17) and general health
VAS (p=0.002; r=-0,32; 95% IC = -0.47 to -0.15) (Fi-
gure 1).

Discussion

Fatigue has been previously reported to occur in 40
to 80% of RA patients and diminishes in remission
of disease'?. The use of DMARDs or anti TNF-o
drugs results in relief of this symptom which sug-
gests arelationship with disease activity'®. Interes-
tingly it has been found that inflammatory markers
do not reflect fatigue® but that the measurement of
DAS-28 does!, as in this study.

There are several theories to explain the appea-
rance of fatigue in RA patients. One of them is that
the fatigue is due to high levels of pro-inflamma-
tory cytokines such as IL-6 or TNF-o°. Receptors to
TNF-o have been demonstrated in neurons sug-
gesting that this cytokine also modulates pain
pathways. Chronic pain situations are associated
with high TNF-a levels®. On the other side, Wolfe
et al® found that anti TNF therapy in RA patients is
no better than traditional DMARDs in relieving fa-
tigue, showing that fatigue reliefis not restricted to
TNF-o. modulation
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Figure |. Correlation of FACIT-F with swollen joints (A), painful joints (B) and general visual analogic scale (VAS) (C) in

130 patients with rheumatoid arthritis.
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Another explanation could be chronic disease
anemia found in RA patients with high levels of ac-
tivity'*'®. Anemia is the most common hematolo-
gical problem in patients with RA, occurring in
about 50% of the patients'®. According to Han et
al'® presence of anemia has the capacity to predict
decrease in physical and cognitive function, in a
four year period. Also known as anemia of inflam-
mation', it is associated with increased iron
absorption and retention within cells of the reticu-
lo-endothelial system leading to low circulating
iron levels, low serum binding capacity despite
adequate iron storage. Given that iron is essential
for microbial growth, this iron sequestration is
thought to be a part of the host defense'®. IL-6 plays
important role in this context as it regulates hep-
cidin production known as the gate keeper of iron
stores’. In cancer patients there is a positive rela-
tionship between IL-6 levels and fatigue; in AR pa-
tients anemia is one of the factors associated with
poor physical function'®. Regardless of this, no as-
sociation could be proven between fatigue and
anemia by Pollard et al' as in our study. This sug-
gests that fatigue in RA is not simply explained by
muscle fatigue but is a more complex phenome-
non. As a third explanation, pain that is caused by
joint inflammation could be responsible for fati-
gue. This statement matches the observations of
Pollard et al' that believe that the association with
disease activity is secondary and that joint pain is
the most important causal factor. This is suppor-
ted by another study® that found that fatigue in RA
patients was almost equal to that referred by os-
teoarthritis patients. Wolfe et al® coined the term fi-
bromyalgic RA to describe a subset of patients with
high levels of fatigue, pain and depression.

In the present study we have found an associa-
tion of fatigue with disease activity measured by
DAS-28. However, analyzing in depth the instru-
ment we found that only the number of painful
and swollen joints and general health VAS main-
tains this relationship. Moreover, no association
could be found with hemoglobin levels. These fin-
dings suggest that in patients with predominantly
fatigue complaints all the efforts should be direc-
ted to achieve better inflammatory control.
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FACIT F (V.4) BRAZILIAN PORTUGUESE VERSION (*)

Abaixo vocé encontrara uma lista de afirmagdes que outras pessoas com a sua doencga disseram
ser importantes. Por favor, faga um circulo em torno do nimero que melhor corresponda
a0 seu estado durante os ultimos 7 dias.

Nem Um Mais ou
um pouco | pouco menos Muito | Muitissimo

BEM ESTAR FISICO

Estou sem anergia 0 | 2 3 4
Fico enjoado (a) 0 | 2 3 4
Por causa do meu estado fisico tenho mais

dificuldade em atender as necessidades da familia 0 | 2 3 4
Sinto-me doente 0 | 2 3 4
Tenho que me deitar durante o dia 0 | 2 3 4
BEM ESTAR SOCIAL-FAMILIAR

Sinto que tenho uma boa relagdo com os meus amigos 0 | 2 3 4
Recebo apoio emocional da minha familia 0 | 2 3 4
Recebo apoio dos meus amigos 0 | 2 3 4
Estou satisfeito com a maneira como minha familia

fala sobre a minha doenga 0 | 2 3 4
Sinto-me préximo do meu parceiro

(ou da pessoa que me da apoio) 0 | 2 3 4

Independente do seu nivel atual de atividade sexual, favor de responder a pergunta a seguir.
Se preferir nio responder assinale o quadriculo (] e passe para a préxima segio.

Estou satisfeito com a minha vida sexual. 0 | 2 3 4
BEM ESTAR EMOCIONAL

Sinto-me triste 0 | 2 3 4
Estou satisfeito com a amaneira como enfrento

a minha doenga 0 | 2 3 4
Estou perdendo a esperanga na luta contra a minha doenga 0 | 2 3 4
Sinto-me nervoso 0 | 2 3 4
Estou preocupado com a ideia de morrer 0 | 2 3 4
Estou preocupado que o meu estado venha a piorar 0 | 2 3 4
BEM ESTAR FUNCIONAL

Sou capaz de trabalhar (inclusive em casa) 0 | 2 3 4
Sinto me realizado com o meu trabalho (inclusive o de casa) 0 | 2 3 4
Sou capaz de sentir prazer em viver 0 | 2 3 4
Aceito a minha doenga 0 | 2 3 4
Durmo bem 0 | 2 3 4
Gosto das coisas que normalmente fago para me divertir 0 | 2 3 4
Estou satisfeito com a qualidade da minha vida

neste momento 0 | 2 3 4
PREOCUPAGCOES ADICIONAIS

Sinto-me fatigado 0 | 2 3 4
Sinto fraqueza generalizada 0 | 2 3 4
Sinto-me sem forgas 0 | 2 3 4
Sinto-me cansado 0 | 2 3 4
Tenho dificuldade em comegar as coisas

porque estou cansado 0 | 2 3 4

continua na pdgina seguinte
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continuagdo
Nem Um Mais ou

um pouco | pouco menos Muito | Muitissimo
Tenho dificuldade em acabar as coisas porque
estou cansado 0 | 2 3 4
Tenho energia 0 | 2 3 4
Sou capaz de fazer as minhas atividades normais 0 | 2 3 4
Preciso dormir durante o dia 0 | 2 3 4
Estou cansado demais para comer 0 | 2 3 4
Preciso de ajuda para fazer as minhas atividades habituais 0 | 2 3 4
Estou frustrado por estar cansado demais para fazer
as coisas que eu quero 0 | 2 3 4
Tenho que limitar as minhas atividades sociais por
estar cansada 0 | 2 3 4

(*) Brazilian Portuguese validation — Ishikawa NM.Validagio do FACIT- F no Brasil e avaliagio da fadiga e qualidade de vida em mulheres com cancer de mama.
Tese de doutorado. Campinas, SP, UNICAMP, 2009.

IOF World Congress on osteoporosis &
10th European Congress on Clinical and Economic
Aspects of Osteoporosis and Osteoarthritis

Florenca, Italia
5 a 8 de Maio 2010

7th International Congress on Autoimmunity

Ljubiana, Eslovénia
5 a9 de Maio 2010
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HEALTH-RELATED OQOUALITY OF LIFE IN

PORTUGBUESE SLE PATIENTS:
INDEPENDENT OF DISEASE

MEASURE

AN OUTCOME

ACTIVITY AND CUMULATIVE DAMAGE

Citia Duarte’, Pedro Abreu’, Maura Couto’, Claudia Vaz', Armando Malcata’, Luis Inés™™

Abstract

Purpose: To evaluate quality of life in Portuguese
patients with Systemic Lupus Erithematosus (SLE)
and its correlation with disease activity and cumu-
lative damage.

Methods: We included consecutive SLE patients,
fulfilling the 1997 ACR Classification Criteria for
SLE and followed at the Rheumatology Department
of the University Hospital of Coimbra, Portugal at
time of visit to the outpatient clinic. Quality of life
was evaluated using the patient self-assessment
questionnaire Medical Outcomes Survey Short
Form-36 (SF-36) (validated Portuguese version).
The consulting rheumatologist fulfilled the SLE as-
sociated indexes for cumulative damage (Systemic
Lupus International Collaborating Clinics- Dama-
ge Index: SLICC/ACR-DI) and disease activity
(Systemic Lupus Erythematosus Disease Activity
Index: SLEDAI 2000). Correlation between SLEDAI
and SLICC and SF-36 was tested with the Spearman
Coefficient. Significant level considered was 0.05.
Results: The study included 133 SLE patients
(90.2% female, mean age — 40.7 years, mean disea-
se duration — 8.7 years). Most patients presented
low disease activity (mean SLEDAI = 4.23) and limi-
ted cumulative damage (mean SLICC = 0.76). Des-
pite that, SF-36 mean scores were below 70% in all
eight domains of the index. Physical function do-
mains showed lower scores than mental function
domains. The QoL in this group of patients is sig-
nificantly impaired when compared with the refe-
rence Portuguese population (p<0.05 in all do-
mains). There was no correlation between clinical
activity or cumulative damage and quality of life.
Conclusion: QoL is significantly compromised in

* Rheumatology Department, University Hospital of Coimbra,
Portugal
** Health Sciences School, University of Beira Interior, Covilh3,
Portugal

this group of SLE patients, but not related with di-
sease activity or damage. These findings suggest
that disease activity, cumulative damage and QoL
are independent outcome measures and should all
be used to assess the full impact of disease in SLE
patients.

Keywords: Systemic Lupus Erythematosus; Qua-

lity of Life; MOS Sf-36; SLEDAI; SLICC/ACR-DI;
Coimbra Lupus Cohort.

Introduction

Systemic Lupus Erythematosus (SLE) is a multi-
system rheumatic autoimmune disease, with a
chronic course characterized by alternate episodes
of remission and exacerbation that may involve al-
most any organ or system, with high variability
among patients and in the same patient over time.

Over the last decades, the advances in diagnosis
and management of SLE improved significantly the
survival of SLE patients, from an acute disease with
a high rate of short-term mortality in the 1950’s to
a chronic condition with five year survival rates
now approaching 95%'* and 10-year survival rates
above 85%!*, at least for those patients managed at
specialized centers. Consequently, outcome mea-
sures in SLE must go much beyond mortality data.

At present, optimal care for SLE patients aims to
provide a long-term health status as close to that of
the general population as possible. To guide qua-
lity clinical care there is a need to characterize and
monitor the full spectrum of SLE effects, including
disease activity (reversible), cumulative damage (ir-
reversible) and health-related quality of life. A com-
prehensive assessment should consider these dif-
ferent domains, as recommended®”.

Disease activity outcome measures include an
evaluation of a variety of clinical and laboratorial
findings, related to intrinsic disease mechanism,
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and are potentially reversible with treatment. Cu-
mulative damage is irreversible, and could be due
to the disease, its treatment or both, or co-morbi-
dities. However these outcomes, based essentially
in physical and laboratorial findings, do not di-
rectly capture the psychological and social impact
of the disease or its treatment in patient’s QoL. As
achronic disease, SLE has, apart from physical im-
pact in terms of disease activity and irreversible
and cumulative organ damage, a wide range of im-
pacts in emotional, psychological and social as-
pects of patient”s life®.

Health Related Quality of Life (HRQoL) has been
defined as a multi-domain concept that represents
the patient s overall perception of the impact ofan
illness and its treatments® and the degree to which
persons perceive themselves able to function
physically, emotionally and socially’. Assessing the
QoLis thus an important measure to appraise how
much the disease and its treatment is affecting an
individual'® and his or her physical, mental and so-
cial domains of life.

There are several instruments validated to eva-
luate QoL in healthy and disease populations. The
most commonly used worldwide is the Medical
Outcomes Short Form Survey 36 (SF-36). Several
studies in general healthy populations demonstra-
ted that normal values vary greatly between diffe-
rent countries' .

Previous studies in other countries showed a
significant compromise of QoL in SLE patients,
with lower QoL when compared with healthy con-
trols or population norms'**®. Mean QoL of SLE
patients was found to be worst than in patients
with hypertension, myocardial infarction or diabe-
tes®. Studies comparing SLE with RA show a hig-
herimpact among RA patients in the physical com-
ponents but with similar results for mental com-
ponents'>2!. There are no previous studies charac-
terising QoL in a representative SLE population in
Portugal.

The relationship between QoL with disease ac-
tivity and cumulative damage has been researched
in previous studies with conflicting results!® 12225,

It is also possible that the potential contribution
of disease activity and cumulative damage to QoL
varies in SLE populations in different countries.
We hypothesise that the QoL of SLE patients in Por-
tugal correlates with disease activity and damage.
Alternatively QoL may depend upon the patient’s
overall perception of the impact of the illness and
its treatments, more related to psychosocial and

cultural context than to objective disease outcome
measures.

The objectives of this study were: 1) to charac-
terise QoL in a representative SLE population in
Portugal; 2) to evaluate correlation of QoL in this
population with disease activity and cumulative
damage measures.

Materials and Methods

Patients

One hundred and thirty three consecutive patients
attending the Lupus Clinic of the Rheumatology
Department at Coimbra University Hospital were
enrolled in this cross sectional study, between 2006
and 2008. All patients met >4 of the American Col-
lege of Rheumatology (ACR) Criteria for Classifica-
tion of SLE*. Patients unable to understand or to
answer the self-questionnaire were excluded.

Study Evaluation

Study evaluation was cross-sectional and data col-
lected at time of programmed visit to the Outpa-
tient Clinic. Disease activity and cumulative da-
mage measures were evaluated by the physician
and the patient fulfilled the self-questionnaire of
QoL at time of inclusion.

Assessment of QoL

QoL was assessed with the Portuguese validated
version of the self-administered SF-36 question-
naire?” ?. This is a general, non disease-specific,
validated instrument for QoL assessment of gene-
ral population as well as patients with chronic
illnesses as SLE. This instrument consists of 36
items covering eight domains: Physical Function
(PF), Physical role (PR), Bodily pain (BP), Vitality
(V), General Health (GH), Emotional Role (ER),
Mental Health (MH) and Social Functioning (SF).
The global score and the ones for each domain ran-
ges from 0 to 100 with higher scores indicating bet-
ter QoL®.

Measure of Disease activity:

Clinical activity of SLE was assessed using SLEDAI
2000%. It is a physician-rated, valid and reliable in-
dex of lupus activity that reports on 24 descriptors
with pre-assigned severity weights. The total SLE-
DAl score can range from 0 (no activity) to 105 (ma-
ximum activity).
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Measure of Cumulative Damage

Clinical damage due to SLE was assessed using The
Systemic Lupus International Collaborating Cli-
nic/ American College of Rheumatology Damage
Index (SLICC/ACR DI)®'. Damage means irreversi-
ble impairment due to SLE or its treatment and is
usually defined as a clinical feature that has to be
continuously present for at least six months to sco-
re. The SLICC/ACR DI reports on 12 organs or sys-
tems which are ocular (ranges of score 0-2), neu-
ropsychiatric (0-6), renal (0-3), pulmonary (0-5),
cardiovascular (0-6), peripheral vascular (0-5), gas-
trointestinal (0-6), musculoskeletal (0-6), derma-
tological (0-3), gonadal (0-1), diabetes (0-1) and
malignancy (0-2).

Statistical Analysis

All statistical analysis was performed by SPSS® ver-
sion 15.0. Categorical variables were presented as
percentage and continuous variables were presen-
ted as means and standard deviation (SD).

The normality for each variable was assessed
using Shapiro Wilk Test. The Spearman rank corre-
lation test was applied to correlate disease activity
and damage with QoL in SLE patients. Comparison
of SF-36 scores for each domain between SLE pa-
tients and previously available representative re-
sults for the general Portuguese population® were
performed using a one-sample test.

A statistical significance was considered when
p<0,05.

Results

133 patients comprised the study population, with
90.2 % (n=120) women, mean age of 40.69+ 14.02
years and mean disease duration of 8.69 + 7.13
years.

The mean disease activity, as assessed by SLE-
DAl in these patients is low (4.23+ 4.27; range from
0 to 33). The majority of the patients (70.4%) are in
remission or mildly active, with a SLEDAI score
lower than six and only 4.3% of patients presented
high disease activity with a score of 10 or higher
(Table I).

The cumulative damage is low, with a mean of
score of 0.76 (0.76+ 1.09, range from 0 to 5). The ma-
jority of patients (54.6%) do not present any irre-
versible damage due to SLE or its treatment

(SLICC/DI=0) (Table I).

QoL assessed by SF-36 is low in this group of
SLE patients. Mean scores are lower than 70% in all
domains, with lower scores in the General Health
domain (39,04%). The mean scores are lower for
the four domains of the physical component than
for the domains of mental component (Table I).

Due the non-normality of data (Shapiro Wilk
Test, p<0,05), Spearman rank correlation was used
to test correlations between QoL and disease acti-
vity (SLEDAI), cumulative damage (SLICC), disea-
se duration and age. Except for Physical Function
and Physical Role, all domains varied inversely
with SLEDAI, although none achieved statistical
significance.

No correlation is observed between cumulative
damage assessed by SLICC/DI and SF-36 domains
(Table II).

No correlation exists also between disease du-
ration and any scores of SF-36. There is a weak ne-
gative correlation between age and all domains in-
cluded in SF-36 (r varies between -0,2 to -0,4,
p<0,01 for all domains).

When comparing the SF-36 in SLE patients, with
results previously published from a large sample
representative of the general Portuguese popula-
tion®, the scores are statistically lower in the SLE
population. Despite being statistically significantly
lower, Mental Health was the domain with scores
closer to those observed in the general Portugue-
se population (59.22 vs 64.04%; p=0.03). All the
other domains present a higher mean difference
(between 8 and 23%; p<0.001 for all of them). The
difference to the Portuguese Population is higher
for the domains of the physical component.

Table I.
MeantSD (%)

SLEDAI 4,23 + 4,27
SLICC/DI 0,76 £ 1,09
Physical Function 57,01+26,38
Physical Role 47,39 + 41,71
Bodily Pain 53,3+ 26,64
General Health 39,07£17,03
Vitality 48,11+ 22,02
Emotional Role 60,09+ 41,72
Social Function 66,76 + 27,66
Mental Health 59,0 + 25,36
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Table Il. Correlation of Quality of Life (MOS SF-36) and Disease
Activity (SLEDAI) and damage (SLICC/DI)
Disease Cumulative
Activity Damage
(SLEDAI) (SLICCIDI)
r p r p
Physical Function 0,048 0,607 0,073 0,411
Physical Role 0,035 0,706 -0,002 0,979
Bodily Pain -0,08 0,936 0,072 0,415
General Health -0,053 0,574 0,002 0,979
Vitality -0,086 0,357 0,008 0,925
Emotional Role -0,046 0,623 0,035 0,699
Social Function -0,134 0,151 0,055 0,534
Mental Health -0,027 0,776 0,063 0,478

Discussion

QoL is becoming an important focus on clinical
research during the last years, mainly in chronic di-
seases as SLE. Studies have been conducted in
other countries but to our knowledge no published
studies exist in Portugal, regarding SLE.

In our study, QoL in this sample of SLE patients,
assessed by SF-36, is low. The major impact is
observed in the domains of the physical compo-
nent. When compared with the reference values
from alarge Portuguese sample®, all scores are sig-
nificantly lower.

Patients present a mean low disease activity,
with the majority of the patients in remission or
inactive disease. The damage is also low in this co-
hort of patients, with more than half of the patients
without any organ damage due the disease or its
treatment. We did not find a statistically correlation
between QoL and disease activity or damage in this
group of patients.

Our results are consistent with other published
studies. All the studies conducted show lower qua-
lity of life in SLE patients when compared with
what is expected for the reference general popula-
tion!*'"!® or when compared with healthy con-
tr01515,16,19,33- 35‘

The absence of correlation between disease ac-
tivity and QoL found in our study is also reported
in other studies. Most studies using SLEDAT!243657
to assess disease activity showed no correlation
with QoL. However, other studies reported an as-
sociation. Two studies, from South Africa and USA,
report a weak negative correlation of SLEDAI with

physical component but not with mental compo-
nents of SF-36'%%. One study from China found a
negative association between disease activity and
both components of SF-36%, another study with
Mexican women reported a negative weak cor-
relation between SLEDAI and some domains of
SF-36%.When BILAG is used as a measure of disea-
se activity, a weak correlation is reported in 3 stu-
dies'*%**. Interestingly, when SLAM is used, a ne-
gative correlation with QoL is shown in most stu-
dies'®?*3, In two of them'®*¢, both SLAM and SLE-
DAIwere used and a correlation of QoL with SLAM
was found but not with SLEDAL. This discrepancy
could be due to a higher sensitivity of SLAM to pa-
tient’s SLE related subjective complaints that are
not scored in the SLEDAI or BILAG.

Similar to ours, some studies from Canada,
Syngapore and Brazil, report no association betwe-
en damage and QoL***4-%2_ QOther studies found
that damage was correlated with QoL!*!5182239 but
this correlation was usually weak and only for
physical domains of SF-36.

A recent comprehensive review of literature of
QoL in SLE patients shows the discrepancy betwe-
en studies in this field and the tendency of no cor-
relation with disease activity or damage*.

Important caveats should be referred in our
study. This is a cross sectional study, without a
comparison group. We made an indirect compari-
son, using data reporting SF-36 scores from a re-
presentative sample from the Portuguese general
population. This carries some limitations. Socio-
demographic and clinical factors, known as poten-
tial predictors of QoL, could not be adjusted for
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this comparison, such as gender, age, level of edu-
cation, type of work, income, labour activity status,
social support, residence area, depression, anxiety
or fibromyalgia. For example, our SLE population
included more women (90.2% vs 58.1%) and stu-
dies of QoL show that women tend to have lower
scores. This study was conducted in one single cen-
tre in the central region of the country. The gene-
ralizability of these results should be made care-
fully. However, according with previous publicati-
ons, our cohort is similar with other Portuguese
Cohorts* *, and, in our understanding, be repre-
sentative of Portuguese SLE Patients.

Future studies, comparing with healthy controls
and adjusting for these variables, are necessary to
confirm and validate our results and better charac-
terize SLE impact on QoL.

In conclusion, this study characterised QoLin a
large Portuguese SLE population. This provides
previously unavailable data for SLE patients in this
country. The indirect comparison with the Portu-
guese general population suggests a significant im-
pact of SLE in the patient’s QoL. The low QoL pre-
sented by these patients could not be explained by
SLE disease activity and cumulative damage. This
corroborates similar results from most studies in
other countries.

These results support the concept of QoL as an
independent outcome measure that should be in-
corporated in the quality care management of SLE
patients. Assessing QoL is thus an important mea-
sure to appraise how much the disease process and
its treatment is affecting an individual, to identify
potential factors of poor QoL and to program ade-
quate interventions.
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I ARTIGO ORIGINAL I

FATORES DE RISCO TRADICIONAIS PARA
DOENCA CARDIOVASCULAR NA SINDROME
ANTIFOSFOLIPIDE PRIMARIA COMPARADA A

SECUNDARIA:

UM ESTUDO DE 9B PACIENTES

AR Ribeiro’, JF Carvalho™

Resumo

Objetivo: Avaliar a prevaléncia de fatores de risco
cardiovascular tradicionais em pacientes com sin-
drome antifosfolipide (SAF) priméria comparando
com aqueles com a SAF secunddria a ltpus erite-
matoso sistémico.

Métodos: Estudo transversal de 96 pacientes com
SAF (critérios de Sapporo). Foram avaliados os da-
dos demogrificos, clinicos, fatores de risco cardio-
vascular e medicagdes.

Resultados: Trinta e nove pacientes com SAF pri-
maria e 57 com SAF secundéria foram incluidos. Os
grupos de paciente com SAF primdria e secunda-
ria ndo diferiram em relagao a idade (38,5 + 9,9 vs.
39,4 + 10,5 anos, p=0,84) e a freqiiéncia de sexo fe-
minino (84,6 vs. 96,5%, p=0,06), respectivamente.
Os eventos arteriais foram observados com maior
freqiiéncia no grupo de SAF primadria em relacao a
secundaria (59 vs. 36,8%, p=0,04). Nao houve dife-
renca entre os grupos em relacdo aos eventos ve-
nosos e obstétricos. Em relacdo aos fatores de ris-
co tradicionais para doenca cardiovascular, os gru-
pos foram comparaveis em relacao as freqiiéncias
de tabagismo atual e pregresso, sedentarismo, his-
téria familiar para doenca corondria, hipertensao
arterial sistémica, diabetes melito, sobrepeso e obe-
sidade. As freqiiéncias de alteracdes do perfil lipi-
dico foram comparéveis nos dois grupos, exceto
por uma maior prevaléncia de baixos niveis de
HDL-c no grupo SAF primaria (84,6 vs. 45,5%,
p=0,0001). Em relacdo as medicacoes utilizadas,
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também ndo houve diferencas significativas em re-
lacdo ao uso de difosfato de cloroquina e estatina,
embora o grupo SAF secunddria apresentasse uma
maior freqiiéncia de uso de prednisona (10,2 vs.
57,9%, p<0,001) bem como sua dose média (1,5 +
5,7 vs. 9,2 + 12,5mg/dia, p=0,0001).

Conclusao: Os fatores de risco cardiovascular tradi-
cionais estao presentes e se distribuem comparavel-
mente em pacientes com SAF primaria quando com-
parada a SAF secundaria, exceto por uma elevada
freqiiéncia de baixo HDL-c nos primeiro grupo.

Palavras-chave: Sindrome Antifosfolipide; Ateros-

clerose; Fatores de Risco; Doenca Cardiovascular;
Trombose.

Abstract

Objective: To evaluate the prevalence of traditional
risk factors in patients with primary antiphospho-
lipid syndrome (APS) in comparison to those with
systemic lupus erythematosus-secondary APS.
Methods: Transversal study of 96 APS patients (Sappo-
ro’s criteria). Demographic and clinical data, cardio-
vascular risk factors and drug use were investigated.
Results: Thirty-nine Primary APS and 57 secondary
APS were included. The groups did not differ regar-
ding age (38.5+9.9vs. 39.4 + 10.5 years, p=0.84) and
female gender (84.6 vs. 96.5%, p=0.06), respectively.
Arterial events were more observed in primary than
secondary APS (59 vs. 36.8%, p=0.04) patients. No
difference was seen concerning venous and obste-
tric events. In regard to traditional risk factors for
cardiovascular disease, both groups were compara-
ble related to current or previous smoking, sedenta-
rism, family history for coronary disease, systemic
hypertension, diabetes mellitus, overweight and
obesity. The frequencies of altered lipid profiles were
alike in the two groups, except for a higher prevalen-
ce oflow HDL-clevels in primary APS group (84.6 vs.
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45.5%, p=0.0001). Concerning drug use, no signifi-
cant differences were observed related to chloro-
quine and statin use, however the secondary APS
patients had a higher rate of prednisone use (10.2 vs.
57.9%, p<0.001) as well as mean dose of corticoste-
roid (1.5 5.7 vs. 9.2 + 12.5mg/ /day, p=0.0001).
Conclusion: Traditional risk factors for cardiovas-
cular disease are present and comparable between
patients with primary and secondary APS, except
for a high frequency of low HDL-c in primary APS
patients.

Keywords: Antiphospholipid syndrome; Atheros-

clerosis; Risk factors; Cardiovascular Disease;
Thrombosis.

Introducao

A sindrome antifosfolipide (SAF) é uma trombofi-
lia auto-imune adquirida caracterizada pela pre-
senca de tromboses vasculares e/ou eventos obsté-
tricos, acompanhada ou ndo de plaquetopenia na
vigéncia de niveis moderados e persistentes de an-
ticorpos antifosfolipides!.

Recentemente, esta sindrome tem sido associa-
da a presenca de aterosclerose precoce e eventos
corondrios? A SAF representa um estado pro-trom-
bético em que a presenca de aterosclerose pode es-
tar associada com alto risco de aterotrombose®.
Mais precisamente, diversos estudos tém avaliado
e confirmado a presenca de aterosclerose em pa-
cientes com SAF utilizando, na maioria dos mes-
mos, uma populagdo controle constituida por in-
dividuos saudéaveis ou sujeitos com trombofilias
outras*®. Adicionalmente, alguns dos fatores de ris-
co tradicionais para doenca cerebrovasculares fo-
ram avaliados, embora um trabalho que apresen-
te todos os principais fatores de risco tradicionais
para DCV num mesmo grupo de pacientes ainda
ndo tenha sido desenvolvido. Existe um aumento
da mortalidade cardiovascular em pacientes com
SAF*. O risco cardiovascular é ainda mais elevado
na SAF secundaéria dos pacientes lapicos'.

O objetivo do presente estudo foi avaliar a pre-
senca de diversos fatores de risco tradicionais de
aterosclerose em pacientes com SAF primdria com-
parando aos dos pacientes com SAF secundéria.

Pacientes e Métodos

Neste estudo, foram incluidos consecutivamente

96 pacientes, de ambos os sexos, com idade de pelo
menos de 18 anos, com diagnéstico de SAFE, segun-
do os critérios de Sapporo!'. Os pacientes foram
classificados como apresentando SAF primaria
quando a presenca de SAF ndo esteve associada a
outra doenca auto-imune; e, como SAF secunda-
ria, quando veio associada ao lipus eritematoso
sistémico [critérios do American College of Reuma-
tology (ACR)]'2 Esses pacientes sdo acompanha-
dos no ambulatério de SAF do Servico de Reuma-
tologia do Hospital das Clinicas da Faculdade de
Medicina da Universidade de Sdo Paulo.

Na consulta de avaliacdo foram colhidos os da-
dos utilizados neste trabalho, bem como procedi-
da a revisao dos prontudrios médicos. Os eventos
clinicos arteriais e venosos foram todos confirma-
dos por métodos de imagens, seja ultra-som Dop-
pler, cintilografia pulmonar de ventilacido-perfu-
sdo, tomografia computadorizada, ressonancia
nuclear magnética (RNM), arteriografia, angioto-
mografia e angio-RNM. Foi avaliada também a pre-
senca de fatores de risco cardiovascular tradicio-
nais através de uma revisao extensa dos pron-
tudrios: hipertensdo arterial sistémica (HAS)
(PA>140x90mmHg ou uso de medicacdo anti-hiper-
tensiva), presenca de dislipidemia (colesterol total
>200mg/dL, triglicérides >150mg/dL, LDL >130mg/
/dL, HDL.<40mg/dL para mulheres e <50mg/dL para
homens®)diabetes (glicose > 126mg/dL ou uso de
medicamento hipoglicemiante), tabagismo atual e
pregresso (se presente ou ausente), sedentarismo
(individuos com atividade ocupacional leve ou
moderada, tais como estudantes e professores, e
com menos do que 150min de atividade fisica por
semana), sobrepeso e obesidade através do indice
de massa corpérea (IMC) (IMC > 25 kg/m? e 30
kg/m?, respectivamente), histéria familiar de doen-
¢a cardiovascular (infarto do miocardio, angina,
morte sibita em parentes de primeiro grau antes
dos 55 anos para homens e antes dos 65 para mu-
lheres), e medicamentos em uso. A presenc¢a dos
anticorpos anticardiolipina e anticoagulante ltpi-
co foi confirmada na ocasido do diagnéstico clini-
co da sindrome.

Perfil lipidico: O colesterol total (CT) e os trigli-
cérides (TG) nas amostras de soro foram medidos
enzimaticamente (Boehringer-Mannheim, Argen-
tina e Merck, Alemanha, respectivamente) num
aparelho RA 1000 Analyser (Technicon Instru-
ments Corp)*'®. O colesterol da lipoproteina de
alta densidade (HDL-c) foi obtido apds precipita-
¢ao do colesterol da lipoproteina de muito baixa
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densidade (VLDL-c) do soro e do colesterol da li-
poproteina de baixa densidade (LDL-c) através do
4cido fosfotingstico e cloreto de magnésio'.
LDL-c foram estimados, desde que todas as amos-
tras tinham niveis de triglicérides menores do que
400 mg/dL". Os niveis de LDL-c foram estimados
usando a seguinte equacao de Friedwald".

Andlise estatistica: Os resultados serdo apre-
sentados como média + desvio padrao e percenta-
gem. Os dados foram comparados através do tes-
te t de Student para as médias e o teste do qui-qua-
drado ou Fisher, para avaliar diferencas entre os
grupos de SAF primadria e secundaria. A significan-
cia estatistica foi estabelecida como p < 0,05.

Resultados

Neste estudo foram incluidos 96 pacientes, sendo
39 pacientes com SAF primaéria e 57 com SAF se-
cundaria. Os grupos de paciente com SAF prima-
ria e secunddria ndo diferiram em relacao a idade
(38,5+9,9 v5.39,4 + 10,5 anos, p=0,84) e a freqiién-
cia de sexo feminino (84,6 vs. 96,5%, p=0,06), res-
pectivamente (Tabela I).

Em relacdo aos eventos vasculares, as lesdes ar-
teriais foram observadas com maior freqiiéncia no
grupo de SAF priméria comparadas a secunddaria
(59 vs. 36,8%, p=0,04). Nao houve diferenca entre
os grupos em relacao aos eventos venosos (46,2 vs.
54,4%, p=0,53) e obstétricos (41,0 vs. 45,6%,
p=0,68).

Em relacgdo aos fatores de risco tradicionais para
doenca cardiovascular, os grupos foram compara-
veis em relacdo as freqiiéncias de tabagismo atual
(12,8 vs. 19,3%, p=0,58) e pregresso (15,4 vs. 22,8%,
p=0,44), sedentarismo (56,4 vs. 68,4%, p=0,28), his-

toria familiar para doenca coronadria (28,2 vs.
29,8%, p=1,00), hipertens3o arterial sistémica (46,2
vs.61,4%, p=0,15) e diabetes melito (12,8 vs. 12,3%,
p=1,00) (Tabela II). Da mesma maneira, em rela-
¢do a prevaléncia de sobrepeso (35,9 vs. 33,3%,
p=0,83), obesidades graul (10,3 vs. 19,3%, p=0,11),
grau ll (7,7 vs. 1,8%, p=0,30) e grau III (2,6% vs. 0,
p=0,41) os dois grupos nao diferiram significativa-
mente (TabelaI).

Asfreqiiéncias de alteracoes do perfil lipidico da
populacdo com SAF primdria comparadas as de
SAF secundaria foram similares nos dois grupos:
altos niveis de colesterol total (28,2 vs. 31,6%,
p=0,82), elevados niveis de LDL-c (28,2 vs. 26,3%,
p=1,00), e aumento de triglicérides (15,4 vs. 29,8%,
p=0,15). De forma diferente, os pacientes com SAF
primadria apresentaram uma maior freqiiéncia de
baixos niveis de HDL-c quando comparados a SAF
secundaria (84,6 vs. 45,5%, p=0,0001) (Tabela III).

Em relacdo as medicagoes utilizadas, ndo hou-
ve diferencas significativas em relacdo ao uso de di-
fosfato de cloroquina (51,3 vs. 52,6%, p=1,00) e es-
tatina (23,1 vs. 17,5%, p=0,60). Por outro lado, o
grupo SAF secunddria apresentou uma maior fre-
qiiéncia de uso de prednisona (10,2 vs. 57,9%,
p<0,001) e dose média de prednisona (1,5 + 5,7 vs.
9,2 + 12,5mg/dia, p=0,0001). A avaliacdo daqueles
pacientes com e sem uso de cloroquina ndo mos-
trou diferencas significantes em relacdo aos niveis
de colesterol total (p=0,49), LDL-c (p=0,71),
HDL-c (p=0,31) e triglicérides (p=0,12).

Discussao

O presente trabalho demonstrou que pacientes
com SAF apresentam fatores de risco cardiovascu-

Tabela I. Dados demograficos e peso entre pacientes com SAF primaria e secundaria
SAF Primaria SAF Secundaria
Parametros N=39 N=57 P
Sexo feminino, n (%) 33 (86,6) 55 (96,5) 0,06
Idade (média = DP; anos) 38,5 +9,9 394+ 10,5 0,84
IMC (%; kg/m2)
Normal (18,5-24,9), n (%) 17 (43,5) 26 (45,6 ) 1,00
Sobrepeso (25-29,9), n (%) 14 (359) 19 (33,3) 0,83
Obesidade Grau | (30-34,9), n (%) 4(103) 14 (19,3) 0,11
Obesidade Grau Il (35-39,9), n (%) 3(7.7) 1 (1,8) 0,30
Obesidade Grau Ill (=40 kg), n (%) 1 (26) 0 0,41
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Tabela Il. Fatores de risco tradicionais para doenca cardiovascular nos pacientes com
SAF primaria e secundaria
SAF Primaria SAF Secundaria
N=39 N=57 P

Tabagismo

Atual, n (%) 5(12,8) 11 (19,3) 0,58

Prévio, n (%) 6 (15,4) 13 (22,8) 0,44
Sedentarismo, n (%) 22 (56,4) 39 (68,4) 0,28
Historia Familiar, n (%) Il (282) 17 (29,8) 1,00
Hipertensio arterial sistémica, n (%) 18 (46,2) 35 (61,4) 0,15
Diabetes melito, % 5(12,8) 7 (12,3) 1,00
Tabela Il1. Freqiiéncias de perfil lipidico alterado nos pacientes com SAF primaria e
secundaria

SAF Primaria SAF Secundaria

Perfil Lipidico N=39 N=57 P
Colesterol total >200mg/dL, n (%) 11 (28.2) 18 (31,6) 0,82
LDL >130 mg/dL, n (%) Il (282) 15 (26.3) 1,00
HDL < 40 (homens)/50 (mulheres) 33 (84,6) 26 (45,5) 0,000
mg/dL, n (%)
Triglicérides =150 mg/dL, n (%) 6 (15.4) 17 (29.8) 0,14

lar independentemente se estes individuos apre-
sentam SAF primdria ou secundéria. Adicional-
mente, baixos niveis de HDL foram mais observa-
dos naqueles pacientes com SAF primadria.

Doenca cardiovascular é um importante pro-
blema de satide publica. Constitui a primeira cau-
sa de morbi-mortalidade sendo responsavel nos
Estados Unidos por gastos em hospitalizacoes de
mais de 15 bilhdes de délares. Além dos fatores de
risco cldssicos como HAS, tabagismo e dislipide-
mia alguns estudos tém demonstrado a participa-
¢do de fatores auto-imunes na progressao da ate-
rosclerose e doenca cardiovascular'®. Dentre as
causas adquiridas, a sindrome antifosfolipide é o
mais comum estado de hipercoagulabilidade e ca-
racteriza-se pela presenca de eventos tromboem-
boélicos recorrentes e producao de anticorpos an-
tifosfolipides sendo o coracdo o 6rgdo mais acome-
tido™. Niveis de anticardiolipina, beta-2-glicopro-
teina I e LDL-oxidada foram mais elevados em
pacientes com doenca cardiovascular que em con-
troles normais®.

Modelos animais e estudos em humanos tém re-
forcado a relacdo entre o desenvolvimento e pro-
gressdo da aterosclerose em SAF**. NA SAF secun-

déria, trabalhos prévios demonstraram uma eleva-
da prevaléncia de aterosclerose subclinica, avalia-
daatravés do ultra-som de car6tidas?'. Tais estudos
demonstraram que a aterogénese acelerada do LES
estd fortemente associada aos fatores de risco tra-
dicionais e também a fatores relacionados a doen-
ca*?, Estudos prévios demonstraram maior risco
cardiovascular em pacientes com SAF secunda-
ria'®. Isso implica na necessidade de estudos sobre
apresenca e frequéncia dos fatores de risco cardio-
vascular como este aqui realizado.

No trabalho de Bilora et al., os autores realiza-
ram ultra-som de cardtidas em 45 pacientes com
SAF primdria que apresentaram trombose venosa
profunda e compararam com uma populacdo pa-
reada pelo sexo e idade com passado de trombo-
se, mas ndo encontraram qualquer associacdo en-
tre a prevaléncia de placas entre os dois grupos®.
Da mesma maneira, Jimenez et al., empregando a
mesma técnica para detec¢do de aterosclerose, uti-
lizando como populacdo controle, pacientes com
SAF secunddria a LES e normais, também ndo en-
contraram diferencas significantes no espessa-
mento médio-intimal das caré6tidas entre os
grupos?.
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Por outro lado, o estudo de Medina et al., detec-
tou alteracoes do segmento médio-intimal em SAF
primdria em relacdo a controles saudaveis?. Adi-
cionalmente, os autores encontraram uma fre-
qliéncia de tabagismo de 10,7%, obesidade de 30%,
hipercolesterolemia 28,6%, hipertrigliceridemia
em 30%, nao diferindo dos controles saudaveis.
Em relacdo a prevaléncia de hipertensao, 35,7%
dos pacientes apresentaram essa anormalidade
em comparacdo com nenhum dos controles. Da
mesma forma, Ames et al., também puderam de-
monstrar essa anormalidade quando compararam
uma populacdo com SAF primadria acima dos 40
anos em relacdo a aqueles pacientes mais jovens e
controles sauddveis®. Nesse estudo, as freqiiéncias
de tabagismo foi de 30%, HAS de 5%, hipertrigli-
ceridemia de 15% e nenhum paciente tinha obe-
sidade ou diabetes. Todos esses estudos tiveram
como foco do trabalho a presenca de aterosclero-
se, nao sendo o objetivo principal avaliar a presen-
¢a de fatores de risco cardiovasculares, o que tal-
vez justifique a baixa prevaléncia encontrada de
cada fator individualmente em relacdo ao nosso
estudo.

Os glicocorticoster6ides sdo conhecidos por ele-
var os niveis tensionais e contribuir para o exces-
so de peso. No entanto, no presente estudo nio foi
encontrada uma maior freqiiéncia de hipertensao
nem de obesidade no grupo de SAF secundéria,
apesar do maior consumo de corticosterdides. Pos-
sivelmente, esse fato se deveu ao tamanho da
amostra. Talvez se tivéssemos um niimero maior
de participantes essas diferencas pudessem ter
sido observadas.

No presente estudo, detectamos uma maior fre-
qiiéncia de baixos niveis de HDL-c em pacientes
com SAF primdria, embora baixos niveis dessa li-
poproteina fossem vistos em ambos os grupos. E
interessante assinalar que HDL protege contra a
aterosclerose através da inibicdo da oxidagdo da
LDL. Em doencas auto-imunes, ja foi demonstra-
do que a HDL é um alvo envolvido na fisiopatolo-
gia das dislipidemias. De fato, anticorpos anti-HDL
ja foram reportados em pacientes com LES e em
pacientes SAF primdria®.

Em resumo, o presente trabalho revelou que pa-
cientes tanto com SAF priméria quanto secunda-
ria apresentam igualmente distribuidos os fatores
de risco tradicionais para doenca cardiovascular.
Sendo que a populacdo primdria apresenta uma
freqliéncia mais aumentada de baixos niveis de
HDL.
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I ARTIGO ORIGINAL I

HOSPITALIZACAO DE DOENTES COM ESCLEROSE

SISTEMICA::

CARACTERIZACAO DE UMA POPULACAO

Ligia Silva’, Taciana Videira’, Filipe Brandio™, José Pinto™, |. Silva Brito™, Francisco S.Ventura™

Resumo

Objectivos: Os autores propdem-se caracterizar
uma populagdo com Esclerose Sistémica (ES), da
area de referéncia do Hospital de Sdo Jodo (HSJ) no
Porto, que pela gravidade de manifestacdes, neces-
sitou de internamento nesta instituicdo. Dada a es-
cassez de dados em regime de internamento (e sua
inexisténcia em Portugal), estes elementos podem
obviar paralelismos com registos de outras regides
do mundo, ou mesmo identificar particularidades
desta populacdo, que no futuro, poderao ser impor-
tantes no estudo de medidas direccionadas a opti-
mizacdo dos cuidados a prestar-lhes, em Portugal.
Material e Métodos: Os casos foram obtidos na
base de dados computorizada de todas as altas do
Internamento do Servigo de Reumatologia do HS]J,
entre 1/1/2003 e 31/12/2008 (6 anos), com o diag-
néstico de ES (ICD9-CM c6digo 710,1). Todos os 40
processos clinicos, relativos a 25 doentes, foram
submetidos a revisao médica, e preenchido, para
cadaum, um protocolo incidindo em multiplas ca-
racteristicas, epidemiolégicas e clinicas, relativas a
evolucdo, manifestacdes e terapéuticas da doenca,
motivo e evolucdo do internamento, e co-morbi-
lidades.

Resultados: Esta populacao aproxima-se, global-
mente, as caracteristicas descritas previamente, em
outros paises. No entanto, a prevaléncia e severida-
de das lesdes cutaneas, sugerem um maior impac-
to do envolvimento cutaneo nesta casuistica. Seria

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

**Assistente Hospitalar de Reumatologia no Servigo de
Reumatologia do Hospital de Sdo Jodo

**Assistente Hospitalar Graduado de Reumatologia no Servigo
de Reumatologia do Hospital de Sao Jodo

#kDijrector dos Servigos de Reumatologia do Hospital de Sao
Jodo e da Faculdade de Medicina da Universidade do Porto
Servigos de Reumatologia do Hospital de Sio Jodo e da
Faculdade de Medicina da Universidade do Porto

de todo o interesse desenvolver estudos com dese-
nho adequado e dirigido a avaliar esta observacao.
Discussdo: E fundamental conhecermos profun-
damente a patologia, e as particularidades indivi-
duais e populacionais, para actuarmos adequada-
mente. Este estudo pode ter evidenciado proble-
maticas que, no futuro, podem ter grande relevan-
cia pessoal e em termos de Satde Publica em
Portugal. Sao cada vez maiores os custos directos e
indirectos, como a alta taxa de (re)internamentos
prolongados, o uso de meios diagndsticos e tera-
péuticos dispendiosos e riscos de maior morbilida-
de. A intervencdo atempada, com diagnéstico e te-
rapéutica precoces, poderd ser modificadora da
evolucdo da doencga a longo prazo.

Palavras-chave: Esclerose Sistémica; Hospitaliza-
¢do; Dispneia; Infeccgao; Ulceras.

Abstract

Objectives: The authors propose to characterize a
population in the area of reference of the Hospital
de Sdo Jodo (HSJ) in Oporto, with severe manifes-
tations of Systemic Sclerosis (SS), and need of hos-
pitalization in this institution. Given the lack of data
referring to SS in inpatient set (and its inexistence
in Portugal), this elements may obviate a paralle-
lism with populations described in other countries,
or even identify specificities of this population, that
in the future, can be important to study measures
directed to optimizing their care, in Portugal.

Methods: The cases were collected from a compu-
terized database containing all discharge registers
of the Rheumatology Department of HSJ from
1/1/2003 to 31/12/2008 (6 years), diagnosed of SS
(ICD9-CM code of 710,1). All the 40 inpatient re-
cords, reporting to 25 patients, were submitted to
medical review, and for each of them, fulfilled a cli-
nical protocol, focusing on multiple epidemiologi-
cal and clinical characteristics, relative to evolu-
tion, manifestations and therapies, reason and out-
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come of hospitalization, and co-morbidities.
Results: The characteristics found in this popula-
tion approach, globally, to the ones described pre-
viously, in other countries. However, the prevalen-
ce and severity of the cutaneous lesions suggest a
higher impact of the cutaneous attainment in this
casuistic. It would be of all interest to develop stu-
dies that could properly evaluate this observation.
Discussion: It is essential to profoundly know the
disease, and the individual and population parti-
cularities, so we can act adequately. This study may
have put on evidence some problems that, in the
future, will probably have major impact on perso-
nal life and public health care resources in Portu-
gal. They reflect direct and indirect costs, explained
by the high rate of recurrent and long hospitaliza-
tions, making use of more expensive diagnostic
tests and treatments, and the risk of higher morbi-
dity. Early intervention may be modifying of the
natural course of the disease in the long term.

Keywords: Systemic Sclerosis; Hospitalization;
Dyspnea; Infection; Ulcers.

Introducao

A Esclerose Sistémica (ES) é uma patologia rara,
com clinica heterogénea e etiopatogenia ainda mal
esclarecida, mas com elevadas morbilidade e mor-
talidade, para as quais temos resposta terapéutica
insuficiente. Os primeiros casos foram descritos
por Hipdcrates, mas apenas na segunda metade do
século XX foi descrito mais detalhadamente o en-
volvimento de 6rgados internos'. Mais recentemen-
te tém sido reconhecidas influéncias genéticas e
ambientais que justificam as variacdes geografi-
cas e populacionais da apresentacao clinica®®,
também a compreensao de alguns mecanismos fi-
siopatolégicos tém permitido perceber o porqué
de as manifestacdes serem causadas predominan-
temente por fen6menos microvasculares, imuno-
légicos, e em tltima instancia, fibréticos, que em
ciclo vicioso, se perpetuam’. Mas estes pequenos
avancos e, os escassos estudos clinicos controlados
e aleatorizados, sobretudo quando falamos de po-
pulacdo hospitalizada?, ndo permitiram ainda, nos
dltimos anos, disponibilizar novos critérios de
diagnoéstico validados®®. S6 muito recentemente
foram publicadas recomendacdes de consenso
(EULAR), relativas a algumas atitudes terapéuti-
cas'’. Portanto, impde-se a melhor caracterizacao

da doenca em todos os aspectos, para podermos
prever a sua evolucdo, e assim, intervir precoce-
mente, monitorizar e tratar de forma «individuali-
zada», adequada a populacao, ao doente, e aos sis-
temas afectados. Os autores propdem-se descrever
uma populacdo de doentes portugueses com ES,
em regime de internamento.

Material e Métodos

O projecto teve inicio com a pesquisa bibliografi-
ca online (PubMed, UpToDate), remissiva para pu-
blicagoes em revistas cientificas e livros de texto de
referéncia de Reumatologia, para basear no conhe-
cimento actual da doenga, a elaboracdo de um pro-
tocolo, incidindo nas caracteristicas mais relevan-
tes a pesquisar na populacao de doentes em cau-
sa. Os objectivos, métodos utilizados e protocolo,
foram submetidos a avaliacdo pela Comissdo de
Etica do Hospital de Sao Jodo do Porto.

Os casos incluidos nesta casuistica, constitui-
ram o conjunto dos doentes com ES seguidos na
Consulta Externa do Servico de Reumatologia
deste Hospital que, no periodo de 1/1/2003 a
31/12/2008 (6 anos), tiveram necessidade de inter-
namento. Este Servico foi, neste periodo, um cen-
tro de referéncia para grande parte dos doentes
com patologia reumética na Regidao do Grande Por-
to, em Portugal. O acesso aos casos foi feito pelo
registo hospitalar computorizado de todos os in-
ternamentos de doentes com diagnéstico de alta
de ES (Classificacdo Internacional de Doengas 92
ed, c6digo 710,1). Este diagnéstico foi confirmado
por revisdo médica de todos os processos, segun-
do os critérios de classificacdo ARA (American
Rheumatism Association, actual ACR) 1980" (Tabe-
la1). Os doentes com diagnéstico provavel de ES,
efectuado por Reumatologistas do Servico, preen-
chiam os critérios de LeRoy et al'? (Tabela II). As-
sim, foram excluidos do estudo 3 doentes, e pre-
enchidos 40 protocolos, relativos a 40 internamen-
tos de 25 doentes.

A informacao colhida incidiu nos dados demo-
gréficos, motivos de internamento, caracterizacio
da doenca (baseada na clinica e exames auxiliares
de diagnéstico efectuados, relativos ao inicio da
sintomatologia e a sua evolugdo no tempo, e aos
orgaos e sistemas afectados), co-morbilidades, te-
rapéuticas prévias e evolugdo no internamento.
Estas caracteristicas serdo definidas ao longo da
exposicdo dos resultados, que se segue.
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Tabela I. Critérios clinicos preliminares para a classificacdo de Esclerose Sistémica
(ARA Scleroderma Criteria Cooperative Study; 1980)

Critérios major Esclerodermia proximal:

(térax ou abdémen)
— geralmente bilateral

— pele espessada e endurecida
— proximal as articulagdes metacarpofalangicas ou
metatarsofalangicas, afectando outras partes das extremidades, face, pescogo ou tronco

— quase sempre com esclerodactilia

Critérios minor Esclerodactilia

Cicatrizes punctiformes ou perda de substincia das extremidades dos dedos
Fibrose pulmonar bibasal na radiografia pulmonar

Confirmagio do diagnéstico, se presente | critério major ou 2 minor

Tabela Il. Critérios para a classificacdo de Esclerodermia (Es) (LeRoy et al; 2001)

Es limitada

Fenémeno de Raynaud (documentado objectivamente) + |, ou
Fenoémeno de Raynaud (apenas subjectivo) + 2:

— padrio do «tipo esclerodérmico» na capilaroscopia

— autoanticorpos selectivos da esclerodermia

Es cutinea limitada

Critérios para «Es limitaday» + alteragdes cutineas distais

Es cutianea difusa

Critérios para «Es limitada» + alterages cutineas proximais

Resultados

Em termos demogréficos, a média de idades foi de
56,3 anos, o sexo feminino constituiu 67,5% dos ca-
sos, e todos os individuos eram de origem cauca-
siana. 72% dos doentes apresentavam escolarida-
de inferior ao 9° ano. O indice de massa corporal
médio foi de 21,7 kg/m?. O tempo médio de inter-
namento foi de 18,6 dias, sendo a duracao maxi-
ma de 70 dias, relativa a um caso de ES forma limi-
tada com hipertensdo arterial pulmonar (HTAP)
grave, com necessidade de monitorizagdo clinica
e analitica por agudizacdo de insuficiéncia respi-
ratéria crénica secunddria a intercorréncia infec-
ciosa.

Dos 25 doentes, 12 estiveram internados mais
que uma vez, sendo 7 o nimero maximo de inter-
namentos, pelo doente com HTAP referido previa-
mente, seguido de uma doente com ES forma limi-
tada e isquemia periférica com tlceras cutaneas
infectadas recorrentes, que teve 5 internamentos.
Os dois principais motivos de internamento foram
o estudo de dispneia (inicial ou agravamento)
(35%), e a isquemia periférica com tlceras cuta-

neas (30%). Destes ultimos, 83,3% tinham histéria
de, pelo menos, um internamento prévio pelo
mesmo motivo. 66,7% dos doentes foram medica-
dos com alprostadilo endovenoso. Apenas um
doente ndo apresentava infeccao secundéria. De
entre os casos de infeccdo, 7 iniciaram terapéuti-
ca empirica com flucloxacilina. Em 10 casos foi
possivel isolar o agente bacteriano, que em 6 ca-
sos, foi o Staphylococcus aureus. Dada a resposta
clinica insuficiente a antibioterapia empirica, foi
necessario substitui-la em 8 casos, segundo a sen-
sibilidade do antibiograma, por uma quinolona;
apenas em dois casos se verificou sensibilidade do
Staphylococcus aureus a flucloxacilina. Como 32
causa de internamento (22,5%), surge a «apresen-
tacdo inaugural», com um vasto leque de manifes-
tacdes caracteristicas da doenca, sendo as mais
prevalentes o fendmeno de Raynaud, a esclerose
cutanea, e a dispneia de esforco. Estes internamen-
tos justificaram-se pela gravidade clinica relativa,
perante a suspeita de ES, mas sobretudo para rea-
lizacao de estudo apropriado em tempo 1til, com
esclarecimento etiol6gico. Apesar de se tratar de
«diagnésticos de novo», os doentes apresentavam,
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Tabela I11. Evolucao dos sintomas — tempo
de diagnoéstico

Idade Inicio Diagnéstico
(anos) sintomas (%) (%)
<30 13,9 2,8
30-40 33,4 16,7
> 40 52,7 80,5

na maioria, sintomas de longa data. Isto é eviden-
ciado naTabelaIll; 47,3% dos doentes iniciaram os
sintomas antes dos 40 anos, mas o diagnéstico foi
feito depois dos 40 anos em 80,5% dos casos.
Quanto a forma de apresentacgdo da ES, 57,5%
dos casos eram de ES forma limitada, 22,5% da for-
ma difusa, 10% com ES provével, e 10% em over-
lap (l4pus eritematoso sistémico, polimiosite e ar-
trite reumatdéide). No estudo serolégico, 85% dos
doentes apresentavam anticorpo (atc) anti-nuclear
(ANA), sendo os padrées nucleolar (32,5%), centré-
mero (26,5%) e homogéneo (26,5%) os mais fre-
quentes. 27,5% dos doentes apresentavam atc anti-

-Scl70, e apenas 22,5% atc anti-centrémero. No en-
tanto, 36,4% dos doentes com atc anti-Scl70 apre-
sentavam ES forma limitada, e um doente com ES
limitada apresentava ambos os atcs (Scl70 e cen-
tromero). Nenhum com atc anti-centrémero ma-
nifestou a forma difusa. Verificou-se ainda a pre-
senca dos atcs anti-cardiolipinas, anti-DsDNA e
SSa, anti-Jol, e Factor Reumatéide, em relacdo com
os casos de overlap supracitados. Nenhum doen-
te apresentava atc anti-RNP.

As alteragdes cutaneas foram, na maioria dos
casos, as primeiras a manifestar-se. Os doentes re-
lataram histéria de fen6meno de Raynaud (80%) e
edema das maos (65%), geralmente com mais de
3 anos de evolucdo. A prevaléncia de isquemia pe-
riférica foi de 67,5%, dos quais 55% apresentavam
cicatrizes digitais punctiformes, e 25% amputacao
da extremidade de dedos. A esclerose cutinea ve-
rificou-se em todos, a excepcdo de 2 doentes. 75%
apresentavam esclerodactilia, 65% tinham atingi-
mento das maos e face, e 22,5% tinham envolvi-
mento do tronco e regido proximal dos membros.
57,5% dos doentes apresentavam telangiectasias e
7,5% calcinose subcutanea.

Tabela 1V. Envolvimento cardio-pulmonar

Dos doentes com dispneia de esfor¢o (75%), tinham:

— dispneia em repouso 25%
— tosse 44%
— toracalgia 36%
Dos doentes que realizaram os exames auxiliares de diagndstico:

Provas funcionais respiratorias (77,5%), tinham:

— capacidade de difusio de CO (ajustado a ventilagdo alveolar) < 70% 38,7%
— padrio ventilatério obstrutivo 45,1%
— padrio ventilatério restritivo 22,5%
Tomografia computorizada toracica de alta resolugio (75%), tinham:

— padrio de fibrose 53,3%
— padrio de alveolite 23,3%
Ecocardiograma transtoracico (75%), tinham:

— PSAP > 30 mmHg 63,3%
— sinais indirectos de insuficiéncia cardiaca direita 33,3%
Prova da marcha 6 minutos (22,5%), tinham:

— distancia percorrida < 332 m 44,4%
— dessaturacdo > 10% 66,6%
— prova «normal» 22,2%
Cateterismo cardiaco (15%), tinham:

— HTAP 66,6%

CO: monoxido de carbono, PSAP: pressio sistélica da artéria pulmonar (estimada), HTAP: hipertensio arterial pulmonar (pressio média da artéria

pulmonar = 25 mmHg)
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Em termos musculo-esqueléticos, 55% referi-
ram histéria de artralgias e 7,5% mialgias (nenhum
com elevacao das enzimas musculares durante o
internamento). Verificou-se artrite em 10%, e os-
teoporose em 12,5% dos doentes.

Relativamente ao envolvimento cardio-pulmo-
nar (TabelaIV), 75% dos doentes internados refe-
riam ter dispneia de esforco. Destes, 25 % apresen-
tavam dispneia em repouso, 44% tosse e 36% tora-
calgia. Todos eles realizaram provas funcionais res-
piratérias (PFR), tomografia computorizada (TC)
tordcica de alta resolucgao e ecocardiograma tran-
stordcico. As PFR revelaram uma capacidade de
difusdo do CO ajustada a ventilacao alveolar infe-
rior a 70% em 38,7% dos casos, padrio restritivo em
22,5% e obstrutivo em 45,1%. A TC toracica mos-
trou padrio de fibrose pulmonar em 53,3% e de al-
veolite em 23,3%, e o ecocardiograma mostrou
uma pressao sistélica da artéria pulmonar (PSAP)
superior a 30 mmHg em 63,3%, e sinais de insufi-
ciéncia cardiaca direita (ICD) em 33,3%. 15% do to-
tal de doentes, todos eles com PSAP > 30 mmHg e
sinais indirectos de ICD, realizaram cateterismo
cardiaco direito, que confirmou HTAP em 66,6%
dos casos. 22,5% do total dos doentes, também to-
dos eles com PSAP > 30 mmHg, fizeram prova da
marcha de 6 minutos, dos quais 66,6% apresenta-
ram dessaturacdo superior a 10%, mas apenas

Tabela V. Terapéuticas prévias mais prevalentes
(=1 més, durante o ano anterior)

Doentes (%)
Bloqueador da bomba de protées 82,5
Anti-H2 7,5
Domperidona 27,5
Metoclopramida 2,5
AINEs 45
Corticosterdides (baixa dosagem) 45
Pentoxifilina 55
Bloqueadores dos canais de célcio 52,5
IECA/ARA I 25
Bosentan 15
Alprostadilo endovenoso 12,5
lloprost inalatério 7,5
Sildenafil 2,5
Ciclofosfamida (pulsoterapia) 7,5
Penicilamina 12,5

Anti-H2: antagonista dos receptores histaminérgicos tipo 2, AINEs:
anti-inflamatérios nio esterdides, IECA/ARA II: inibidores da enzima
de conversio/antagonistas do receptor da angiotensina Il

14,4% percorreram uma distancia inferior a 332
metros, e a prova foi considerada normal em 22,2%
dos casos. Apenas um doente apresentou derrame
pericardico.

Por fim, as manifestacdes gastro-intestinais,
muito prevalentes, mas frequentemente pouco va-
lorizadas pelos doentes, foram sobretudo a pirose
(45%)/ epigastralgias (25%), disfagia (35%) e obsti-
pacao (15%). De entre os que realizaram endosco-
pia digestiva alta (57,5% dos doentes), 56,5% apre-
sentavam esofagite; apenas um doente apresentou
metaplasia de Barrett. A manometria esofégica,
efectuada por 57,5% dos doentes, mostrou dismo-
tilidade dos 2/3 inferiores do eséfago em 91,3%
dos casos. A colonoscopia, realizada em 12,5% dos
doentes, foi relatada como normal em todos os
casos.

Nenhum doente apresentou crise renal escle-
rodérmica.

Apesar da maior compreensao dos mecanismos
fisiopatolégicos, a disponibilidade de farmacos
que interfiram directamente nos processos micro-
vasculares, imunes, e sobretudo fibrdticos, sao es-
cassos e pouco estudados. A terapéutica continua
a ser de indole predominantemente sintomaética.
Os farmacos mais utilizados (Tabela V), reflectin-
do as manifestacées mais prevalentes, apesar de
nem sempre valorizadas, foram os bloqueadores
da bomba de protoes (82,5%), no que diz respeito
ao atingimento gastro-intestinal, e os anti-infla-
matoérios nao-esterdides (75% dos doentes) e cor-
ticoterapia em dose inferior a 7,5 mg/d de predni-
solona ou equivalente (45%), por queixas muscu-
lo-esqueléticas. Relativamente as manifestacoes
vasculares, os mais usados foram a pentoxifilina
(55%), bloqueador de canais de célcio (52,5%, dos
quais 57,2% com nifedipina, e 42,8% com diltia-
zem), acido acetilsalicilico (45%), inibidor da en-
zima conversora da angiotensina (IECA)/antago-
nista dos receptores da angiotensina (ARA) II
(25%), bosentan (15%), alprostadilo endovenoso
(12,5%), iloprost inalatério (7,5%) e sildenafil
(2,5%). 7,5% dos doentes foram medicados com
ciclofosfamida. A penicilamina (12,5%) entrou, nos
dltimos anos, praticamente em desuso.

Como principais co-morbilidades nesta popu-
lacdo, verificou-se a presenca de dislipidemia
(27,5%), hipertensao arterial (22,5%), diabetes mel-
litus (7,5%), patologia cardiaca (aterosclerética
e/ou valvular) (17,5%) e cérebro-vascular (7,5%).

A evolucdo no internamento foi favoravel em
72,5% dos casos, sendo que todos os doentes in-
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ternados por tlceras cutineas infectadas, apresen-
tavam, a data da alta, a quase total cicatrizacdo das
lesoes. 22,5% dos doentes tiveram alta «<no mesmo
estado» (sdo exemplos os internamentos para rea-
lizacdo de exames como o cateterismo cardiaco).
7,5% dos doentes tiveram intercorréncia infeccio-
sa (2 casos de infeccdo respiratéria e 1 de infeccao
do trato urinério). A taxa de mortalidade foi de 5%,
referente a duas doentes com ES forma difusa, am-
bas com atc anti-Scl70 e fibrose pulmonar. As cau-
sas de morte foram sepsis com ponto de partida
em pneumonia, e adenocarcinoma pulmonar.

Discussao

Porque ndo ha registos prévios desta natureza em
Portugal, a caracterizagéo da casuistica de interna-
mento de um grupo de doentes portugueses com
ESreveste-se de relevancia clinica e cientifica. Per-
mite-nos fazer um paralelo com dados prévios, da
mesma tipologia, referentes a outros paises, e even-
tualmente constituir um ponto de partida para ou-
tros estudos, que permitam conhecer melhor esta
patologia, e optimizar estratégias e procedimentos
(diagnésticos, terapéuticos ou de monitorizagao)
globalmente, e a nivel local, se no futuro se com-
provarem particularidades desta populacao. Os
meétodos utilizados na obtencdo dos dados confe-
rem fiabilidade aos resultados encontrados, ja que
foram colhidos dos processos clinicos de interna-
mento, e submetidos a revisao médica exaustiva
durante o preenchimento dos protocolos. Além dis-
so, os resultados aproximam-se, genericamente,
aos descritos na literatura médica'*!4.

Assim sendo, a idade e tipo de manifestagdes
iniciais da doencga'®, e a demora média até o diag-
néstico, possivelmente relacionada com a nao va-
lorizagdo de alteracdes muito frequentes mas com
baixa morbilidade inicial (com sua maxima expres-
sdo cutdnea e gastro-intestinal) sdo sobreponiveis
as encontradas em outros estudos™®.

Alguns relatos de varios pontos do mundo pa-
recem divergir em alguns padrdes de manifesta-
¢Oes graves, por vezes mesmo com resultados con-
traditérios no que diz respeito a factores de mau
prognéstico. E o caso do score cutaneo®'’, da ida-
de do doente*'®, do género*", e de diversos «mar-
cadores» seroldgicos'*®. Relativamente a estes fac-
tores, a generalidade dos nossos doentes apresen-
taram alteracdes cutaneas clinicamente significa-
tivas (segunda causa de internamento), eram

jovens, e houve predominio do género feminino.
A excepcao da presenca de atc anti-Scl70, néo fo-
ram encontrados outros «marcadores» serolgicos
ditos de mau prognéstico'?'; nenhum apresentou
atc anti-RNP. Os factores de mau progndstico mais
consensuais nos diversos estudos sdo a presenca
de atc anti-Scl70, a ES forma difusa, a fibrose pul-
monar, e a diminuicdo da DLCO. O envolvimento
pulmonar é, actualmente, a principal causa de
morbilidade e mortalidade?. Embora raro, quan-
do presente, o atingimento renal é preponderan-
te no prognéstico'®®. Uma eventual especificida-
de desta populacdo pode ser a magnitude, em ter-
mos de prevaléncia e severidade, das complica-
¢oes infecciosas de tlceras cutaneas. Esta afeccdo
estd descrita na maioria dos registos prévios*-%,
mas aparentemente com menor impacto. Na nos-
sa casuistica, constituiram a segunda causa de in-
ternamento, o que ndo se verificou noutras, como
é o caso deum estudo nos Estados Unidos da Amé-
rica, em que a «<infeccdo cutadnea/subcutanea» e as
«llceras cutdneas/gangrena» surgem como 162 e
202 causas de internamento, respectivamente?2”.
Esta possivel disparidade pode ser devida a viés e
diferentes metodologias dos estudos®, como na se-
leccdo e nimero de doentes, diversas descricoes
das alteracoes cutdneas e terapéuticas disponiveis.
Também pode ser explicada por reais diferencas
genéticas, ambientais, e/ou por condicionalismos
sécio-econémicos, fundamentais na implementa-
¢do de medidas profiléticas e terapéuticas eficazes,
que vao desde medidas simples como o repouso e
cuidados locais no tratamento de ulceras cuta-
neas®?, ao acesso a farmacos e tecnologias avan-
¢ados e dispendiosos®*!%,

Ainda relativamente ao progndéstico, o caso da
doente com adenocarcinoma pulmonar real¢a nao
s6 anecessidade da pesquisa dos varios factores de
mau prognéstico, que implicam uma monitoriza-
¢do atenta e regular dos diversos 6rgaos e siste-
mas, como também a necessidade de excluir diag-
nésticos diferenciais, sobretudo perante manifes-
tagdes «atipicas». Os doentes com ES tém incidén-
cia aumentada de neoplasia®*.

A ES é uma patologia rara e heterogénea (a ni-
vel individual e populacional), pelo que esta ain-
da mal caracterizada (em termos fisiopatolégicos
e clinicos). Como tal, os estudos sdao escassos, nao
estdo disponiveis recomendagdes diagnésticas e
de monitorizacdo consensuais e validadas (até a
data), e aterapéutica disponivel é «<sobretudo» sin-
tomatica.
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Esta populacdo, ndo descrita anteriormente,
pode ter uma particularidade relacionada com
uma maior prevaléncia e severidade de envolvi-
mento cutdneo complicado por infeccdo, que
constituiu neste registo, a segunda causa de mor-
bilidade, com alta taxa de reinternamentos, pro-
longados, e necessidade de terapéuticas dispen-
diosas, e com implicacdes potencialmente graves,
nomeadamente a iatrogenia e a emergéncia de re-
sisténcias a antibi6ticos, motivo de especial preo-
cupacdo. Assim, a actuacdo médica precoce, «aten-
ta» e individualizada ao doente no seu contexto,
além dos beneficios profilaticos e sintomaéticos (e
eventualmente modificadores da evolucado da
doenca), pode ter impacto significativo em termos
de Satde Publica. No entanto, dado o caracter des-
critivo deste trabalho, ndo podemos fazer inferén-
cias rigorosas, que apenas estudos com desenho
apropriado permitirao fazer.
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ULTRASONOGRAPHIC STUDY OF THE

PAINFUL SHOULDER

IN PATIENTS WITH

RHEUMATOID ARTHRITIS AND PATIENTS
WITH DEGENERATIVE SHOULDER DISEASE

Milutinovi$ R Sanja’, Zlatkovié-Svenda | Mirjana™

Abstract

Objective: to compare ultrasound (US) changes of
the painful shoulder between patients with rheu-
matoid arthritis (RA) and patients with degenera-
tive shoulder disease (DSD).

Patients and Methods: Patients with painful shoul-
der (n=178) were divided according to clinical diag-
nosis made by rheumatologist: Group1-77 patients
with RA, Group2-101 patients with DSD. US chan-
ges were evaluated by linear transducer 7.5 MHz
for: long head biceps tendon-LHB, supraspinatus
tendon-SSP, infraspinatus tendon-ISP, subscapu-
laris tendon-SSC, subacromial/subdeltoid bursa-
SA/SD-B, glenohumeral joint effusion-JE, bone car-
tilage-BC and humeral erosions-HE. The ultras-
ound examiner was blinded for clinical findings,
diagnosis and patient identification.

Results: Frequent pathological changes were found
in: SSP tendon (84.4% RA and 71.7% DSD), LHB
tendon (81,8% RA and 69,3% DSD), ISP tendon
(58.4% RA and 56.4% DSD) and SSC tendon (49,4%
RA and 46,5% DSD) (p=0.045 p=0.058 p=0.951 and
p=0.710 respectively). Evaluating changes separa-
tely, statistical differences were noted in: LHB te-
nosynovitis, SSP tendon rupture (three times more
in RA patients), ISP tendon rupture (five times more
in RA patients), as well as in glenohumeral JE, BC
reduction and HE (p=0,019 p=0.001 p=0.005
p=0.000 p=0.003 and p=0.007, respectively). LHB
tendon pathology (tendinopathy, subluxatio and
rupture), SSC tendinopathy, global SSP and ISP ten-
dinopathy as well as bursitis of SA/SD did not show
statistical difference between the patient groups.
Usinglogistic regression model, the following set of

* Institute of Rheumatology, Ultrasound Department, School of
Medicine, University of Belgrade, Serbia

** |nstitute of Rheumatology, First Department, School of
Medicine, University of Belgrade, Serbia

items: glenohumeral JE, BC reduction and HE has
shown to be distinctive between RA and DSD
group.

Conclusion: Ultrasound detected different fre-
quencies of LHB tenosynovitis, SSP and ISP ten-
don ruptures, glenohumeral JE, BC reduction and
HE in RA and DSD patients comparisons. Combi-
nation of glenohumeral joint effusion, bone carti-
lage reduction and humeral erosions was able to
identify patients with RA in a population of patients
with painful shoulder disease with a moderately
high degree of confidence.

Keywords: Musculoskeletal Ultrasound; Painful

Shoulder; Rheumatoid Arthritis; Degenerative
Shoulder Disease.

Introduction

Painful shoulder is one of the most common con-
ditions in rheumatology. The pain in the shoulder
may be caused by various intra and extra-articular
pathology mechanisms. Clinical findings of the
painful shoulder are similar or even equal for cases
with different etiology. Could this issue be more
precisely defined if we had a tool in our hands able
to distinguish arthritic and non-arthritic pathology
of the disease?

Many authors suggest that ultrasound imaging
(US) is a good choice for the evaluation of shoulder
pathology'*. Rheumatologists have focused on the
US ability to detect and monitor joint-related arti-
cular and periarticular structural changes®’. Could
inflammatory and non-inflammatory etiology of
the painful shoulder syndrome be differentiated by
a combination of the US pathology features?

Ultrasound has proved to be an effective, non-
invasive, sensitive, reproducible, low-cost and rea-
dily available diagnostic tool. Traditionally it has
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been the tool of radiologists. However, there is a wi-
despread increase in interest and use by rheuma-
tologists®®. Musculoskeletal US is an instrument
that potentially extends our clinical examination
skills®. Some authors consider this tool as one of
the most useful in the exploration of the shoulder
and recommend US together with plain films as
the first step examination'!. Some limitations of
this method are subjectivity, long-term intensive
training and different technical characteristics of
the US device®.

AIM of the study

To compare ultrasound changes of the painful
shoulder in patients with rheumatoid arthritis and
patients with degenerative shoulder diseases. To
identify set of items able to make distinction
between patients with rheumatoid arthritis and
patients with degenerative shoulder diseases.

Patients and Methods

Patients

Outpatients with painful shoulder syndrome were
consecutively enrolled from the Rheumatology
Institute-Belgrade in a two-year period. A total
number of 178 patients was divided into two
groups on the basis of clinical diagnosis establi-
shed by a clinical practice rheumatologist. Group1
involved patients with rheumatoid arthritis (RA).
Their diagnosis was established previously accor-
ding to the American College of Rheumatology
(ARA 1987) criteria. Group 2 involved patients with
afirst flare of shoulder pain clinicallydiagnosed as
degenerative shoulder disease (DSD). Those pa-
tients did not have inflammatory rheumatic disea-
se in their history.

Calculation of time for the duration of shoulder
pain symptoms was made from the occurrence of
the last exacerbation until the evaluation in our
hospital. For that period of time selected RA pa-
tients didn’t change their therapy with disease mo-
dified anti rheumatic drugs (DMARD), as well as
with corticosteroids (CS). Both groups have been
taking standard doses of one nonsteroidal anti-in-
flammatory drug (NSAID) or analgesics from the
beginning of their symptoms.

Disease activity for RA patients was measured by
disease activity score with 3 variables-DAS28(3) 34,

This score was calculated by standard formula,
using the number of tender and swollen joints from
a28-joints count list and the Erythrocyte Sedimen-
tation Rate (ESR). The patient’s general health, or
global disease activity usually measured on aVisual
Analogue Scale (VAS) was excluded from the cal-
culation formula, as the currrent pain could be
caused not only by rheumatoid arthritis activity,
but also by a painful shoulder syndrome. The
DAS28(3) provides a number on a continuous sca-
le indicating the current activity of the rheumatoid
arthritis (Table I). Patients with high disease acti-
vity indicated with DAS28(3) above 5.1 were exclu-
ded, as well as patients with extraarticular mani-
festations of the rehumatoid arthritis dissease.

Exclusion criteria for boths groups were fractu-
re or severe trauma of the shoulder. Patients who
had comorbidity that might influence shoulder
pain (cervical spine degeneration, neuropathy,
chest tumor, cardiac pain) were also excluded.

Every patient gave the informed consent to be
examined by ultrasound and to participate in the
study. This study was approved by local Ethics
committee.

Ultrasonography

This examination was performed by a single rheu-
matologist, experienced in musculoskeletal US
examination for seven years. The ultrasound exa-
miner was blinded for the clinical findings, diag-
nosis and patient identity. All patients were exami-
ned with commercially available equipment using
a7.5MHzlinear phased array transducer (Voluson
730 PRO, GE Medical Systems Kretz Ultrasound).

Pathological US findings were detected for long
head biceps tendon-LHB, subscapularis tendon-
-SSC, supraspinatus tendon-SSP, infraspinatus ten-
don-ISP subacromial/subdeltoid bursa-SA/SD-B,
glenohumeral joint effusion-JE, bone cartilage-BC,
and humeral erosions-HE.

Transverse and longitudinal planes were used
for all of the following investigated structures. LHB
and SSC tendons were examined on the anterior
aspect of theshoulder, in the seating position, with
the arm held in neutral position, the elbow flexed
to 90°, and the forearm in asupinated position on
the thigh'®. SSP and ISP tendons were examined
with laterally moved transducer, with the patient's
shoulder in hyperextension and internal rotation.
This position allows the maximal length of tendons
to be visualized'®. The SA/SD-B was imaged be-
tween the deltoid muscle and the SSP and ISP ten-
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Table I. Baseline characteristics of the examined patients

Rheumatoid Degenerative
arthritis shoulder disease

Patient characteristics n=77 n=101 P
Age (years), mean (SD) 60.87 (10.24) 61.09 (10.90) 0.651
Female (number), percent (%) 54 (70.1) 63 (62.37) 0.178
Symptom duration (years), mean (SD) 0.84 (0.27) 0.37 (0.16) 0.002**
Erythrocyte sedimentation rate (mm/hr), mean (SD) 24.28 (9.98) 19.7 (7.64) 0.114
Red blood cells (number x10'?/L), mean (SD) 3.48 (0.42) 4.29 (0.57) 0.000**
White blood cells (number x10°L), mean (SD) 5.87 (2.49) 7.84 (2.01) 0.00 | **
Platelets (number x10°L), mean (SD) 207.4 (66.4) 321.4 (73.7) 0.000**
Hemoglobine (g/L), mean (SD) 112.0 (22.2) 137.8 (15.9) 0.000*
RF positive (number), percent (%)? 63 (81.8) 3 (3.0) 0.000%**
ANA positive (number), percent (%)™ 9 (11.7) 5(5) 0.098
Tender joints count (number 0-28), mean (SD) 2.65 (0.98)
Swollen joints count (number 0-28), mean (SD) 1.41 (0.98)
VAS (mm), mean (SD)?* 6.30 (1.50) 6.43 (2.10) 0.739
DAS28/3 (number), mean (SD)*** 3.73 (0.61)
Diclofenac terapy (number), percent (%) 61 (79.22) 82 (81.19) 0.744
Glicocorticoid therapy (number), percent (%) 51 (66.23)

FRF — rheumatoid factor
3" ANA — antinuclear antibodies

F2VAS — global disease activity measured on a Visual Analogue Scale of 100 mm
F3"DAS28/3 — disease activity score incorporating Erythrocyte sedimentation rate, Tender joints count and Swollen joints count

dons. For the visualization of the joint effusion,
distance between joint capsule and inferior mar-
gin of ISP tendon above 2 mm was considered as
positive sign. The humeral articular cartilage was
seen between the SSP and ISP tendons and the hu-
meral head.

Ultrasonography finding for every of the inves-
tigated feature was graded as 0 or 1 (absence or
presence of the US pathological findings). Subdi-
vision of pathological findings was conducted as
recommended by Iagnocco et al'’: for LHB tendon
as tendinopathy (transversal diameter above 3 mm
inwomen and 3,3 mm in men?®), tenosynovitis (pre-
sence of fluid in tendon's sheath), subluxation
from groove and tendon rupture; for SSP and ISP
tendons as focal tendinopathy (focal hypertrophy
above 5 mm-longitudinal scan, focal hypoechoge-
nicity), global tendinopathy (global hypertrophy
above 5 mm- longitudinal scan, uniform hypoe-
chogenicity with/without small anechogenic are-
as as a sign of threatening partial rupture), comple-
te tendon rupture (nonvisualisation of tendon) and
presence of calcifications. Pathological findings of
SSC tendon were characterized as tendinopathy
(hypertrophy and hypoechogenicity), nonvisuali-

zation of tendon (established as complete tendon
rupture) and presence of calcifications. Bursitis
with or without synovial proliferation was establi-
shed as distension of SA/SD-B above 2 mm with
anechogenic or hypoechogenic fluid. Normal car-
tilage thickness was considered to be 2 mm. The vi-
sualized humeral head and great tuberosity were
evaluated for bone erosions. Since only a part of
humeral head cartilage is seen with sonography,
some of the authors suggest the term tuberosity
erosions to be used instead. Nevertheless, Bruyn
and Naredo have described humeral head erosions
in detecting destructive and inflammatory shoul-
der abnormalities’. Therefore, we have adopted the
term humeral erosions (HE) for both humeral head
and tuberosity erosions.

Statistical analysis

Differences between groups were evaluated by
nonparametric Yates’ corrected chi-square test
considering pathological ultrasound findings. Chi
square and Fisher's exact test were used for the
calculation of the differences in US pathology sub-
divided for every of the investigated features. Inde-
pendent samples T test was used in calculation of
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Table II. Ultrasonography findings

Rheumatoid Degenerative | Yates' corrected

arthritis shoulder disease chi-square
Pathological n=77 n=101 (2-tailed)
Ultrasound (US) changes No % No % P
Long head biceps tendon-LHB 63 81.8 70 69.3 0.058
Supraspinatus tendon-SSP 65 84.4 72 71.7 0.045*
Infraspinatus tendon-ISP 45 58.4 57 56.4 0.951
Subscapularis tendon-SSC 38 | 494 47 46.5 0.710
Subacromial/subdeltoid bursa-SA/SD-B 35 45.5 45 44.6 0.960
Glenohumeral joint effusion-JE 22 | 286 5 5.0 0.000%**
Bone cartilage reduction-BC 23 29.9 12 1.9 0.003**
Humeral erosions-HE 12 15.6 4 4.0 0.007**

#p<0,05
*#p<0,01

between-groups differences for continue variables.
A probability (2-tailed) value less than 0.05 was
considered to be statistically significant and less
than 0.01 was considered to be highly statistically
significant.

Logistic regression model was used to identify
set of items that allows discrimination between RA
and DSD groups. Logistic regression was used to
test hypothesis about relationship between a cate-
gorical dichotomous outcome variable (inflamma-
tory or non-inflammatory nature of a painful
shoulder syndrome) and several categorical pre-
dictor variables (pathological US findings for LHB
tendon, SSP tendon, ISP tendon, SSC tendon,
SA/SD bursa, glenohumeral JE, BC reduction and
HE). Goodness-of-fit test was used to assess the fit
of a logistic model against actual outcomes.

All analyses were carried out using commercial
statistical program SPSS 16.0.

Results

The two groups were homogeneous considering
gender and age (p=0.178; p=0.651) (Table I). Ave-
rage duration of painful shoulder symptoms was 9
months in RA and 4,5 months in DSD group
(p=0.002). Average duration of RA disease was
7.29+ 1.32 years.

In RA group mild anaemia was registered, which
was of high significance comparing to DSD group
(p=0.000) (Table I). The number of white blood
cells and platelets has shown to be in normal stan-

dard values, although it was significantly different
between the observed groups (p=0.001 and
p=0.000 respectively).

Statistical difference between groups was
observed with regard to rheumatoid factor test
(p=0.001). There was no statistical difference con-
sidering antinuclear antibodies, erythrocyte sedi-
mentation rate and Visual Analogue Scale (VAS)
(p=0.098 p=0.114 and p=0.739 respectively) (Ta-
ble I). Mean disease activity for RA patients mea-
sured by disease activity score with 3 variables-
-DAS28(3) was moderate (Table I).

All RA patients were treated with DMARD at the
time of examination, doses unchanged from the
symptom's onset. They were treated with: Metho-
trexate 65 patients (87.01%), Sulfasalazine 7 pati-
ents (9.09%) and Resochine 3 patients (3.90 %).
Doses for Methotrexate were of 10.0 mg weekly (53
patients-81.54%), 12.5 mg weekly (7 patients-
-10.77%) and 15 mg weekly (5 patients-7.69%).

All patients were treated with NSAIDs, majority
of them with Diclofenac in both groups (Table I).
Other were treated with Naproxen (6 (7.79%) in RA
group and 7 (6.93%) in DSD group), and with Pa-
racetamol or other NSAID (10 (12.98%) from RA
group and 12 (11.88%) from DSD group).

Fifty-one (66.23%) rheumatoid patients and
none from the DSD group were treated with glico-
corticoids per os (prednisone from 7,5 mg to 10
mg daily). None of the patients were treated with
local glicocorticoid infiltrations.

The most frequent pathological US changes in
the RA painful shoulder group, as well as in the
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DSD painful shoulder group, were found in SSP
tendon, LHB tendon and ISP tendon, followed by
SSC tendon and SA/SD bursitis (Table II).

Comparing separately between groups every of
the investigated feature, statistically significant
borderline differentiation in RA and DSD groups
was found in LHB tendon (Yates’ corrected chi-
square test 0.058) (Table II). Subdivision of the pa-
thological findings showed that tenosynovitis of
LHB was more frequently found in RA than in DSD
group (p=0.019) while tendinopathy, subluxation
and rupture were found almost equally in both
groups of patients (p=0.252, p=0.177 and p=0.685
respectively) (Figure 1).

Furthermore, pathological changes of SSP ten-
don were of borderline significance (Yates’ correc-
ted chi-square test 0.045) (Table II). Differences
were observed in SSP tendon rupture, which was

presented in RA patients 3 times more often than
in DSD group (p=0,001) (Figure 2). Global tendino-
pathy was more frequently found in DSD than in
RA patients, but with no statistical difference
(p=0.092). Focal tendinopathy and calcifications
in RA group did not differ from DSD group (p=0.560
and p=0.256 respectively) (Figure 2).

Pathological ultrasound findings of the ISP ten-
don were presented almost equally in the investi-
gated groups (Table II). After stratifying of patho-
logical changes, significant statistical difference
was found between groups in rupture (p=0.005),
but focal tendinopathy, global tendinopathy and
calcification did not prove to be significant diffe-
rent (p=0.149, p=0.572 and p=0.387 respectively)
(Figure 3).

Pathological ultrasound findings of SSC tendon
were almost equally found in both groups of pati-

ents (p=0,710) (Table II), as well as

normal

tendinopathy

tenosynovitis

subluxation

rupture

SSC tendinopathy and calcification
(p=0,671 and p=0,585 respectively)
(Figure 4). Considering SA/SD-B the-
re was no statistical significance
between groups.

In addition, we have recorded gle-
nohumeral joint effusion signifi-
cantly more often in RA compared to

DSD patients (Yates’ corrected chi-
square test p=0.000) (Table II). Fur-

ther findings with statistical differen-

number of patients

ce between groups were bone cartila-
ge thickness reduction (Yates’ correc-
ted chi-square test 0.003). Humeral

Figure 1. Ultrasound findings of LHB tendon
(Number behind the bar represents percentage of patients)

erosions were more frequently found
in RA patients which was statistically
proved with high significance, also

normal

focal tendinopathy

global tendinopathy

rupture

(p=0.007) (Table II).

In the Logistic Regression Analy-
sis, statistical significance of indivi-
dual regression coefficients (i.e., B s)
was tested using the Wald chi-square
statistic (Table III). A combination of
glenohumeral joint effusion-JE, bone
cartilage reduction-BC and humeral

erosions -HE has shown to be dis-
tinctive between RA and DSD pati-

calcification

ents. Those were significant predic-

number of patients

tors of inflammatory nature of the
painful shoulder syndrome (p <0.05).
The inferential goodness-of-fit test

Figure 2. Ultrasound findings of SSP tendon
(Number behind the bar represents percentage of patients)

was the Hosmer—Lemeshow test (Ta-
ble III), that yielded a y? (8) of 2.380
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normal

focal tendinopathy

global tendinopathy

rupture

43,56

cess of the shoulder has been occur-
red. Magnetic resonance imaging
(MRI) is an effective technique for as-
sessing shoulder joint, but MRI is an
expensive method, with limited avai-
lability. Besides that, most of the pa-
tients with shoulder pain prefer so-
nography to MRI®.

[l RA

W PAHS

Ultrasound has a number of

calcification

advantages, such as lack of irra-

number of patients

diation, wide availability, dynamic
approach, speed, reproducibility and
low cost!2.

US enables quite accurate evalua-

Figure 3. Ultrasound findings of ISP tendon

(Number behind the bar represents percentage of patients)

tion of changes in patients with pain-
ful shoulder. The question is if the US
findings can differentiate different

normal

tendinopathy

primary pathologies (inflammatory
arthropathies vs non-inflammatory).

Mean duration of the painful
shoulder syndrome was found to be
highly significant different between
groups. Some of the main reasons
why our patients with RA were not
examined earlier were: high level of

calcification

pain bearing, belief that pain could

pass without any treatment, belief

number of patients

that they could be self-cured with

NSAID and the expected long waiting

list for rheumatologic examination.
Patients with RA were selected on

Figure 4. Ultrasound findings of SSC tendon

(Number behind the bar represents percentage of patients)

and was not significant (p=0.967), suggesting that
the model was well fit to the data. Two additional
descriptive measures of goodness-of-fit presented
in Table 3 are R? indices, defined by Cox and Snell
and Nagelkerke. The percent concordant was
found to be 71.2%.

Discussion

Painful shoulder complains are often seen in daily
rheumatology practice. Several pathological enti-
ties have similar clinical picture. Clinical as-
sessment and conventional radiography, currently
the most widely used approaches, showed low ac-
curacy as lesion diagnostic tools'®. They usually de-
tect changes after the destructive structural pro-

the basis of their disease activity sco-

re (DAS28/3), which enrolled them

into either alow-activity oramild-ac-

tivity disease group. This enabled us
to presume that shoulder pain was not caused by
the actual flare of rheumatoid arthritis itself. As we
stated before this presumption could not be assu-
med for a high disease activity group and due to
that, those patients were excluded from evalua-
tion.

The most frequent US pathological changes for
the RA painful shoulder group were found in SSP
tendon (65%), LHB tendon (63%) and ISP tendon
(45%). Investigating painful rheumatoid shoulder,
Alasaarela and Alasaarela found biceps tendinitis
(57%) and changes in the supraspinatus tendon
(33%) to be the most frequent tendinopathy chan-
ges?. LHB and SSP tendon lesions were also the
most common findings of the rheumatic shoulder
in the work of Keysser and Osthus®. In our DSD
painful shoulder group, frequent pathological
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regard to clinical diagnosis

Table I11. Logistic Regression Analysis of ultrasound examination of 178 patients with shoulder pain in

Statistical tests of ep
individual predictors B SEB Wald > df p (odds ratio)
Constant 1.184 0.448 6.990 | 0.008 3.266
US LHB -0.499 0418 1.424 | 0.233 0.607
US SSP -0.786 0.427 3.397 | 0.065 0.456
UsS ISP 0.753 0.394 3.645 | 0.056 2.123
US SSC 0.104 0.375 0.078 | 0.781 I.110
US SA/SD-B 0311 0.327 0.907 | 0.341 1.365
US JE -1.278 0.509 6.306 | 0.012* 0.279
US BC -0.980 0.442 4916 | 0.027* 0.375
US HE -1.627 0.706 5.305 | 0.021* 0.197
Overall model evaluation X2 df p
Hosmer&Lemeshow test 2.380 8 0.967

*p<0,05
Cox and Snell R? = 0.167
Nagelkerke R? (Max rescaled R?) = 0.223

changes were found in SSP tendon (71.7%), LHB
tendon (69,3%) and ISP tendon (56.4%). SSP and
LHB tendon lesions were also the most common
pathological findings of non-inflammatory pain-
ful shoulder syndrome in other studies'> 2.

Tenosynovitis of LHB, as well as SSP and ISP ten-
don ruptures in the present study were signifi-
cantly more often observed in RA than in DSD pa-
tients. The long-standing inflammatory process
has probably played the leading role.

Minimal fluid accumulation in the subacro-
mial/subdeltoid bursa is able to be detected by US
examination. Subacromial/subdeltoid bursitis was
registered in 45.5% of our RA patients, and in 44.6%
of DSD patients, with no statistical difference. In
the previously published reports, for RA patients
bursitis was found either in lower percentage ver-
sus ours-from 14.3% to 30%2>2%%", or in higher per-
centage versus ours-from 58% to even 69%* .
Other studies of DSD patients found bursitis in
29%-45%'* . Our data noted glenohumeral joint
effusion in 28.6% of RA patients and only in 5.0%
of DSD patients. Other reported studies described
this finding in 15.6% to 58% of RA patients?*23.26.27:50
and in 8% to 29% of DSD patients*3'.

In spite of some dilemmas, several investigators
have emphasized the ability of ultrasound in de-
tecting erosions of the humeroscapular joint” with
higher sensitivity than radiography®*. As we have
discussed earlier, the problem is the inaccessibility

and poor visualization of the whole humeral head
by ultrasound. Because of that fact, the absence of
humeral head erosions should be considered with
some reserve.

Williams et al. found that humeral cysts are not
related to rotator cuff tear or aging®. In the present
study, humeral erosions were found four times
more in RA (12%) patients. In other studies, hume-
ral erosions in RA patients were found more fre-
quently, from 20% upon 70% 3*%. The possible rea-
son why humeral erosions appear less in our RA
group could lie in good RA disease control, which
was due to the inclusion criteria.

According to our knowledge, the set of US pain-
ful shoulder pathological features able to distin-
guish RA and DSD patients was not tested before.
In our Logistic Regression Analysis, combination of
glenohumeral joint effusion, bone cartilage reduc-
tion and humeral erosions was significant predic-
tor of inflammatory nature of the painful shoulder
syndrome.

As for the logistic regression, binomial distribu-
tion of the dichotomous outcome was robust as
long as the sample is random; thus, observations
were considered to be independent from each
other®.

In terms of the adequacy of sample size, the li-
terature has not offered specific rules applicable to
logistic regression®. Sample size calculation for our
logistic regression model was based on the work of
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Peduzzi et al.*. Using the calculation formula N =
10 k / p, where k is the number of covariates (inde-
pendent variables) and p is the smallest number of
the proportion of positive cases, the results repor-
ted in this study have been considered stable.

Goodness-of-fit statistics showed a good fit
of a presented logistic model to the data (Table III).
According to classification table, our model cor-
rectly predicted 71,2% of the cases at a cut-off va-
lue of p=0.50. Considering the general fact that per-
centage of concordant pairs above 75% was more
impressive®3, our predictive accuracy of the lo-
gistic regression model could be regarded as mo-
derate.

Limitations of the study

The first limitation of the study was the sample se-
lection. Firstly, the nature of the disease was well-
-established (disease duration for RA patients was
7 years). This was the case because all patients were
recruited from the tertiary health care center.
That"s why it is not possible to apply the results of
the present study to recent-onset RA cases. Further
studies are needed to test ultrasound differences
for early RA cases, when the achievement of the ac-
curate diagnosis is the most important. Secondly,
investigated groups have considerably different
duration in the symptom’s onset.

The second limitation of this study was ethics,
as we were not able to collect the informed consent
for all US-identified joint effusion cases in order to
perform a joint fluid aspiration. This was the case
for the glenohumeral joint effusion as well as for
the subacromial/subdeltoid bursa. Thus, the
achieved US changes of the synovial fluid which
had indicated inflammation were not confirmed
by arthroscopy, evacuation and laboratory as-
sessment. Furthermore, the third limitation of the
study was economic, thus US findings were not
confirmed by MRI or computed tomography (CT).
On the other hand, more appropriate imaging tool,
the power Doppler ultrasound (PD-US), was not
applied because of an absence of standardization
with this method’. The fourth limitation lies on the
ultrasound examination by itself. Since it was per-
formed by a single ultrasound examiner-rheuma-
tologist, there was dependence on personal inter-
pretation of the image, although he was blinded to
clinical findings, diagnosis and patient identity.

General limitation of the study was the depen-
dence on the technical characteristics of the US
device®".

Conclusions

In the investigated population of patients with
painful shoulder and comparing RA and DSD pa-
tients, differences were found in tenosynovitis of
long head biceps tendon, rupture of supraspinatus
and infraspinatus tendons, glenohumeral joint ef-
fusion, bone cartilage reduction and humeral ero-
sions.

We want to highlight that the following combi-
nation of pathology features: glenohumeral joint
effusion, bone cartilage reduction and humeral
erosions imaged by ultrasound is able, with a mo-
derately high degree of confidence, to identify pa-
tients with established RA in a group of patients
with painful shoulder syndrome.
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I CASO CLIiNICD I

SINDROME DE SJOBGBREN OU ESCLEROSE MULTIPLAT®T
UM DILEMA NA PRATICA CLIiNICA

C Duarte’, R Teoténio™, P Abreu’, P Dias™, F Matias™

Resumo

Introducao

Os autores apresentam o caso clinico de um doen-
te do sexo masculino, 53 anos, com um quadro «es-
clerose multipla-like», progressivo, com trés anos
de evolucao. Associadamente, o doente apresenta
um quadro de xeroftalmia e poliartralgias inflama-
torias, sendo o estudo complementar compativel
com Sindrome de Sjogren.

Os autores apresentam o caso clinico salien-
tando o envolvimento do Sistema Nervoso Central
no Sindrome de Sjogren e a dificuldade do diagnés-
tico diferencial com entidades neurolégicas como
a Esclerose Muiltipla.

Palavras-chave: Sindrome Sj6gren; Mielopatia; Es-
clerose multipla.

Abstract

The authors present a clinical case of a male, 53-
-years old with a multiple sclerosis like syndrome,
progressive, with 3 years of evolution. The patient
also referred dry eye and inflammatory arthralgias,
the complementary workup was according with
Sjogren’s Syndrome.

The central nervous system involvement of Sj6-
gren’s Syndrome and the difficulty of differential
diagnosis with neurological diseases such as Mul-
tiple sclerosis is discussed.

Keywords: Sjogren Syndrome; Mielopathy; Multi-
ple Sclerosis.

O Sindrome de Sjogren (SS) é uma doenca auto-
imune caracterizada por infiltracio mononuclear
e destruicdo de tecido glandular exécrino. Manifes-
tacdes extraglandulares podem ocorrer como con-
sequéncia de lesbes vasculiticas ou infiltrados mo-
nonucleares noutros 6rgaos. O envolvimento neu-
rolégico estd descrito em aproximadamente 20%
dos doentes. A afeccdo do Sistema Nervoso Perifé-
rico (SNP), ocorrendo com maior frequéncia, en-
contra-se bem documentada, sendo o envolvimen-
to do Sistema Nervoso Central (SNC) mais raro e o
seu diagnéstico, em regra, mais dificil.

Sintomas neurolégicos envolvendo o SNC no SS
podem mimetizar quadros de Esclerose Multipla
(EM) nas suas diversas variantes, tornando o diag-
néstico diferencial entre estas duas entidades no-
solégicas complexo.

Caso Clinico

*Servigo de Reumatologia, Hospitais da Universidade de Coimbra
**Servigo de Neurologia, Hospitais da Universidade de Coimbra
**Unidade de Neurologia, Hospital de Sto.André, Leiria

Doente do sexo masculino, 53 anos, previamente
saudavel, referia, desde ha trés anos, quadro pro-
gressivo de diminuicdo da forca muscular a direi-
ta, com envolvimento inicial do membro inferior e
posterior envolvimento braquial. Referia ainda,
com igual tempo de evolucao, dificuldade crescen-
te na marcha. Sem outros sintomas neurolégicos.

O doente ndo reconhecia qualquer factor desen-
cadeante ou variacdo sazonal dos sintomas.

Ao inquérito sistemadtico apresentava queixas de
xeroftalmia, sem outras queixas secas, bem como
poliartralgias das pequenas articulagées das maos
de ritmo inflamatério, sem nocdo de tumefacgao.

Ao exame objectivo evidenciava-se um bom esta-
do geral, pele e mucosas sem alteracées e auséncia
de sinais de artrite. O Teste de Schirmmer era <5 mm
bilateralmente, sem hipertrofia parotidea ou adeno-
patias periféricas palpaveis. A auscultagao cardio-
pulmonar era normal e a palpagdo abdominal ndo re-
velou a presenca de quaisquer organomegalias.
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Figura 1. RMN-CE: Cinco pequenas lesdes na substincia
branca

Ao exame neurolégico salientava-se a presenca
de sinais piramidais a direita, nomeadamente he-
miparésia espdstica de predominio crural (grau
4/5), hiperreflexia generalizada, com reflexo cuta-
neoplantar em extensdo a direita associado a cl6-
nus do pé. Verificava-se ainda alteragdo da sensi-
bilidade profunda ipsilateral, com diminui¢do da
sensibilidade vibratéria e alteracao do sentido po-
sicional a direita.

Os exames complementares realizados revela-
ram: Hemograma com contagem diferencial de
leucécitos e plaquetas sem alteracoes. Transami-
nases, LDH, CK dentro dos valores de referéncia.
Proteinograma electroforético e imunoelectrofore-
se sérica sem alteracoes — Factor reumatéide (FR)
e Waller-Rose (WR) negativos. Enzima de conver-
sdo da angiotensina sérica (SACE) normal. Serolo-
gia HIV, Hepatites, VDRL negativas. Anticorpos an-
tinucleares (ANA’s) positivos (+++), com padrao
mosqueado, Anti-SSA positivo forte, Anticardioli-
pina e anti-coagulante ltipico negativos. Foi reali-
zada puncao lombar, sem alteracdes macroscopi-
cas do liquido cefalo-raquideo (LCR) e estudo ci-
tobioquimico revelou-se normal. Era, contudo,
evidente a presenca de bandas oligoclonais em si-
multaneo no LCR e no soro. Potenciais evocados
sem alteracoes.

Realizou RMN-CE que demonstrou 5 pequenas
lesbes na substancia branca, hiperintensas em T2,
isointensas em T1, sem reforco de sinal ap6s con-

Figura 2. RMN Medula Espinhal: multiplas lesdes
desmielinizantes ao longo da medula cervical

traste (Figura 1) e RMN-coluna a qual evidenciou
multiplaslesées desmielinizantes ao longo da me-
dula cervical e dorso-lombar (Figura 2).

O cintigrama de glandulas salivares realizado
mostrou ligeira diminuicao funcional e a biopsia
de glandulas salivares evidenciou infiltrado linfo-
citico compativel com SS em fase inicial (Figuras
3ae 3b).

Dado o caracter insidioso e progressivo das
queixas neurolégicas, o doente iniciou corticote-
rapia (predinosolona 1 mg/Kg/dia com reducao
progressiva) e ciclofosfamida de acordo com es-
quema NIH. Foi ainda medicado com cdlcio, vita-
mina D e bifosfonato para prevencao de osteopo-
rose.

Apés o 6° pulso mensal de ciclofosfamida o
doente apresenta uma estabilizacdo do quadro cli-
nico sem que se evidencie uma melhoria da hemi-
parésia espastica.

Discussao

A EM é uma doenca inflamatéria e desmielinizan-
te do SNC, cuja etiologia permanece desconheci-
da, que afecta preferencialmente adultos jovens' e
que pode cursar com uma grande variedade de
sintomas?. Alterac6es motoras, sensoriais, cerebe-
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Figuras 3a e 3b. Biopsia de glandulas salivares minor do
labio: infiltrado linfocitico podendo corresponder a SS em
fase inicial.

losas e cognitivas estdo descritas®. Os doentes po-
dem apresentar um curso crénico progressivo ou
surto-remissao?®. O seu diagnostico é feito com base
na histéria clinica, em altera¢ées do LCR, achados
caracteristicos na RMN e outros exames neuroe-
lectrofisiolégicos de acordo com os critérios de
McDonald®.

Muitos dos sintomas e sinais frequentemente
descritos em doentes com EM podem ser observa-
dos em doentes com doencas sistémicas com en-
volvimento do SNC, como Lipus Eritematosos Sis-
témico (LES), Sindrome Anti-fosfolipido (SAF),
Doenca de Behcet ou Sindrome de Sjogren (SS)*.
Em alguns casos o envolvimento do SNC pode ser
a primeira manifestacdo de uma destas doencas
sistémicas*. Por outro lado, doentes com EM apre-
sentam, por vezes, manifestacoes clinicas de doen-
¢as autoimunes como artrite, fenémeno de
Raynaud®, assim como alteragdes laboratoriais
com presenca de Anticorpos Anti-Nucleares
(ANA’s)®. A maior prevaléncia de doencas auto-
-imunes em doentes com EM ou em familiares de
primeiro grau tem sido referida.’

Uma das doencas sistémicas com envolvimen-
to sistémico capaz de mimetizar um quadro de EM
é 0 SS. O SS é uma doenga auto-imune, crénica,
progressiva, caracterizada por infiltrado mononu-
clear e destruicdo do tecido glandular exdcrino,

sendo as glandulas salivares e lacrimais as mais
frequentemente envolvidas. Infiltracao linfocitica
de outros 6rgaos e lesdes vasculiticas podem ocor-
rer, sendo responsaveis pelos sinais e sintomas ex-
traglandulares®. O seu diagnéstico é feito com base
na associacdo de sinais e sintomas, alteracoes imu-
nolégicas, documentacao de alteracdo da funcgao
salivar e achados histolégicos caracteristico como
definido pelos Critérios de Classificacao America-
no-Europeus para SS°. O SS pode ser primario ou
estar associado a outras doencas auto-imunes sen-
do, neste caso, designado secundario®. A sua pre-
valéncia na populagdo adulta é de aproximada-
mente 0,5-3%, sendo mais frequente em mulheres
(9:1) acima dos 40-50 anos''-3,

Manifestacdes neurolégicas tém sido descritas
em doentes com SS. A sua prevaléncia permanece
controversa'. Garcia-Carrasco, num estudo envol-
vendo 400 doentes, encontrou manifestacées neu-
rolégicas em 9,5% dos doentes®. Vdrios estudos tém
referido, contudo, uma afeccdo neurolégica em
aproximadamente 20% dos doentes!'>"". Os sinto-
mas neurolégicos no SS podem acometer tanto o
SNP como o SNC'8, No entanto, o envolvimento
do SNP encontra-se relativamente bem documen-
tado e a sua prevaléncia é consideravelmente su-
perior a do SNC?15-17:1920,

O envolvimento do SNC tem sido descrito em
doentes com SS, contudo a sua prevaléncia perma-
nece controversa'®?, o que, segundo alguns auto-
res, poderé ser justificado pela auséncia de consen-
so quanto a definicdo de envolvimento do SNC,
critérios de SS usados em estudos nao uniformes,
inclusdo de casos de SS secunddrio e possiveis
vieses de seleccdo de doentes e recolha de dados?'.

Um largo espectro de manifestagdes clinicas
pode surgir, incluindo alteragdes focais, difusas,
neuro-psiquidtricas ou com envolvimento medu-
lar?'. Frequentemente tém um inicio insidioso, po-
dendo ter um curso intermitente ou cronicamen-
te progressivo. O envolvimento da medula espi-
nhal pode ser agudo com sintomas severos (mie-
lite transversa aguda) ou crénica com mielopatia
progressiva®.

O mecanismo etiopatogénico subjacente ao en-
volvimento neurolégico no SS nao se encontra
completamente esclarecido. Vasculite de peque-
nos vasos, auto-anticorpos como o anti-SSA, pro-
teinas da familia das Aquaporinas e diversos me-
diadores inflamatorios (anti-TNE INE IL-6, IL-10)
tém sido implicados?.

O envolvimento do SNC no SS pode mimetizar
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Tabela 1. Comparacio de achados clinicos entre
SSeEM

SS com
manifestacées
Neurolégicas
EM- Like EM
Idade dos primeiros
sintomas >40 20-40
Sexo Feminino (%) 80 65
Envolvimento SNP +++ -
ANA’s +++ +/- (22,5%)”
Anti-SSA/ SSB +++ +- (2-7%)*°
Alteragdes PEV + (£ 50%) +++
Bandas oligoclonais + (£ 30%) +++
LCR (a)
Bandas Oligoclonais ++ -
Soro
Alteragdes RMN ++ +++

Adaptado de Delalande et al, 2004"
(a) De acordo com alguns autores, o nimero de bandas oligoclonais no
LCR pode ser informativo: SS <2 e EM >3

clinica e imagiologicamente a EM**?*. Num estudo
com 82 doentes com SS e envolvimento neurol6-
gico', 28% dos doentes apresentavam um quadro
EM-like, 10 dos quais com um curso surto-remis-
sao e os restantes (13 doentes) com quadro de mie-
lopatia crénica mimetizadora de um quadro de
EM croénica progressiva. O diagnoéstico diferencial
entre estas duas entidades clinicas constitui um
desafio. Por outro lado, alguns autores consideram
a possibilidade da coexisténcia das duas patologi-
as?*?¥, A adequadaresolucao deste dilema é crucial
ja que a abordagem terapéutica depende do diag-
néstico estabelecido. A conjugacao das manifesta-
¢oes clinicas, neuroldgicas e sistémicas, a andlise
do LCR, as alteracdes na RMN, potenciais evoca-
dos e auto-imunidade podem constituir ferramen-
tas importantes para a sua resolucao (Tabelal). A
RM cerebral pode ser normal ou apresentar lesdes
da substancia branca subcortical ou periventricu-
lar na ponderacao T2%. De acordo com estudos
mais recentes, a identificacdo de Anticorpos Anti-
-SSA no LCR podera dar um contributo valioso no
diagnostico diferencial entre estas duas patolo-
gias®.

No caso clinico exposto, a presenca de queixas
secas, objectivaveis pelo teste de Schirmer positi-
vo, a identificacdo de ANA’s positivos com anti-

-SSA positivo forte e a biopsia de glandulas saliva-
res minordo ldbio compativel com SS, assim como
a presenca de bandas oligoclonais no LCR e soro e
auséncia de alteracdes nos potenciais evocados fo-
ram importantes para o diagndstico diferencial.

O tratamento do envolvimento do SNC no SS
permanece largamente empirico, baseado na ex-
periencia clinica e em relatos de casos clinicos ou
pequenas séries de casos, ndo existindo ensaios
randomizados e controlados que sustentem as di-
ferentes opcoes terapéuticas?. A estratégia tera-
péutica deve ser dependente da situagao clinica.
Govoni sugere que doentes com doenca estavel
auto-limitada ndo devem receber terapéutica imu-
nossupressora. Em oposicdo, doentes com sinais
de actividade ou formas progressivas devem ser
tratados de modo agressivo com corticoterapia e
pulsos mensais de ciclofosfamida endovenosa'.
Outras terapéuticas tém sido referidas, de forma
anedética, incluindo terapéuticas imunossupres-
soras® como clorambucil, azatioprina, ciclospori-
na e metotrexato assim como terapéutica com
imunoglobulina endovenosa®. O prognéstico des-
ta situacdo é variavel dependendo das manifesta-
¢oes clinicas, tempo de evolucio e terapéutica ins-
tituida. O pequeno ntimero de casos relatados tor-
na dificil a avaliacdo do prognéstico nestes doen-
tes. No caso clinico apresentado é pouco provavel
que o doente responda favoravelmente com re-
missdo dos sintomas dado a evolucdo crénica e
progressiva dos sintomas, contudo uma estabiliza-
¢ao do quadro clinico foi possivel com a terapéu-
tica instituida.
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I CASO CLIiNICD I

A PROPOSITO DE UM CASO DE
ESPESSAMENTO CUTANEO...

S Serra’, C Ambroésio’, M Jodo Salvador™, ] Silva™, D Serra™, ] Pedro Reis™, A Malcata™

Resumo

Os autores apresentam o caso clinico duma doente
de 79 anos de idade, com quadro de espessamen-
to cutaneo progressivo da face, dorso e membros,
evoluindo desde hé 6 anos. Associadamente, refe-
ria dispneia de esforco e disfagia intermitente para
sélidos, sem outras queixas sistémicas ou articula-
res. O estudo complementar de diagnéstico reve-
lou um pico monoclonal IgG KAPA, anticorpos an-
tinucleares (ANA) positivos, padrdo mosqueado e
capilaroscopia normal.

As alteracbes cutdneas constatadas no exame
objectivo associado a alteragdes caracteristicas na
biopsia conduziram ao diagnéstico de Escleromi-
xedema, uma variante escleroderma-like, rara. Os
autores apresentam o caso salientando os diferen-
tes diagndsticos diferenciais perante um caso de
aparente esclerose cutinea.

Palavras-chave: Espessamento Cutaneo; Variantes

escleroderma-like; Escleromixedema; Biopsia Cu-
tanea.

Abstract

The authors present a clinical case of a 79 years old
female patient, with a progressive cutaneous
thickening of the face, trunk and limbs, lasting for
6 years. She also presented exertional dyspnea and
intermittent solid dysphagia. The laboratory study
identified IgG KAPA monoclonal protein and an-
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tinuclear antibodies with a speckled pattern. The
nailfold capillaroscopy was normal. A detailed
physical examination together with cutaneous his-
topathology led to the diagnosis of Scleromyxede-
ma, a rare cutaneous scleroderma like disease.

The differential diagnosis of cutaneous sclerosis
is discussed.

Keywords: Cutaneous thickening; Scleroderma-
like Disorders; Scleromyxedema; Skin Biopsy.

Introducao

O Escleromixedema é uma mucinose cutanearara,
idiopética, que se caracteriza clinicamente por es-
pessamento cutaneo, em placas, da face, tronco e
membros, resultantes da deposi¢do de mucina na
derme. O diagnéstico definitivo é confirmado pela
histologia cutanea ao identificar proliferacdo de fi-
broblastos e abundantes depésitos de mucina. Na
maioria dos casos estd associada a gamapatia mo-
noclonal. Menos frequentemente, pode associar-se
amanifestacoes sistémicas, constituindo os envol-
vimentos cardiovascular e do sistema nervoso cen-
tral as principais causas de mortalidade nestes
doentes. Nao existe tratamento especifico. A reso-
lucdo espontanea pode ocorrer.

Caso Clinico

Doente do sexo feminino, 79 anos, raca branca, in-
ternada no nosso servico para esclarecimento de
quadro clinico caracterizado por espessamento cu-
taneo progressivo da face, tronco e membros com
6 anos de evolucao. O inicio das queixas fora insi-
dioso, com atingimento inicial da face, sobretudo
fronte e mento e, posteriormente, do terco distal
dos membros superiores e inferiores, simetrica-
mente, e dorso, em especial nas regides axilares.
Negou dor local ou presenca de sinais inflamaté-
rios nas zonas afectadas durante toda a evolucéo do
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quadro. O que mais a preocupava era o atingimen-
to da face, com acentuacao das pregas cutaneas,
motivo de alguma ansiedade e humor depressivo.

Associadamente, referia ainda queixas de
dispneia para médios esforcos, sem ortopneia, e
disfagia intermitente para s6lidos com o mesmo
tempo de evolugdo. Desde hd 4 anos, referia artral-
gias mecanicas recorrentes das maos, joelhos e pés,
sem rigidez matinal ou nocdo de tumefacgao arti-
cular. Negou fotossensibilidade, fenémeno de
Raynaud, parestesias das maos, alopécia, queixas
secas, aftose oro-genital, ou qualquer outra quei-
xa sistémica. Negou habitos tabégicos ou etilicos,
e exposicdo a substancias quimicas ou téxicos am-
bientais. Antecedentes de hipertensao arterial e fi-
brilhacao auricular, estando medicada com furo-
semida 40mg/dia, digoxina 0,125 mg/dia e varfa-
rina 3,75 mg/dia. Sem outros antecedentes pes-
soais ou familiares relevantes.

Ao exame objectivo apresentava espessamento
cutaneo em placas, mal delimitadas, da face, dor-
so, area de decote e terco distal dos membros. Na
face era evidente uma acentuacgdo das pregas cu-
taneas sobretudo da fronte, sulcos nasolabiais e
labio superior, associada a redugdo da pilosidade
das pestanas e sobrancelhas (Figura 1). Apresen-
tava esclerodactilia nos quatro membros, com hi-
perpigmentacdo associada (Figura 2). No tronco,
em particular nas regides escapulares, e também
na face, observavam-se pequenas papulas claras
de cerca de 1-2 mm de didmetro, firmes a palpa-
¢do, agrupadas por vezes em disposicdo linear, em
particular no dorso/regido axilar (Figuras 3A e 3B).
Na regido axilar também se verificava uma redu-

Figura |. Acentuacgio das pregas cutineas da face,
associada a redugio da pilosidade das sobrancelhas.

¢ao da pilosidade. Nas dreas afectadas o tegumen-
to cutaneo encontrava-se endurecido, mas era mo-
vel sobre o tecido celular subcutaneo.
Apresentava-se com bom estado geral, apiréti-
ca, normotensa, sem adenopatias palpaveis nem
alteracoes ao exame toraco-abdominal. Sem alte-
ragdes ao exame reumatolégico, nomeadamente
artrite. Sem alopécia, fenémeno de Raynaud ou
outras alteragdes. Dos exames efectuados hé a re-
ferir: exame capilaroscépico normal. Analitica-
mente apresentava uma velocidade de eritrosedi-
mentacdo de 37 mm/12h, hemograma com leuco-
grama e plaquetas normais, e bioquimica comple-
ta e PCR, normais. Sumaria de urina, C3 e C4
normais e factor reumaté6ide ausente. ANA’s pre-
sentes (++), padrdao mosqueado, com ENA“s nega-
tivos. Proteinograma e imunoelectroforese sérica
com gamapatia monoclonal IgG Kapa. Imunoelec-
troforese urindria com vestigios de cadeias pesa-
das Gama e cadeias leves Kapa monoclonais. O
medulograma evidenciou apenas 5% de blastos,
com morfologia normal. Func3o tiroideia normal.
Serologias para hepatite B, C e HIV negativas.
Relativamente aos restantes exames comple-
mentares de diagndstico, destacou-se a radiogra-
fia do térax sem alteracgdes; radiografias articula-
res com alteracoes degenerativas; electrocardio-
grama, ecocardiograma e ecografia abdominal
sem alteracdes. O estudo pulmonar, com provas de
funcéao respiratéria e TAC pulmonar de alta reso-
lugcdo normais. Foi realizada a manometria esofa-
gica que revelou alteragdes motoras inespecificas,
ndo compativeis com o padrao esclerodérmico. A
doente recusou endoscopia digestiva alta.
Realizou biopsia cutdnea das dreas afectadas
(face e dorso) que revelou: «<sob uma epiderme nor-

Figura 2. Esclerodactilia e hiperpigmentagio.
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Figura 3A e 3B. Pequenas papulas claras dispersas
no abdémen, dorso e regido axilar, nesta ultima com
disposigdo linear.

mal, observa-se hipercelularidade na derme papi-
lar e média, por aumento do ntimero de fibroblas-
tos e células dendriticas, que acompanham aspec-
to laxo e mix6ide, constituindo papula de limites
imprecisos. Infiltrado linfomononuclear discreto,
com predominio pericapilar. A coloragdo pelo PAS
Azul Alcian revela forte sobrecarga de mucina, na
derme alta. Aspecto histolégico muito sugestivo
de Escleromixedema.» (Figuras 4 e 5).

Realizado o diagnoéstico de Escleromixedema, a
doente foi orientada para a consulta de Dermato-
logia, mas recusou fazer tratamento. Manteve-se
estavel clinicamente, sem agravamento do quadro
cutaneo ou surgimento de outras queixas sisté-
micas.

Discussao

Figura 4. Biopsia cutanea — hipercelularidade na derme
papilar e média, por aumento do nimero de fibroblastos e
células dendriticas; infiltrado linfomononuclear discreto,
com predominio pericapilar.

Os distarbios cutaneos fibrosantes incluem um
largo espectro de doencas caracterizadas por escle-
rose da derme, hipoderme e por vezes tecidos
adjacentes como misculos e osso. Clinicamente
cursam com espessamento cutaneo e, histologica-
mente, com acumulacdo local excessiva de colagé-
nio ou outros componentes da matriz extra-celu-
lar. As semelhancas clinicas com a Esclerose Sisté-
mica justificam a designacao de disttirbios «escle-
roderma-like». A evolucgao clinica é variavel, desde
benigna com envolvimento cutdneo localizado, a
grave com atingimento sistémico potencialmente
fatal. E muito importante estabelecer um correcto
diagnéstico, uma vez que as doencas escleroder-

Figura 5. Biopsia cutinea — a coloragio pelo PAS Azul
Alcian revela forte sobrecarga de mucina, na derme alta.
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ma-like sdo diferentes entre si, na patogenia, gra-
vidade clinica, tratamento e prognéstico'. A distri-
buicdo e a qualidade do envolvimento cutaneo, a
presenca ou nao de fenémeno de Raynaud ou de
alteracdes capilaroscopicas, e a associacdo com
doencas particulares, ou a identificacdo de para-
metros laboratoriais especificos podem ser uma
ajuda crucial para o diagnéstico. Em muitos casos,
abiopsia cutdnea e/ou muscular é necessdria para
confirmar a suspeita diagnéstica?.

Dentro dos disttrbios escleroderma-/ike desta-
cam-se os seguintes grupos: Doencas mediadas
por processo inflamatério/imune (fasceite eosi-
nofilica, doenca enxerto versushospedeiro, liquen
escleroso e atrofico e sindrome de POEMS); doen-
¢as metabdlicas (fenilcetontria, porfiria cutdnea
tarda, hipotiroidismo — mixedema), doencgas por
deposicdo (escleromixedema, amiloidose sistémi-
ca, fibrose nefrogénica sistémica, escleredema, li-
podermatoesclerose), doencas ocupacionais (clo-
reto de polivinil, solventes organicos, silica, resinas
de ep6xido), doencas genéticas (progeria, acroge-
rias, sindrome de Werner, distrofia fascial congé-
nita), doencas por téxicos ou iatrogenia (bleomi-
cina, pentazosina, carbidopa, sindrome eosinofi-
lia-mialgia secundério ao L-triptofano, sindrome
do 6leo téxico, pés-radiacdo). Algumas destas
doencas sao apenas de interesse histérico (sindro-
me do 6leo téxico, sindrome eosinofilia-mialgia),
outras extremamente raras, como as de causa ge-
nética. As mais comuns sdo a fibrose nefrogénica
sistémica, a fasceite eosinofilica, o escleromixede-
ma e o escleredema?.

No caso clinico apresentado, foi feito o diagnos-
tico de escleromixedema. O termo escleromixede-
ma foi usado inicialmente por Gottron em 1953,
para descrever uma erupcao papular liquenéide
generalizada. Em 2001, Rongioletti e Rebora, clas-
sificaram o escleromixedema como a forma gene-
ralizada do liquen mixedematoso, sendo a muci-
nose papular o termo usado para descrever a for-
ma localizada dessa doenga, com envolvimento
localizado e progndstico mais favoravel>*.

O escleromixedema é uma mucinose cutianea
rara, idiopética, cuja prevaléncia exacta é desco-
nhecida, pelainexisténcia de estudos epidemiol6-
gicos. Estimam-se em cerca de 150 os casos des-
critos na literatura médica inglesa*. Afecta tipica-
mente individuos de meia-idade, entre os 30 e 80
anos, sem predominio de sexo. A maior série de ca-
sos de escleromixedema foi publicada em 1995 da
Clinica Mayo, englobando 26 doentes avaliados

entre 1966 e 1990. Nesta série aidade média de ini-
cio de doenca foi 55 anos, com igual distribuicdo
por sexo?.

Caracteriza-se por espessamento cutaneo, com
formacéao de papulas, devido a deposicao de glico-
saminoglicanos na derme'.

Clinicamente, dois tipos de lesdes cutaneas po-
dem ser encontradas: placas difusas e/ou papulas.
As placas cutaneas sdo endurecidas, correspon-
dendo ao espessamento cutaneo. Sdo mal delimi-
tadas, podendo ocorrer isoladamente ou coalescer,
e localizam-se preferencialmente na face, pesco-
¢o, tronco e porcao distal das extremidades, de for-
ma simétrica, poupando as palmas das maos e
plantas dos pés, couro cabeludo e mucosas. Na
face, as pregas cutdneas tornam-se mais salientes,
em especial na fronte, sulco nasolabial e labio su-
perior, sendo que, a deposicdo de mucina naregido
da glabela, condiciona a aparéncia de «facies leo-
nina»"*.

As lesdes sdo tipicamente ndo pruriginosas, e a
pele tem aspecto brilhante, por vezes hiper-
pigmentado. H4, geralmente, rarefac¢ao pilosa das
sobrancelhas, pélos axilares e ptibicos. Nas maos
h4 esclerodactilia e o espessamento cutaneo sobre
as interfalangicas proximais com uma depressao
central tem sido descrito como «doughnut sign». O
progressivo espessamento e endurecimento cuta-
neo pode determinar reducdo da mobilidade arti-
cular das maos e punhos e compromisso da aber-
tura bucal®.

As papulas podem existir sobre as placas ou iso-
ladamente, correspondendo a deposi¢oes mais fo-
calizadas de mucina. Sdo geralmente esbranquica-
das, de 2-3 mm de didmetro, firmes a palpacéo, e
distribuem-se, na maioria dos casos, linearmente®.

Histologicamente, caracteriza-se por uma ex-
tensa deposicdo intersticial de mucina na derme
reticular alta e média, identificavel com corante
Azul de Alcian, associada a aumento da deposicdo
de colagénio, com disposicdo em bandas, muitas
vezes comprimidas pelos depdsitos excessivos de
mucina. Existe ainda, um marcado aumento do
ntamero de fibroblastos fusiformes e um ligeiro in-
filtrado linfoplasmocitico, perivascular. Os folicu-
los pilosos estdo atroéficos e as fibras elésticas es-
tao geralmente fragmentadas e em nimero redu-
zido'?S.

As manifestacdes sistémicas do escleromixede-
ma sdo relativamente frequentes e, em alguns ca-
sos, potencialmente fatais. A sua etiopatogenia nao
estd bem estabelecida, mas alguns autores suge-
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rem que a deposicdo de mucina em varios orgaos
seja o factor causal, devido a identificagao de mu-
cina na adventicia de alguns vasos de orgdos atin-
gidos, como o coracdo e o pulmdo. O mecanismo
fisiopatologico de base parece, entao, residir num
aumento da producao de dcido hialurénico e, con-
sequentemente, de mucina por parte dos fi-
broblastos dos doentes com escleromixedema.

A manifestacdo extra-cutadnea mais frequente é
a existéncia de uma paraproteinémia, em 83% dos
casos, sendo o componente monoclonal mais fre-
quentemente encontrado IgG com cadeias leves
Lambda. Apenas um pequeno grupo de doentes
apresenta cadeias leves Kapa; gamapatia biclonal
IgG e IgA ou hipergamaglobulinémia policlonal
também foram reportadas. Embora uma plasmo-
citose medular ligeira possa ser identificada, a pro-
gressdo para mieloma multiplo ocorre em apenas
10% dos casos.

Alguns estudos mostraram que o soro de doen-
tes com escleromixedema estimula, in vitro, a pro-
liferacao dos fibroblastos dérmicos. Inicialmente
pensou-se que a proteina monoclonal do soro des-
tes doentes fosse a responsavel pela estimulacao
dos fibroblastos, mas o uso de imunoglobulina pu-
rificada destes doentes ndo reproduziu a mesma
estimulacgao de fibroblastos do que utilizando o
soro; além disso, foi também observado que o ni-
vel de paraproteina nao desceu com o tratamento
eficaz, nem parece haver relacdo dose-dependen-
te entre a quantidade de paraproteina e a clinica.
Estes dados, associados ao facto de nem todos os
doentes com escleromixedema terem componen-
te proteico monoclonal (17% casos), sugere que
outros factores circulantes ndo paraproteinémicos
e/ouuma disfunc¢ao intrinseca dos fibroblastos es-
tejam na patogénese da doenca3.

A disfagia é outra manifestacao clinica extra-cu-
tanea muito frequente, ocorrendo em 31,6% dos
casos. Geralmente tem inicio insidioso, podendo
ter tradugdo no estudo da motilidade esofégica,
que demonstra dismotilidade, sobretudo proximal.

O envolvimento muscular pode ocorrer em até
27% dos casos, caracterizando-se por fraqueza
muscular proximal ou, mais raramente, generali-
zada, e geralmente ocorre varios meses ou anos
apos o inicio das lesdes cutdneas.

Se existir envolvimento pulmonar (16,7% dos
casos), este manifesta-se quase sempre por
dispneia, podendo haver doenca pulmonar restri-
tiva ou obstrutiva, por vezes com reducdo da difu-
sdo alveolo-capilar. As manifestacdes cardiacas in-

cluem doenca aterosclerética e enfarte agudo do
miocdardico. Noutros casos reportados, isolados,
foram também identificados bloqueio cardiaco e
derrame pericardico®*°.

Distarbios do Sistema Nervoso Central foram
descritos em 15% dos doentes, e incluem encefa-
lopatia, trombose cerebral, convulsées e psicose.
Outras manifestacdes como amnésia, vertigem ou
disartria também podem ocorrer®.

O atingimento articular ocorre em cerca de
10,5% dos casos, podendo incluir artralgias ou po-
liartrite seronegativa. O sindrome de ttinel carpi-
co ocorre numa minoria de doentes (9,6% dos ca-
sos) e deve-se a deposi¢dao de mucina no canal cér-
pico ou ao efeito téxico directo da mucina no ner-
vo mediano. O fenémeno de Raynaud é raro.

H4 casos reportados de resolugdo esponténea,
mas geralmente o curso desta doenca é crénico e
progressivo, podendo em alguns casos ser fatal,
sobretudo se houver envolvimento do sistema ner-
voso central®.

Até a data ndo hé tratamento ideal para o escle-
romixedema. As opc¢des terapéuticas actuais fo-
ram definidas com base em casos reportados ou
pequenas séries de casos®’.

A terapéutica com melfalan tem sido o trata-
mento de escolha, com vérios casos reportados de
sucesso, mas com significativa toxicidade. Resul-
tados variaveis tém sido apresentados com outros
imunossupressores como a ciclofosfamida e ci-
closporina?.

Outros 3 casos tratados com altas doses de cor-
ticbide mostraram completa resolucdo das mani-
festacOes cutaneas e da paraproteinémia num de-
les®®.

Muiltiplos casos demonstraram algum benefi-
cio com o uso da talidomida, mas a sua teratoge-
nicidade e o risco de neuropatia sensitiva irrever-
sivel limitam o seu uso®.

Em casos resistentes, com atingimento sistémi-
co mais grave, ha relatos de casos de sucesso com
o uso de transplante autélogo de stem cells, por ve-
zes associado a altas doses de melfalan'!2.

Viérios grupos tém reportado eficdcia do trata-
mento com imunoglobulina endovenosa (Ig ev),
inclusivé em doentes com complica¢des neurold-
gicas, como deméncia>'®. Apesar de ndo haverem
ainda relatos com o uso desta terapéutica a longo
prazo, os casos publicados sugerem que a Ig ev é
ndo s6 uma opc¢ao de tratamento eficaz, mas tam-
bém segura’.

Outros tratamentos como corticoides tépicos
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ou intralesionais, isotretinoina, dermabrasao,
PUVA, plasmaferese, entre outros, também foram
usados, com resultados varidveis e menos dura-
douros.

No presente caso clinico, a clinica (tipo e distri-
buicdo das lesdes cutdneas) associada a histologia
caracteristica foram essenciais para o diagnéstico
de escleromixedema. As principais caracteristicas
deste caso e que permitiram o diagnoéstico dife-
rencial com a esclerose sistémica (ES) foram: o es-
pessamento cutdneo ser superficial, sem atingi-
mento dos planos cutaneos profundos e ser acom-
panhado de papulas, a acentuacdo das pregas do
rosto ao contrdrio da ES em que, aparentemente,
ha reducao das rugas do rosto, a auséncia de pilo-
sidade nas dreas afectadas, o atingimento do dor-
so, a auséncia de telanjectasias e calcinose, a au-
séncia do fenémeno de Raynaud, de alteragdes na
capilaroscopia, de padrao imunolégico sugestivo
de ES, e a histologia demonstrando deposicdo de
mucina.

Outras diferencas permitiram a exclusao de ou-
tras doencas escleroderma- like. Assim, o diagnoés-
tico de fibrose nefrogénica sistémica (FNS) foi ex-
cluido pela auséncia de doenca renal terminal e
pelo atingimento predominante da face, que geral-
mente é poupada na FNS, e pela histologia, pois na
FNS a deposicao excessiva de colagénio e mucina
atinge os planos mais profundos, musculares.

Afasceite eosinofilica atinge sobretudo os mem-
bros, poupando a face, ocasionalmente pode en-
volver as maos e pés. De uma forma geral nao atin-
ge a epiderme, mas pode estender-se ao tecido ce-
lular subcutaneo e a derme adjacente. Com fre-
quéncia é acompanhada de eosinofilia periférica
(que pode nao ocorrer, mas ha séries que descre-
vem a sua ocorréncia em >80% dos casos) e a his-
tologia evidencia proliferacao fibroblastica e infil-
trado inflamatério geralmente com linfécitos, his-
tiécitos e eosinofilos na derme, hipoderme, fascia
superficial e perimisio. Estas altera¢gées nao se
observaram no caso clinico apresentado.

O escleredema ocorre associado a uma das trés
seguintes condicdes: diabetes mal controlada, p6s
infeccoes, sobretudo faringites estreptocécicas, ou
gamapatias monoclonais. Atinge geralmente a
face, dorso, 0 pescoco, mas poupa as extremidades.
Histologicamente apresenta deposicdo de colagé-
nio e mucina, na derme alta e profunda.

Apesar da existéncia de gamapatia monoclonal
e de alteracdes histolégicas compativeis, o atingi-
mento das extremidades associado as alteracoes ti-

picas da face, excluiram o diagnéstico de esclere-
dema.

Os autores, com a apresentacao deste caso cli-
nico raro, pretendem realcar as variantes clinicas
esclerodermiformes, e a sua abordagem diagnoés-
tica, salientando o valor do estudo histolégico para
o seu correcto diagnostico.
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CHOREA

IN A CHILDOD WITH

CHURG-STRAUSS SYNDROME

Aline O.Twardowsky,” José A. Paz,” Antonio C. Pastorino™, Cristina M. A. Jacob™,
Maria J. Marques-Dias”, Clovis A.A. Silva’

Abstract

Introduction

Introduction: Churg-Strauss syndrome (CSS) is a
systemic granulomatous vasculitis rarely described
in children, particularly associated with neurologi-
cal involvement, exceptionally chorea. To our
knowledge there are only 35 children and adoles-
cent patients with CSS described in the literature.
During a 25-year period 5283 patients were fol-
lowed up at the Pediatric Rheumatology Unit of our
University Hospital and only one (0.02%) presen-
ted CSS.

Case report: A 7-year-old boy suffered from severe
asthma, eosinophilia, history of allergy, recurrent
non-fixed pulmonary infiltrates, several nodular le-
sions in both lungs and maxillary sinusitis. Trans-
thoracic biopsy of the right lung revealed necroti-
zing extravascular eosinophilic infiltrates and the
diagnosis of CSS was established. During the fol-
low-up he had persistent vasculitis skin lesions and
hemichorea. Despite the treatment with immuno-
suppressive drugs and intravenous immunoglo-
bulin, he died because of pulmonary abscess and
sepsis.

Discussion: A rare case of CSS with chorea was re-
ported, reinforcing the possibility of this disease in
children with asthma, allergic rhinitis, hypereosi-
nophilia and cutaneous vasculitis.

Keywords: Churg-Strauss syndrome; Chorea; Eosi-
nophilia; Asthma.
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Churg-Strauss syndrome (CSS) is a rare systemic
granulomatous vasculitis of medium and small ves-
sels, characterized by a long history of asthma,
chronic allergic rhinitis and hypereosinophilia’.
This disease is very rare in the pediatric populati-
on and to our knowledge there are only 35 children
and adolescent patients described in the literatu-
re**. It is important to note that peripheral neuro-
logical involvement occurs in 37% of pediatric CSS,
particularly mononeuritis multiplex**. In addition,
other neurologic manifestations are infrequently
described in children and adult patients®>®.

From January 1983 to December 2008, 5283 pa-
tients were followed up at the Pediatric Rheumato-
logy Unit of Instituto da Crianca da Faculdade de
Medicina da Universidade de Sdo Paulo. Only one
(0.02%) of them fulfilled criteria for CSS according
to the American College of Rheumatology (ACR)'.
We described this patient’s case, which presented
hemichorea and died despite the treatment. The
Local Ethical Committee of our University Hospi-
tal approved this study.

Case Report

A 10-month-old male infant was born of normal
pregnancy and had history of allergy with recur-
rent wheezing ever since 4 months of age. He gra-
dually developed recurrent infections and respira-
tory allergy of the upper and lower respiratory tract
(chronic maxillary sinusitis, allergic rhinitis, tonsil-
litis and pneumonia) and progressive obstructive
airway symptoms (asthma) that demanded innu-
merous hospitalizations. The asthma was treated
with inhalation of beclomethasone propionate
(750 pg daily). No consanguinity was observed, and
no family history of asthma and adverse events af-
ter vaccination were found. At 6-years-old, he had
anorexia, loss of 20% of total body weight, failure
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Figure |. Chest x-ray showed pulmonary infiltrates in
both lungs.

to thrive, fever, dyspnea and wheezing since 10
months of age. The head circumference was on the
percentile 2. The laboratory exams showed hemo-
globin of 7.4 g/dL (normochromic and normocytic
chronic anemia), white blood cell count of 28.100
cells/mm? (69% eosinophilis) and platelet count
of 350.000 cells/mm?. Erythrocyte sedimentation
rate (ESR) was high (54 mm 1*/hour), as C-reactive
protein (CRP) levels were 35 mg/dL. The serum
complement (C3 and C4), urinalysis, renal and li-
ver function tests were normal. Serum IgE detec-
ted by solid phase radioimmunoassay was eleva-
ted (2.500 UI/mL) and allergic tests for inhalants
and food antigens were not reactive. Serologies
were negatives: hepatitis A and B, mononucleosis,
toxoplasmosis and rubella. Antinuclear antibodies,
antineutrophilic cytoplasmic antibody, anti-dou-
ble stranded DNA antibody, anticardiopin antibo-
dies, lupus anticoagulant and rheumatoid factor
were all negative. A chest x-ray showed non-fixed
pulmonary infiltrates (Figure 1) and a chest com-
puted tomography (CT) revealed several nodular
lesions in both lungs. Pulmonary function tests
were not performed. Transthoracic biopsy of the
right lung revealed necrotizing extravascular eosi-
nophilic infiltrates (Figure 2). Stool examinations
for parasites were negative. At that moment, the di-
agnosis of CSS was established according to 5 of 6
ACR criteria for this disease (asthma, eosinophilia,
history of allergy, non-fixed pulmonary infiltrates,
maxillary sinusitis and biopsy with extravascular
eosinophils)!. Prednisone (2.0 mg/kg/day) was
administered for two weeks, with rapid improve-
ment within one month (ESR 18 mm 1%/hour and
CRP 4 mg/dL) and the dosage was progressively
decreased to 10 mg/day. At 7-year-old, he was hos-

Figure 2. Biopsy of the right lung showing accumulation
of extravascular eosinophilic infiltrates.

pitalized with bilateral otitis, acute pneumonia,
persistent vasculitis skin lesions (palpable purpu-
ra and subcutaneous nodules) in lower limbs, with
increased ESR 76 mm 1/hour and CRP 52 mg/dL.
At that time, the patient developed persistent in-
voluntary movements in left upper and lower limbs
compatible with hemichorea. The symptoms did
not disappear during sleep. Neurologic examina-
tion revealed hypotonia, motor impersistence and
choreic movements of left upper and lower limbs.
This patient did not present any pyramidal sign.
Cerebrospinal fluid, electroencephalogram and
echocardiography were normal. Antistreptolysin
O titers were also normal (200 UI) and throat cul-
ture for group A Streptococcal infection was nega-
tive. A magnetic resonance imaging (MRI) of the
brain revealed bilateral lesions isointense on T1-
-weighted and hyperintense on FLAIR and T2-
-weighted at the subcortical white matter and se-
mioval center suggesting gliosis, associated to cor-
tical/subcortical atrophy with non-hypertensive
dilatation of the lateral brain ventricles (Figure 3).
The patient underwent for three consecutive days
intravenous pulse therapy with methylpredniso-
lone (30mg/kg/day) in combination with intrave-
nous cyclophosphamide (500 mg/m?/month) on
the third day. These drugs were administered for 3
consecutive months and cutaneous vasculitis im-
proved. However, the choreic movements impro-
ved only after one dose of intravenous immunoglo-
bulin (2g/kg) combined with third pulse therapy
with methylprednisolone and intravenous cyclo-
phosphamide. At the age of 7 years and 3 months,
he was hospitalized in the intensive care unit (ICU)
due to pulmonary abscess and sepsis by Citrobac-
ter freundii. Despite the precocious use of antibio-
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Figure 3. Magnetic resonance imaging (MRI) of the brain
revealed on FLAIR and T2-weighted axial resonance
imaging, lesion at the subcortical white matter and
semioval center suggesting gliosis, associated to
cortical/subcortical atrophy with non-hypertensive
dilation of the lateral brain ventricles.

tics (vancomicin and ceftazidime) in ICU, he died
after two weeks.

Discussion

A rare prevalence of CSS in children was observed
in our population of a tertiary Pediatric University
Hospital for a period of 25 years. Moreover, this is
the first case reporting chorea in a CSS patient ful-
filling the ACR criteria.

Primary vasculitis in children and adolescents
are rare diseases and can involve the central and
peripheral nervous system in the form of mono or
polyneuropathies in polyarteritis nodosa’, cere-
bral vascular accident in Takayasu arteritis® and
Henoch-Scholein purpura as previously reported
in our population®.

CSS is a primary vasculitis that has rarely been
reported in children and adolescents and only 35
cases were described in the medical literature**.
CSS occurred predominantly in girls with a
male:female ratio of 1:1.5, mean age at diagnosis
12 years (2-18 years) and clinical manifestations
that rarely started before one year of age, as it was

observed in our patient**. A clinical comparison
between children and adult patients with CSS
showed that pulmonary infiltrates and cardiomyo-
pathy were frequent in children and multiplex mo-
noneuritis and myalgias in adult population?.

The usual presentation of this primary vasculi-
tis includes fever, pulmonary infiltrates, sinusitis,
skin lesions vasculitis, peripheral eosinophilia (ge-
nerally higher than 1.500/mm?), elevation of acu-
te phase reactants and hyper-IgE in a child who has
had asthma?. Histopathologic studies with eosi-
nophilic infiltrates confirm vasculitis!, as observed
in this case.

It should be noted that the neurologic manifes-
tations were reported in 36% of adult patients with
CSS, especially multiple mononeuropathy and dis-
tal symmetric polyneuropathy. The vasculitis of
CSS generally involves the vasa vasorum of the pe-
ripheral nerves. Radiculopathies, ischemic optic
neuropathy and bilateral trigeminal neuropathy
were rarely described in adults with CSS®. Neuro-
logic involvement was described in 40% of chil-
dren with CSS, particularly multiple mononeuro-
pathy (35%) and orbital pseudotumor (3%)>*. In-
terestingly, asthma preceding the onset of neuro-
logic involvement was reported in all the adult
patients with a mean duration of 6.7 years®. In the
pediatric population, the occurrence of asthma be-
fore the diagnosis of CSS was evidenced in 91% of
the patients, as in our CSS patient?*.

Chorea is an extrapiramidal disorder, which can
be isolated as observed in our patient, or associa-
ted with other neurological signs, such as pyrami-
dal tract dysfunction. The most frequent etiology
of acute choreiform movements in children and
adolescents is post infectious, named rheumatic
fever generally associated with movement impro-
vement during sleep as it was previously described
by our group®. In addition, the association of vas-
culitis, asthma and eosinophilia was not evidenced
in rheumatic fever. Chorea can be also associated
with other vasculitis and/or vasculopathy of cen-
tral nervous system, specially neuro-Behget's di-
sease, antiphospholipid syndrome and systemic
lupus erythematosus possible due to antineuro-
nal and antiphospholipid antibodies!"'2.

In patients with CSS, chorea was described just
in a 13-year-old girl with a probable CSS disease
based on incomplete ACR criteria (3 out of 6: asth-
ma, eosinophilia and sinus abnormalities). The
MRI of the latter patient showed hyperintense in
T2 images in globus pallidus and subcortical whi-
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te matter®, but in ours, the only abnormality dis-
closed was only subcortical white matter and se-
mioval center lesion and cortical/subcortical atro-
phy probably related to steroid therapy. The MRI
was performed 2 days after the onset of chorea and
before the beginning of intravenous cyclophos-
phamide. The MRI aspects observed herein sug-
gest vasculitis in subcortical white matter.

The treatment of CSS includes high doses of cor-
ticosteroids. The use of immunosuppressive drugs
and intravenous cyclophosphamide should be res-
tricted to severe cases®. Intravenous immunoglo-
bulin was also administered in this patient, as it
was previously used for leukocytoclastic vasculitis
and giant cells arteritis in our pediatric popula-
tion®*®. Moreover, intravenous immunoglobulin is
a treatment option in patients with CSS with neu-
ropathy®. Despite the treatment, this is a serious
and life-threatening disease, with a mortality rate
of6/35 (17%) in the pediatric cases reported**. The
most frequent causes of mortality in these patients
are cardiac failure and intestinal perforation?.

In conclusion, we report a rare case of CSS with
chorea and we would like to reinforce the impor-
tance of the possibility of CSS diagnosis in chil-
dren with asthma, allergic rhinitis, hypereosinop-
hilia and cutaneous vasculitis.
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Resumo

Descrevemos o caso clinico de uma mulher de 80
anos, caucasiana, com antecedentes pessoais de
osteoporose e anemia cronica normocrémica nor-
mocitica (N-N) ndo esclarecida, apresentando qua-
dro de mialgias das cinturas escapular e pélvica
com trés meses de evolugdo associado a rigidez
matinal superior a 1 hora e artralgias de ritmo in-
flamatério das pequenas articulacoes das maos e
pés. Dos exames complementares destacava-se:
anemia N-N com Hg 9,8g/dL; VS 44 mm/h; PCR
7 mg/dL. Sendo o quadro sugestivo de Polimialgia
Reumadtica iniciou prednisolona 10 mg/dia com
resposta clinica favoravel. Ao 4° més de tratamen-
to surgiram parestesias da mao e pé direitos, pola-
quidria e aparecimento de lesdes petequiais nos
membros inferiores, verificou-se agravamento da
anemia, elevacdo dos parametros biol6gicos de in-
flamacado, inicio de insuficiéncia renal com clea-
rence creatinina 22 ml/min, proteintria e eritroci-
turia. Realizou biopsia renal que foi compativel
com granulomatose de Wegener/poliangeite mi-
croscopica. As vasculites sdo doencgas raras do ido-
so e a apresentacao clinica é variada. A arterite de
células gigantes e a polimialgia reumadtica sdo as
mais comuns no idoso. Nao é frequente uma apre-
sentacao Polimialgia- like nos casos de granuloma-
tose de Wegener/poliangeite microscépica.

Palavras-Chave: Idosos; Polimialgia Reumadtica;

Granulomatose de Wegener; Poliangeite Microsco-
pica; Vasculite.

Abstract

We describe the clinical case of 80 years, caucasian
woman, with personal history of osteoporosis and

*Servigo de Reumatologia do Hospital Garcia de Orta
**Unidade de Reumatologia do Hospital de Faro

chronic normochromic normocytic anemia (NN).
She had a three month history of myalgias of the gir-
dle, stiffness in the morning, exceeding 1 hour, as-
sociated with inflammatory arthralgia of the small
joints of hands and feet. Complementary exams
showed normocytic normochromic anemia with
Hg9.8g/dL; ESR 44 mm/h; CRP 7mg/dL. Given the
profile suggestive of Polymyalgia Rheumatica star-
ted prednisolone 10 mg/day with favorable clinical
response. Four months after treatment she started
paresthesias of right hand and foot, polaquiuria,
petequial lesions in lower limbs and inability to
walk; there was worsening of anemia and elevati-
on of the biological parameters of inflammation,
beginning of renal insufficiency with creatinine
clearance 22 ml/min, proteinuria and eritrocitu-
ria. Renal biopsy was compatible with Wegener's
granulomatosis/microscopic poliangeite. Vasculi-
tisis arare disease of the elderly and its clinical pre-
sentation is varied. The arteritis of giant cells and
Polymyalgia Rheumatica are more common in the
elderly. It is not often Polymyalgia-like presentati-
on in cases of Wegener's granulomatosis/micros-
copic polyangitis.

Keywords: Elderly; Polymyalgia Rheumatica; Wege-

ner's Granulomatosis; Microscopic Polyangitis;
Vasculitis.

Introducao

As vasculites sdo um desafio clinico de diagnosti-
co e tratamento. O diagnéstico definitivo e preco-
ce é essencial para minimizar as consequéncias da
doenca e diminuir a morbilidade e mortalidade.

A arterite de células gigantes e a polimialgia reu-
matica sao as formas mais frequentes de vasculite
no idoso'.

A Granulomatose de Wegener (GW) e a Polian-
geite microscopica (PAM) sdo doencas raras com
prevaléncia que varia entre 24 a 157 casos por mi-
lhdo de habitantes e sao mais frequentes nas ida-
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Tabela I. Avaliacao laboratorial antes de iniciar

terapéutica com Micofenolato de Mofetil
Consulta de Inicio do

Reumatologia | Internamento

Hemoglobina 10,3 g/dL 9 g/dL

Leucécitos 11000 13920

VS 44 100

PCR 7 19,9

Urina Il Normal Eritrocitaria

Clearence Normal 22 ml/min

da creatinina

Proteinutria 24h | Negativo 0,73 g/l24 h

Ureia 42 65

Creatinina 0,2 1,8

ANA Negativo 1/320

c-ANCA Negativo Positivo

VS —Velocidade de sedimentagio

PCR - Proteina C Reactiva

ANA — Anticorpo antinuclear

c-ANCA — Anticorpo anticitoplasmatico

des entre os 40 e 60 anos®>. A GW e a PAM sdo for-
mas de vasculite sistémica idiopdtica caracteriza-
das por inflamacdo granulomatosa necrotizante,
necrose tecidular envolvendo os vasos de pequeno
e médio calibre. Estao geralmente associadas com
a positividade de ANCA (anticorpos anticitoplas-
ma dos neutréfilos) na GW (c-ANCA + com PR 3) e
na Poliangeite (p-ANCA com MPO) e os niveis ele-
vados destes anticorpos precedem ou coincidem
com maior actividade da doenca®*. As manifesta-
¢oes clinicas da GW e da PAM sdo dificeis de dis-
tinguir. Uma apresentacdo com glomerulonefrite
necrotizante segmentar sem depdsitos de imuno-
complexos (causando glomerulonefrite rapida-
mente progressiva), artrite, infiltrados pulmonares,
purpura e neuropatia periférica pode ocorrer em
ambas®®.

Caso Clinico

Os autores descrevem o caso clinico de uma doen-
te do sexo feminino, caucasiana, de 80 anos de ida-
de, com histéria pessoal de osteoporose e anemia
crénica N-N ndo esclarecida, que referia mialgias
das cinturas escapulares e pélvica, com rigidez ma-
tinal superior a uma hora e artralgias das peque-
nas articulagdes das maos e pés de ritmo inflama-
tério com cerca de 3 meses de evolucao. A doente
foi observada em consulta de Reumatologia e

objectivamente apresentava diminuicdo da forca
muscular dos membros superiores grau 4+, sem ar-
trite, lesdes cutaneas ou outras manifestacoes. Re-
alizou avaliacdo analitica que revelou (Tabela I)
anemia normocitica normocrémica, aumento dos
parametros biolégicos de inflamacdo, com anti-
corpos antinucleares e factor reumatdide ausentes
no soro, sem outras alteracdes. A avaliacao radio-
légica das maos, joelhos e coxofemorais revelou
apenas discretas alterac6es degenerativas, a radio-
grafia tordcica apresentava cardiomegdlia e refor-
co intersticial bilateral. Fez osteodensitometria que
revelou osteoporose (indice T colo do fémur -2,5 e
coluna lombar de -3,7). Foi colocada a hipétese
diagnéstica de polimialgia reumatica tendo inicia-
do terapéutica com prednisolona 10 mg/dia, célcio
e vitamina D, dcido alendrénico 70 mg/semana,
naproxeno 500 mg 12/12h e omeprazol 20mg/dia.
Verificou-se resposta clinica favoravel durante cer-
ca de 4 meses, altura em que surge com anorexia
associada a polaquitria, lesdes cutaneas pete-
quiais nos membros inferiores e agravamento das
mialgias das cinturas, artralgias das maos e pés, ri-
gidez matinal, parestesias da mao e pé direitos,
mantendo diminui¢do da for¢a muscular dos
membros superiores grau 4+ (Figuras 1, 2 e 3).
Objectivamente nao apresentava artrite. Laborato-
rialmente verificou-se (Tabela I) agravamento dis-
creto da anemia, discreta leucocitose com neutro-
filia, aumento dos parametros biol6gicos inflama-
torios, insuficiéncia renal com sedimento urindrio
activo (eritrocittria), proteintria 0,73g/24h, ANA
1/320 e c-ANCA positivo. A ecografia renal revelou
aumento difuso da ecogenecidade parenquimato-
sa e proeminéncia piramidal. Realizou TAC toraco-
-abdomino-pélvico apresentando fibrose pulmo-
nar bilateral com acentuacdo do padrdo vascular
a nivel hilar e das bases, sem outras alteracoes de
relevo. O electromiograma revelou polineuropatia
de predominio sensitivo moderada. O resultado
histolégico da biopsia renal demonstrou glome-
rulonefrite crescéntica necrotizante (11 em 13 glo-
meérulos destruidos) muito sugestiva de granulo-
matose de Wegener/poliangeite microscépica. Co-
locada a hipé6tese diagndstica de granulomatose
de Wegener/poliangeite realizou terapéutica com
pulsos de metilprednisolona (1 gr e.v./dia) duran-
te 3 dias e iniciou ciclofosfamida oral 75 mg/dia.
Devido a natseas, vomitos e mal-estar geral foi
suspensa a ciclofosfamida oral. A doente recusou
fazer ciclofosfamida por via e.v. iniciando micofe-
nolato mofetil 1.500 mg/p.o./dia associado a
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Figura I.

Prednisolona 25 mg/dia oral, cotrimoxazol (800mg
+ 160 mg), mantendo célcio e vitamina D, dcido
alendroénico, acido félico, ferro oral e omeprazol.
Cercade 1 més ap6sinicio de terapéutica imunos-
supressora verificou-se melhoria clinica e labora-
torial significativa (Tabela II).

Discussao

De acordo com a literatura, a arterite de células gi-
gantes e a polimialgia reumdtica sdo as formas
mais frequentes de vasculite no idoso' e a granu-
lomatose deWegener (GW) e a Poliangeite micros-
copica (PAM) sdo raras em doentes acima dos 60
anos®. Da revisdo de literatura efectuada apenas
encontramos descritos dois casos de GW em ido-
sos cuja forma de apresentacao foi polimialgia-
-like tal como no caso que descrevemos’.

A GW e a PAM sao formas de vasculite sistémi-
ca idiopatica caracterizadas por inflamagao gra-
nulomatosa necrotizante, necrose tecidular com

Figura 2.

Figura 3.

envolvimento dos vasos de pequeno e médio cali-
bre. As manifestacoes clinicas da GW e da PAM sao
dificeis de distinguir. Uma apresentacdo com glo-
merulonefrite necrotizante segmentar sem dep6-
sito de imunocomplexos (causando glomerulone-
frite rapidamente progressiva), artrite, infiltrados
pulmonares, pturpura e neuropatia periférica pode
ocorrer em ambas>®%. O espectro clinico da GW é
muito alargado, variando desde formas indolentes
e limitadas até formas rapidamente progressivas
com muita gravidade. A forma classica de apre-
sentac¢do clinica da GW inclui o envolvimento das
vias aéreas superiores (sinusite, rinite, nariz em
sela turca), pulmées (hemorragia alveolar) e rins.
Cerca de 90 % dos doentes tém sintomas das vias
aéreas superiores e 80 % desenvolvem patologia
renal®®.

A PAM é muito semelhante a GW, mas geral-
mente ndo ha envolvimento pulmonar, apesar de
poder ocorrer hemorragia alveolar. E frequente os
doentes desenvolverem glomerulonefrite e rara-
mente a doenga pode ser limitada aos rins. Ao con-
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Tabela Il. Avaliacdo laboratorial apés terapéutica
com Micofenolato de Mofetil

I més apés 3 meses apos
iniciar MFM iniciar MFM
Hemoglobina 9,2 11,2
Leucocitos 7350 5900
VS 36 21
PCR Negativa Negativa
Urina Il Sem alteragdes Sem alteragdes
Clearence 27,88 ml/min 46,2 ml/min
da creatinina
Proteindria 24h | 0,6 g/24 h 0,3g/24 h
Ureia 69 45
Creatinina 1,4 0,9
ANA Negativo Negativo
c-ANCA Negativo Negativo

VS —Velocidade de sedimentagio

PCR - Proteina C Reactiva

ANA — Anticorpo antinuclear

c-ANCA — Anticorpo anticitoplasmatico

trario da GW nao se verifica a formacao de granu-
lomas®.

O envolvimento renal acontece em cerca de 75%
dos casos de GW e PAM. Tal como no caso descri-
to a glomerulonefrite € uma manifestacdo impor-
tante da vasculite de pequenos vasos (GW/PAM).
O envolvimento renal caracteriza-se pela necrose
glomerular pauci-imune segmentar e com cres-
centes associada a ANCA no soro e estdo descritas
formas cujo envolvimento € limitado ao rim. Ma-
nifesta-se como hemattria, proteindria, insufi-
ciéncia renal rapidamente progressiva e ANCA (+)
em 90 % dos casos®!. No caso clinicos que apre-
sentamos a doente apresentava insuficiéncia renal
com sedimento urindrio activo (eritrocituria).

O diagnéstico é feito com base na clinica, biopsia
(renal/nasal/pulmonar) e na presenca de ANCA. Es-
tes anticorpos geralmente tém especificidade para
enzimas proteinase-3 (PR3) ou mieloperoxidase
(MPO) detectados por ELISA em que no método
indirecto os primeiros tém um padrdo c-ANCA e os
segundos p-ANCA. Os ANCA podem ser negativos
em particular em casos de doenca limitada; os titu-
los diminuem ou desaparecem quando a doenca
entra em remissao®’. No caso clinico descrito a
doente apresentava positividade para cANCA, que
geralmente estdo associados a GW.

Laboratorialmente, nas vasculites, pode ainda
ocorrer anemia normocitica normocrémica, leu-

cocitose com neutrofilia, aumento da velocidade
de sedimentacdo e da proteina C reactiva, o que se
verificou no nosso caso clinico. O electromiogra-
ma relevou envolvimento do sistema nervoso pe-
riférico e arestante avaliacdo imagiolégicarealiza-
da excluiu outros locais de envolvimento!!.

O tratamento da GW e da PAM tem como objec-
tivo ainducdo da remissdo e sua manutengao com
amenor toxicidade possivel para uma maior sobre-
vivéncia'?.

Antes da introducao da ciclofosfamida e dos
corticosterdides na terapéutica da GW e da PAM,
amortalidade era de 82%?".

Actualmente j4 existem estudos randomizados
e controlados acerca da melhor abordagem de tra-
tamento nestas patologias. Os firmacos mais utili-
zados sdo os corticosterdides, ciclofosfamida, me-
totrexato, azatioprina (AZA), leflunomida e, recen-
temente, o micofenolato de mofetil. De acordo com
a literatura/ensaios clinicos! a ciclofosfamida as-
sociada aos corticoesteréides induzem a remissao
em 75 % dos doentes. A sua utilizacdo continuada
durante 1 ano diminui as recaidas mas pode apre-
sentar elevada toxicidade. Dependendo da gravida-
de da doenca os regimes terapéuticos actuais utili-
zam a ciclofosfamida para induzir a remissao du-
rante um curto periodo de tempo, seguida de um
imunosupressor menos toxico (metotrexato/aza-
tioprina) para manutencdo de remissao!>!41.

Apesar dos novos avancos na terapéutica, a pre-
vencao de recaidas ou o tratamento de casos re-
fractarios representam um enorme desafio na
GW12,15‘

Os autores concluem que uma forma de apre-
sentacao «Polimialgia like» na Poliangeite Micros-
copica e na Granulomatose de Wegener néo é fre-
quente. Perante um caso clinico em que se verifi-
que agravamento das queixas e aparecimento de
novos sintomas com aumento dos parametros in-
flamatoérios e insuficiéncia renal com sedimento
urindrio activo devemos sempre pensar em outras
formas de vasculite.
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TENOSYNOVITIS AND CARPAL TUNNEL SYNDOROME

FROM MYCOBACTERIUM TUBERCULOSIS —
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MANIFESTATION OF EXTRAPULMONARY TUBERCULOSIS
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Abstract

Tenosynovitis caused by tuberculosis (TB) is a rare
presentation of this disease usually reported in im-
munocompromised patients. We describe a patient
diagnosed with TB tenosynovitis of the left upper
limb with no history ofimmunodeficiency. Although
appearing in an endemic area the time to diagnosis
was 6 years due to the absence of acid-fast stained
bacilli in the first cultures despite histopathology
showing a granulomatouslesion. Institution of phar-
macological treatment and surgical debridémentled
to improvement within one month. The authors
emphasize the need for early intervention in order
to halt disease progression and avoid sequelae.

Keywords: Tuberculosis; Tenosynovitis; Carpal
Tunnel Syndrome; Extrapulmonary Tuberculosis.

Introduction

With almost 2 million deaths yearly, tuberculosis
(TB) has the highest death toll among infectious di-
seases. In developing countries it is the fourth-most
important avoidable cause of death'.

While pulmonary TB is by far the most common
clinical presentation of the disease, extra-pulmo-
nary TB currently accounts for 10-20% of cases in
immunecompetent and 60% in immunesupressed
patients.? Well-known manifestations of TB in the
musculoskeletal system include spondpylitis, septic
arthritis, osteomyelitis, myositis, bursitis, subcuta-
neous abscess, and tenosynovitis. The last of these
manifestations is rare and may be overlooked as
the cause of chronic tenosynovitis.

*Rheumatology Resident

**Rheumatologist

**Associate Professor

Department of Internal Medicine, Faculty of Medicine and
Rheumatology Division of the Hospital Universitario Walter
Cantidio of the Universidade Federal do Ceara, Fortaleza, Brazil

We describe a case of chronic tenosynovitis and
carpal tunnel syndrome from TB in an adultimmu-
necompetent patient, followed by a review of the li-
terature.

Case Report

In 2002, a previously healthy 60-year-old housewife
from a rural area of the northeast of Brazil reported
the spontaneous emergence of a node in her left
wrist associated to paresthesia in the fourth and fifth
ipsilateral fingers. An electroneuromyographic exa-
mination of the upper limbs was compatible with
carpal tunnel syndrome. Blood tests were normal
(blood cell counts, erythrocyte sedimentation rate,
C-reactive protein, antinuclear antibodies, rheuma-
toid factor, anti-SS-A, anti-DNA, anti-HIV, anti-HVC,
VDRL, TSH, and T4). An excisional biopsy of the node
revealed chronic granulomatous synovitis. No other
procedure was instituted at this time. A year later the
node recurred along with two other nodes in the te-
nar and hypotenar regions of her left hand. A second
excisional biopsy showed a dense acid-fast stain
(AFS)-negative lymphocyte-, histiocyte- and granu-
locyte-rich infiltrate and granulomas with multinu-
cleate giant cells. Management was again limited to
the surgical excision. In 2004, the lesion recurred and
an ultrasound scan of her left wrist revealed another
node near the volar flexor tendons. In 2007, an ul-
trasound scan of her left elbow disclosed expansive
lesions involving the flexor tendons and the synovial
tendon sheath. In February 2008, the elbow node de-
veloped into a fistula with abundant purulent dis-
charge and signs of inflammation in the left forearm.
The patient was then admitted to the rheumatology
service of the Walter Cantidio University Hospital
(Universidade Federal do Cear4, Brasil) in March
2008. Test results included PPD=7 mm, ESR =26mm;
blood cell counts as well as a chest x-ray were nor-
mal. The patient reported no other symptoms, no fa-
mily history of rheumatological disorders and no al-
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Figure |.Wrist prior to treatment. March 2008.

coholism. No changes were observed on the gene-
ral physical examination except for a node in her
left wrist covered by a crusty wound as well as ipsi-
lateral nodes in the tenar and hypotenar regions
accompanied by a fistula with purulent discharge
and inflammatory signs (Figure 1). An ultrassound
scan of the left hand and forearm showed synovial
thickening around the flexor tendons. The tendons
displayed tumor changes, retinacular bulging, me-
dian nerve thickening (cross section 33 mm? vs
6mm?in normals) with no effusion. Magnetic reso-
nance imaging revealed signs of chronic tenosyno-
vitis (synovial thickening and sheath liquid) in the
flexor tendons with superficial fluid pockets con-
nected to the tendon sheath suggestive of infection,
median nerve edema and thickening, associated to
signal changes in the lunate and hamate that were
attributed to the adjacent inflammatory/infectious
process (Figure 2). The lesion in the left wrist was
surgically drained and cleaned. Cultures of this ma-
terial were positive for Mycobacterium tuberculosis
and S. aureus. The patient was started onoxacyllin-
plus TB therapy (rifampin, isoniazid and pyrazina-
mide) leading to improvement of the lesions within
one month (Figure 3). She was kept on TB therapy
for 6 months and is currently asymptomatic.

Discussion

Musculoskeletal involvement occurs in only 1-15%
of all cases of TB® and in 1-3% of all cases of extra-
pulmonary TB.

The present case is unusual in that chronic te-
nosynovitis from TB and carpal tunnel syndrome

-

Figure 2. Magnetic resonance image (T2 SPAIR/T| SPIN
post-contrast) of wrist in March 2008, showing synovial
thickening, post-contrast enhancement and liquid in the
flexor tendon sheath by the carpal tunnel. Median nerve
thickening and edema

Figure 3. Wrist following treatment. August 2008.

were observed in an immunecompetent 60-year-
-old woman with no evidence of pulmonary infec-
tion. Diagnosis and start of treatment took 6 years,
despite two wrist node biopsies revealing alterations
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suggestive of TB. TB is still a very prevalent disease
in the northeast of Brazil so that empiric chemothe-
rapy is justified in our hands to patients with a cli-
nical and histological picture clearly compatible
with TB after excluding other granulomatous cau-
ses. The localized nature of the lesion, the high pre-
valence of TB and positive culture for Mycobacte-
rium tuberculosis led us to virtually exclude other
granulomatous causes and start TB treatment.

In developing countries skeletal TB tends to af-
fect children and young adults while tenosynovitis
from Mycobacterium tuberculosisis predominantly
observed in men over 60 years of age. The largest
case series of flexor tenosynovitis from Mycobacte-
rium tuberculosis with median nerve involvement
published so far reported 12 cases followed up for
10 years*. Previous reports describing tenosynovi-
tis from TB associated with carpal tunnel syndro-
me make up a total of 17 cases®. The disease may be
associated with several factors, including older age,
male gender, low income, poor nutrition, history of
or exposure to TB, immunesuppression, alcohol
abuse, permanence in endemic areas and corticos-
teroid infiltration®. It commonly affects the upper
limbs, especially the wrist flexor compartments,
and ? for unknown reasons 2 most often occurs on
the right side. The clinical presentation is usually
that of an indolent mass along the tendon associa-
ted with pain and restriction of movements, some-
times, as in the present case, with development of
carpal tunnel syndrome®. The average time to diag-
nosis of tenosynovitis from TB varies from months
to years, but was estimated to be 19 months by
Walker in 1968". Laboratory results are generally
normal, with the exception of ESR levels which tend
to be raised. The vast majority of patients test po-
sitive for tuberculin while chest x-rays are normal
in 50% of cases*®. Ultrasound and magnetic reso-
nance imaging may be useful to evaluate lesion ex-
tension and severity with visualization of synovial
thickening and relatively small effusions. Similar to
what happens in other sites, local effusions test ne-
gative for AFS bacilli and specific culture may take
8 weeks to reveal bacilli. In the present case M. tu-
berculosis culture was positive after 4 weeks, indi-
cating high bacilli loads. Typical histopathology
shows caseous granulomas surrounded by epithe-
lioid histiocytes and multinucleate giant cells asso-
ciated to the presence of bacilli. However, in a study
on arthritis from TB by Garrido and coworkers, 12%
of the patients presented no granulomas and,
among the remainder, 27% had non-caseous gra-

nulomas®. Those authors suggested that older age
was an important variable since 40% of the senior
patients were Mycobacterium tuberculosis-positi-
ve on histopathology while none of the lesions dis-
played granuloma formation. Tenosynovitis from
TB tends to recur locally in over 50% of cases within
one year after treatment®. The fact that our patient
did not recur after more than 1 year of TB treat-
ment suggests that she is cured.

In conclusion, in several aspects the case repor-
ted matches descriptions in the literature. The im-
portance of early diagnosis and institution of cli-
nical treatment is warranted since it may prevent
functional impairment. In the present ofa clinical-
histopathological picture compatible with TB in
endemic areas empiric therapy should be conside-
red. Patients should be followed for at least 1 year
after stopping TB chemotherapy due to the high
risk of recurrence.
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A POSTERIOR

INTEROSSEOUS NERVE SYNDOROME

ASSOCIATED WITH SPONTANEOUS RUPTURE
OF THE EXTENSOR POLLICIS LONGUS TENDON

Diogo Casal’, Paula Moniz',Videira e Castro”, Maria Angélica-Almeida™

Abstract

Posterior interosseous nerve entrapment syndro-
me and spontaneous rupture of the extensor polli-
cis longus tendon are rare conditions. The authors
describe the bizarre combination of a spontaneous
rupture of the extensor pollicis longus tendon in a
82-year-old lady with a posterior interosseous ner-
ve syndrome. As far as the authors know, this is the
first description of such an association in the lite-
rature. Surgical exploration revealed compression
of the posterior interosseous nerve at the proximal
portion of the supinator muscle and at Henry's le-
ash. The nerve was freed, and the tendon of the ex-
tensor index proprius was transferred to the exten-
sor pollicis longus. Six months after the procedure,
the patient had resumed her daily activities, sho-
wing a good functional result.

Keywords: Entrapment Neuropathies; Radial Ner-
ve Lesion; Tendon Injuries; Tendon Transfer.

Introduction

Posterior interosseous nerve (PIN) entrapment
syndrome is rare, corresponding to less than 0,7%
of all upper limb peripheral nerve compression
syndromes'. Annual incidence of this syndrome is
estimated to be only around 0,003%?. Spontaneous
rupture of the extensor pollicis longus (EPL) tendon
is even rarer, with only a few cases reported in the
literature®. The authors describe the unlikely com-
bination of a spontaneous rupture of the EPL ten-

*Resident at Department of Plastic and Reconstructive Surgery,
Sdo José Hospital

**Chief Consultant at Department of Plastic and Reconstructive
Surgery, Sao José Hospital

**Head of the Department of Plastic and Reconstructive
Surgery, Sido José Hospital, Lisbon, Portugal

donin an elderly lady with PIN syndrome. As far as
the authors could determine this is the first descrip-
tion of such an association in the literature.

Case Report

A 82-year-old right-handed lady was referred to the
Hand Clinic for increasing ill-defined pain and so-
reness in the dorsum of her left forearm and wrist
for the previous three months. She also complained
of progressive weakness in the extension of her fin-
gers, during that period. In particular, she mentio-
ned that, around one month previously, when she
was holding her grand-child, she felt an intense
pain in the dorsum of the radial aspect of the dor-
sum of her wrist, after which she was unable to ac-
tively extend the interphalangeal joint of her left
thumb, nor keep it extended after passively putting
it in that position. She denied ever having numb-
ness. She didn't have any significant co-morbidities
and was only taking non-steroidal anti-inflamma-
tory drugs for the pain.

Physical examination revealed moderate pain
during palpation of the proximal forearm at the le-
vel of the supinator muscle. Pain was also elicited
in that position when the patient was asked to su-
pinate her left forearm against resistance. There
was no Tinel sign. Manual muscle testing scores
were: abductor pollicis longus: 3; extensor pollicis
brevis: 3; EPL: 0; extensor digitorum communis: 3;
extensor indicis proprius (EIP): 3; extensor digiti
minimi: 4; and extensor carpi ulnaris: 4. Strength
of the extensors carpi radialis longus and brevis
were 5, as was the strength in the remainder of the
forearm and arm muscles. However, she was una-
ble to extend her left thumb at the interpahalangeal
joint, and showed a reduced power at the metacar-
palphalangeal joint (Fig. 1). There seemed to be a
lack of continuity of the EPL tendon at the medial
border of the snuff box area. There was no sensory
disturbance.
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Figure |. Patient’s left hand at presentation, when asked
to maximally extend her fingers and to abduct her thumb.
There was severe limitation in the extension of the
interphalangeal and metacarpal-phalangeal joints of the
thumb, as well as in thumb’s abduction. Extension is
possible in the last four digits, but extension strength is
severly diminished. The patient is only able to fully extend
the third finger by pushing it with the fourth finger, as it

is seen in the picture.

1 s Uik

Figure 2. Intraoperative view of the dorsum of the
patient's left forearm, after myotomy of the superficial
head of the supinator muscle. Henry’s leash is seen
compressing the posterior interosseous nerve.

I. Posterior Interosseous Nerve; 2. Superficial radial
nerve; 3. Superficial head of the supinator muscle;

4. Deep head of the supinator muscle; 5. Brachioradialis
muscle; 6. Henry’s leash.

Radiographic analysis of the cervical spine,
shoulder, arm, forearm, and wrist showed no signi-
ficant abnormalities. Ultrasonography revealed no
masses or other changes affecting the radial or pos-
terior interosseous nerves. However, rupture of the
EPL tendon was confirmed ultrasonographically.
Electromyographic testing confirmed the presen-
ce of PIN palsy of moderate severity.

Upon surgical exploration, the PIN was found to

Figure 3. Intraoperative view of the dorsum of the
patient's left hand and wrist. The extensor pollicis longus
tendon was found to be disrupted at Lister’s tubercle, and
the distal end of the ruptured tendon was grossly frayed
and adhered to the surrounding tissue.The proximal
stump of this tendon wasn’t found. I. Distal stump of the
extensor pollicis longus tendon; 2. Extensor indicis
proprius tendon.

be compressed at the entrance of the supinator
muscle, and also by a pair of recurrent veins that
formed the classical leash of Henry (Fig. 2). A true
Frohse's arcade wasn't present. A myotomy of the
superficial head of the supinator muscle was per-
formed, and the PIN was freed from all compres-
sions. The EPL tendon's distal stump was grossly
ragged and adhered to the surrounding tissue
(Fig. 3). The proximal stump of the EPL tendon had
retracted into the forearm. As the patient had ada-
mantly expressed her intention of not having unaf-
fected tendons used to try to rehabilitate the com-
promised ones, the EIP tendon was transferred to
the distal stump of the EPL, and these two tendons
were sutured together using the Pulvertaft techni-
que (Fig. 4). The patient was immobilized in a
short-arm cast with the wrist in abduction and ex-
tension for 5 weeks. Afterwards, she underwent an
intensive physiotherapy program. Six months af-
ter the operation, she had no pain, and had regai-
ned full thumb motion (Fig. 5). Extension of the re-
maining fingers returned to normal, with the ex-
ception of the EIP, which had been used to restore
the EPL function (Fig. 6). She resumed her daily
activities with no limitation.
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Figure 4. Intraoperative view of the dorsum of the
patient's left wrist. The extensor indicis tendon was
sectioned at the metacarpal-phalangeal joint and the
proximal portion was transferred to the distal stump of
the extensor pollicis longus tendon. I. Extensor pollicis
longus tendon; 2. Extensor index proprius tendon;

3. Suture of the extensor pollicis longus and the extensor
indicis proprius tendon using the Pulvertaft technique.

Discussion

The differential diagnosis of a patient with pain in
the dorsum of the forearm and wrist with weakness
in the extensor muscles of the fingers includes pos-
terior interosseous syndrome, extensor tendon
rupture or subluxation, neuralgic amyotrophy, cer-
vical radiculopathy, brachial plexopathy, and fo-
cal myopathy**?. However, in our patient, there
were no changes in superficial sensibility, and mo-
tor impairment was almost confined to extensor
digitorum communis, abductor pollicis longus, ex-
tensor pollicis brevis, EIP, and more pronouncedly
to EPL. Regarding mechanical limitations to finger
and thumb extension, the hallmark of extensor
tendon subluxation is the ability to maintain but
not actively obtain metacarpal-phalangeal exten-
sion, whereas tendon rupture is characterized by
the inability of both obtaining and maintaining ex-
tension, as it was observed in this patient?. Taking
all these data into consideration, the two most like-
ly diagnoses would be a PIN syndrome and a spon-
taneous rupture of the EPL tendon. The report
made by the patient of a sudden pain in the dor-
sum of the wrist after which she couldn't actively
extend her thumb is, in fact, highly suggestive of a
tendon rupture. This hypothesis is further suppor-
ted by the patient's physical examination in which
there seemed to be an interruption of the EPL ten-

Figure 5. Six months postoperatively, the patient showed
normal extension across the interphalangeal and
metacarpal-phalangeal joints of her left thumb.

Figure 6. Six months postoperatively, the patient showed
normal extension of all fingers, including the index finger.
She also presented normal thumb abduction.

don at the medial border of the snuff box area.
However, on clinical grounds alone, a partial
PIN syndrome in which the EPL muscle was more
severely affected couldn't be entirely discarded?. In
fact, it is well established that the PIN is usually
compressed at the level of the supinator muscle,
producing the classical presentation of dropped
fingers and thumb, with a variable degree of pain
in the dorsal and lateral forearm and wrist?*1.
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However, compression can also occur more dis-
tally, producing uneven distribution of weakness
in the territory of the PIN, and causing partial PIN
syndromes?. Typically, when the medial branch of
the PIN is involved, weakness of the extensor car-
pi ulnaris, extensor digiti minimi, and extensor di-
gitorum communis ensues, while when there is
entrapment of its lateral branch weakness of the
abductor pollicis longus, extensor pollicis brevis,
EPL, and EIP is present''. Moreover, even cases of
isolated EPL paralysis have been described as very
localized forms of PIN palsy®.

In our patient, electromyography confirmed
the clinical diagnosis of PIN syndrome, and ultra-
sonography corroborated the rupture of the EPL
tendon. These two ancillary tests are often reques-
ted in this context: electromyography for establis-
hing the topography and severity of the lesion'’;
and ultrasonography as a cheap, non-invasive me-
thod for identifying extrinsic causes of nerve en-
trapment, as ganglions or lipomas'2. Although MRI
provides clearer visual discrimination than sono-
graphy;, it is seldom used?®.

Spontaneous rupture of the EPL has rarely been
reported in the literature®. Various mechanisms
have been proposed to account for spontaneous
tendon ruptures. Among these are necrosis caused
by pressure, crush injury, nutrition impairment,
attrition of the tendon on a sharp fragment of bone
or callus, attrition on a roughened area of the ra-
dius or from nonunion of Lister’s tubercle, te-
nosynovitis from repetitive activities or sports, or
a combination of impaired nutrition and attrition
of the tendon® . In this patient this last mecha-
nism probably played a major role. Interestingly, as
far as the authors know, this is the first time a case
of spontaneous rupture of the EPL associated with
PIN syndrome is reported in the literature.

Usually, in a classical PIN syndrome, a course of
conservative therapy, including rest, activity mo-
dification, splinting, stretching, nonsteroidal me-
dications, and sometimes steroid injections, would
be standard therapy until about three months
after the development of complaints® 2. After that
period, if functional recovery is absent or symp-
toms are worsening, most authors would recom-
mend surgery, as motor endplates must be reinner-
vated within 1 year, if motor function is to be res-
tored’. However, in this case the indication for sur-
gery was clear, since the patient was already having
symptoms for 3 months, and because she had EPL
rupture.

For the surgical treatment of EPL rupture there
were three options: primary repair, tendon graf-
ting, and tendon transfer®. Primary repair is only
possible in early cases® . In our patient, as this
was not the case, and as the proximal stump of the
EPL tendon had retracted proximally, the only pos-
sibilities would be tendon grafting or tendon trans-
fer® . Given that the patient refused the use of
unaffected tendons, a EIP tendon was transferred
to the EPL tendon to rehabilitate the function of the
last.

Notwithstanding the atypical presentation of
this patient and her advanced age, six months
after surgery, the therapeutic outcome was satis-
factory, and the patient was able to return to her
daily activities, with no significant functional im-
pairment. In fact, operative release of the PIN and
surgical treatment of EPL rupture are generally suc-
cessful, being unsuccessful cases usually related
tolong-lasting clinical syndromes with severe mo-
tor deficit'®'®. Hence, it is important that every doc-
tor is familiarized with these conditions, so that
these diagnoses can be made early and therapy
started accordingly.
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SINDROME CORONARIO AGUDO,
UMA COMPLICACAD RARA DA TERAPEUTICA

comM

IMUNOGLOBULINA HUMANA

Rui Providéncia’, Jorge Fortuna™, Alexandra Alves Pereira™,

Paula Mota’, A.M. Leitio-Marques’

Resumo

Introducao

A imunoglobulina humana é cada vez mais utiliza-
dano tratamento de doencas auto-imunes. Embo-
ra raras, as complicacoes tromboembdlicas como
o sindrome coronario agudo (SCA) sdo uma reali-
dade, ndo referida na literatura do nosso pais. Os
autores apresentam o caso de um doente de 39
anos que desenvolveu um SCA no contexto de tra-
tamento com imunoglobulina humana para uma
ptirpura trombocitopénica imune. E feitauma bre-
ve revisdo dos factores de risco e mecanismos cau-
sais para esta complicacdo.

Palavras-Chave: Imunoglobulina Humana; Com-

plicacoes Tromboembélicas; Enfarte Agudo do
Miocérdio; Sindrome Corondrio Agudo.

Abstract

Human immunoglobulin is being increasingly used
in the treatment of autoimmune diseases. Despite
being rare, thromboembolic complications like
acute coronary syndrome (ACS) are possible and
not reported in our country’s literature. The authors
present a case report of a 39 years old patient who
developed an ACS after treatment of immune
thrombocytopenic purpura with human immuno-
globulin. A brief review of risk factors and mecha-
nisms of this complication is performed.

Keywords: Humman Immunoglobulin; Thrombo-
embolic Complications; Acute Myocardial In-
farction; Acute Coronary Syndrome.
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Aimunoglobulina humana é cada vez mais utiliza-
dano tratamento de doencgas auto-imunes. Embo-
ra raras, as complicacées tromboembdlicas como
o sindrome corondrio agudo (SCA) sdao uma reali-
dade, nao estando reportadas na literatura do nos-
so pais.

Caso Clinico

Doente do sexo masculino, de 39 anos, raca negra,
seguido em consulta no nosso hospital desde ha 1
ano por hipertensdo arterial priméria. O estudo
realizado durante o tempo de seguimento havia ex-
cluido causas de hipertensdo arterial secundaria.
Estava medicado com nifedipina 60mg/dia. No de-
curso do estudo analitico efectuado foi-lhe detec-
tada trombocitopenia (42.600 plaquetas/uL). Sal-
vo por esporadicas gengivorragias ao realizar hi-
giene dentdria, ndo apresentava outras hemorragi-
as visiveis, nem achados relevantes ao exame fisico.

Foi realizado medulograma, que revelou a pre-
senca de megacariécitos na medula, compativel
com destruicao periférica de plaquetas. A ecogra-
fia abdominal mostrou baco e figado morfologica-
mente normais na auséncia de outras alteracoes
significativas. Analiticamente apresentava hiper-
gamaglobulinémia policlonal, VS de 54mm na 12
hora, PCR 1,2mg/dL e auséncia de alteracdes nos
tempos de coagulagado ou niveis séricos de fibrino-
génio. Os valores laboratoriais de anticoagulante
lipico, anticorpos anti-cardiolipina e anti-beta,gli-
coproteina foram negativos. Apresentava ANA po-
sitivos, com titulo de 1/160, padrdo mosqueado e
padrao nucleolar. Nao apresentava positividade
para outros auto-anticorpos pesquisados, nomea-
damente anti-Sm e anti-dsDNA. Os marcadores se-
rolégicos virais foram negativos para infeccao por
virus da hepatite C (VHC) e imunodeficiéncia hu-
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mana (VIH), mostrando uma infeccdo antiga por
virus da hepatite B (VHB). O estudo para a infec-
¢do por Plasmodium foi negativo.

Perante o diagnéstico de Parpura Trombocitopé-
nica Imune (PTI), foi iniciada terapéutica com
prednisolona 40mgi.d. A reavaliacdo da contagem
plaquetar uma semana apo6s o inicio desta mostrou
diminuicdo para 16.900 plaquetas/pL, motivando
internamento no Servico de Medicina. Cerca de 5
dias mais tarde, os valores haviam descido para
5.600 plaquetas pelo que iniciou nessa data trata-
mento com imunoglobulina humana 30g/dia
(400mg/Kg/dia) durante 5 dias e foi aumentada a
dose de prednisolona para 80mg/dia (1mg/Kg/dia).

Teve alta 5 dias ap6s terminar o tratamento com
imunoglobulina humana, apresentando conta-
gens plaquetares de 115.000 plaquetas/dL, conti-
nuando medicado com nifedipina 60mg i.d.,
prednisolona 60mg i.d. e ranitidina 300mg.

Um dia mais tarde iniciou episédios de descon-
forto retroesternal, tipo aperto, em repouso, com
duracdo de 5 a 10 minutos, sem irradiacdo, sem
caracteristicas pleuriticas, nem factores de alivio.
Perante a manutencao das queixas, recorre ao Ser-
vico de Urgéncia do nosso Hospital apenas ap6s
trés dias de queixas.

Ao exame objectivo, nomeadamente ausculta-
¢do cardiopulmonar, ndo apresentava alteracoes
relevantes, e tinha como valores de frequéncia car-
diaca e tensdo arterial 70bpm e 120/80mmHg, res-
pectivamente. Sem edemas periféricos.

Foirealizado electrocardiograma (Figura 1), em
ritmo sinusal, mostrando alteracao da repolariza-
¢do da parede inferior (ondas T negativas em dIII
e aVF), compativeis com isquémia inferior e ndo

e e e

e I

e A R R o i e - SR TS D20 LT SRR 2
R L W) T R N S
L] T, L & -
- - - —— e |
- .. B
"
1 e ol '\—I-I e T S S |
1 FRR e R e R . ]
i | H.B=ir DEIC IRERITOENEREI M
| 1 I I
sl Llalile, Lntebal L

TREE - AR WD) AR E

ey L | W

Figura |.ECG realizado no Servi¢o de Urgéncia
(derivagbes bipolares), mostrando alteragdes da
repolarizagdo nas derivagdes inferiores compativeis
com isquémia (ondas T negativas em dlll e aVF).

presentes em exame idéntico realizado 15 dias an-
tes, durante o seu internamento no Servico de Me-
dicina. Apresentava enzimologia cardiaca positiva
(troponina I 1,6ng/ml), ndo havendo outras alte-
racoes a destacar na sua avaliacdo analitica, salvo
pela normalizacao dos niveis de plaquetas para
332.000/uL. O esfregaco de sangue periférico mos-
trou a presenca de rouleaux e plaquetas gigantes.

Foi internado na Unidade de Cuidados Intensi-
vos Cardiacos e iniciada terapéutica padrao para
sindrome corondrio agudo sem supradesnivela-
mento de ST: dupla anti-agregacao com acido ace-
tilsalicilico e clopidogrel, enoxaparina, nitratos en-
dovenosos, carvediol, perindopril e pravastatina.

Realizou ecocardiograma transtoracico nas pri-
meiras 24 horas de internamento, que mostrou ca-
vidades cardiacas de dimensoes normais, ausén-
cia de derrame pericardico ou disfuncao valvular
e boa funcdo sistdlica do ventriculo esquerdo, sem
alteracgdes da cinética segmentar.

Apresentou evolucao estdvel, sem repeticdo do
quadro clinico e mostrando decréscimo gradual
dos valores de troponina, pelo que foi utilizada
uma estratificacdo de baixo-risco, com avaliagdo
ndo invasiva de isquémia indutivel. Foi entao rea-
lizada prova de esforco em tapete ao 4°dia de in-
ternamento, sob protocolo de Bruce modificado,
que foi interrompida aos 12 minutos por fadiga e
angor, com atingimento de 93,3% da frequéncia
cardiaca teérica maxima, boa capacidade funcio-
nal (9 METs — unidade de equivalentes metabéli-
cos) e agravamento das alteracdes da repolariza-
cao inferiores e laterais, com infradesnivelamento
de ST de 2mm. As queixas e alteracdes electrocar-
diogréficas cederam prontamente apés interrup-
¢do da prova e ndo houve alteracdo na progressao
descendente da curva enzimatica.

Realizou cateterismo cardiaco (Figura 2) passa-
dos 3 dias, cerca de uma semana apés a admissao
(e 10 dias ap6s ter concluido a terapéutica com
imunoglobulina humana). Este mostrou ventricu-
lo esquerdo de normais dimensdes, com boa fun-
¢do e corondrias sem lesdes significativas.

Apresentou boa evoluc¢ado durante o resto do in-
ternamento, ndo tendo repetido queixas de angor.
Teve alta medicado com nifedipina 60mg i.d., ra-
nitidina 150mg i.d., fluvastatina 80mg i.d., 4cido
acetilsalicilico 100mg i.d., clopidogrel 75mg i.d.,
perindopril 4mg i.d. e carvedilol 3,125mg 2 i.d.

Presentemente, passados 5 anos o doente nao
voltou a apresentar queixas do foro cardioldgico,
nomeadamente recorréncia de angor e realizou
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Figura 2. Coronariografia realizada 10 dias apos o
término da administragcdo de imunoglobina humana,
mostrando corondrias normais.

AngioTC Cardiaca (Figura 3), com score de calcio
de 8,7, correspondente a evidéncia de doenca co-
ronéria minima, mostrando, como anos antes, au-
séncia de lesdes corondrias significativas.

Ao longo deste periodo, tem sido seguido na
consulta de doencas auto-imunes. Realizou deter-
minacodes analiticas seriadas de anticoagulante 11-
pico, anticorpos anti-cardiolipina e anti-beta,gli-
coproteina, que foram sempre negativas, assim
como hemogramas seriados ndo voltaram a de-
monstrar a presenca de trombocitopenia. Até ao
momento, ndo preenche critérios para lapus eri-
tematoso sistémico ou qualquer outra doenca do
tecido conjuntivo. Foirealizado o estudo de trom-
bofilia, ndo tendo sido detectadas alteracdes nos
factores de risco pesquisados (mutacoes do factor
V de Leyden, protrombina G20210A, metiltetrahi-
drofolato redutase C667T, ou niveis séricos de pro-
teina C e S, ou anti-trombina e homocisteinémia).

Revisao da Literatura

Embora aimunoglobulina humana (IGH) seja cada
vez mais usada no tratamento de doencas auto-
-imunes como a ptipura trombocitopénica imune,
anemias hemoliticas, doenca de Kawasaki e ou-
tras doencas neuroimunolégicas, a descricdo de

Figura 3.Imagens de AngioTC cardiaca realizadas 5 anos
apos o sindrome coronario agudo mostrando auséncia de
doenca corondria significativa.

complicacdes graves mantém-se rara, COrrespon-
dendo a menos de 3 a 5% das utilizacGes. Outras
complicagdes possiveis, embora raras e graves sao:
reaccoes anafildticas (nomeadamente em doentes
com défice selectivo de IgA), necrose tubular renal
e meningite asséptica. Os efeitos secundarios mais
frequentes e que ocorrem em cerca de 10% dos
doentes sao febre, mialgias e cefaleias!.

As complicagdes tromboembdlicas associadas
ao tratamento com IGH foram inicialmente descri-
tas no longinquo ano de 1986 em casos de ptrpu-
ra trombocitopénica idiopética?, sendo que nessa
série de 4 doentes com idades entre 0s 62 e 87 anos
dois desenvolveram EAM, com a morte como
evento final em 3 casos. Havia em 2005 cerca de 20
casos publicados de EAM devido a iatrogenia por
imunoglobulina endovenosa - IGEV3. Outro tipo de
eventos trombéticos frequentemente descritos sdo
os acidentes vasculares cerebrais, tromboembo-
lias pulmonares e tromboses venosas profundas.

Paran et al. em 2006 fizeram uma revisao de 65
casos referidos naliteratura, tendo constatado que
existia uma predileccao pelos leitos arteriais (51
doentes com trombose arterial e 2 doentes com
arterial simultamenamente a venosa)*. Nesta série
é estimada umaincidénciade0,15a1,2% de even-
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tos trombdticos por cada curso de tratamento.
Apesar disso, é colocada a hipétese de estes subes-
timarem a verdadeira incidéncia do problema,
uma vez que muitos casos ndo serdo reportados.

Numa série de 9 doentes com EAM associado a
tratamento com IGH foi efectuada uma caracteri-
zacdo dos factores predisponentes para esta com-
plicacao: estes doentes apresentavam por norma
factores de risco cardiovascular prévios e, salvo ra-
ras excepgoes, estavam na 72 ou 82 década de vida.
Nesta série foram utilizadas altas doses de IGEV
(acima dos 40g/dia por periodos de 3 a 5 dias). De
destacar a préxima relacdo temporal entre o trata-
mento com IGH e o desenvolvimento da compli-
cacdo trombética, verificando-se que na maioria o
EAM ocorre nos primeiros 10 dias apds o trata-
mento e doentes que realizam multiplos ciclos de
tratamento, este tipo de complicacdo ocorre ten-
dencialmente nos primeiros ciclos. A mortalidade
nesta série foi elevada, com 4 doentes no total de
9 a falecerem!.

Sdo raros os casos em jovens, sendo porém o
desfecho frequentemente fatal, como num caso
recentemente publicado que descreve trombose
jugular bilateral numa adolescente tratada com
IGEV por PTP.

Existem na literatura varios mecanismos cau-
sais propostos para esta associacdo patolégica
entre a terapéutica com IGH e fen6menos trombé-
ticos:

Aumento da viscosidade sanguinea (passando
de valores normais de 1,2 a 1,7 centipoise, para
valores até 2,9 centipoise) com formagao de rou-
leaux e aumento da interaccdo molecular de IgG
com proteinas plasmaticas® e dos niveis de fibri-
nogénio’. Estes efeitos parecem ser dose-depen-
dentes, ocorrendo maioritariamente em indivi-
duos com predisposicdo, como os idosos e
doentes com doenca aterosclerética cardio ou
cerebrovascular prévia.

Inducdo da activacdo plaquetar e do comple-
mento.

Inducédo de producéo de citocinas vasoconstri-
toras, levando a vasospasmo arterial®®.

Discussao

Os autores apresentam um caso de sindrome co-
rondrio agudo, secunddrio a terapéutica com IGH
num doente com PTI, uma situagao extremamen-
te rara, que pelo que foi constatado na literatura,

ndo se encontra previamente descrita no nosso
pais.

Este caso apresenta particularidades interessan-
tes: trata-se de um doente jovem e sem doenca co-
rondria concomitante. Relativamente a idade do
doente e auséncia de doenca corondria, ha que sa-
lientar que embora este tipo de complicagdes seja
mais frequente em idades avancadas e em doen-
tes com doenga corondria aterosclerética, existem
relatos esporddicos de doentes com este tipo de
complicacdo em contexto semelhante ao que des-
crevemos'!°. Reforcamos ainda que a auséncia de
doenca corondria significativa foi demonstrada
por cateterismo e cerca de 5 anos mais tarde por
angio TC cardiaca. Comparativamente aos outros
casos de complicacdo tromboembédlica descritos
na literatura, é interessante ainda destacar, que a
dose que utilizamos neste paciente (30g/dia) foi in-
ferior aos 40 a 50g/dia reportados!'. Relativamente
ao facto de se tratar de um doente de raca negra,
ndo existem até ao momento dados que apontem
o factor étnico como predisponente para este tipo
de complicacdes.

Face a isto, parece-nos assim ter sido um fené-
meno puramente trombético num doente jovem,
sem substrato aterosclerético, mas com algum tipo
de predisposicdo (eventualmente genética) que
ndo conseguimos detectar, mas também nao se en-
contra descrita, para este tipo de reac¢ao adversa.

Importa pois reter, que devemos estar atentos
para este tipo de complicacdes ao utilizar IGH em
doentes propensos a desenvolver este tipo de com-
plicacdo, ou seja, com factores de risco vascular
previamente conhecidos (como no caso deste jo-
vem hipertenso), histéria de eventos isquémicos
ou tromboembélicos prévios, idade avancada ou
estados de hiperviscosidade ou protrombéticos.

Face ao risco de complicagdes tromboembdli-
cas ao realizar terapéutica com IGH, devemos se-
leccionar os doentes respeitando as suas indica-
¢oes, iniciar aadministracao em doses baixas com
aumento progressivo da dose e taxa de infusao e
realizar uma boa hidratacido (previamente e du-
rante a infusdo). Nao existem para ja indicacoes
para realizagdo de terapéutica anti-agregante ou
anticoagulante profilatica em doentes de risco e
que ndo apresentem contra-indicacao paraames-
ma. O doseamento prévio de imunoglobulinas
(nomeadamente IgA), marcadores de VHB e VHC,
crioglobulinas e factor reumatéide, assim como a
monitorizacdo de fun¢do estdo preconizados na
literatura de forma a minizar outros riscos!'.
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Resumo

Os autores apresentam a actualizacdo dos Con-
sensos sobre a utilizacdo de terapéuticas biolégicas
naartrite reumatéide (AR), elaborados por um gru-
po de trabalho da Sociedade Portuguesa de Reuma-
tologia(SPR). Nestas normas nacionais sao discuti-
dos os critérios para inicio e manutengao de tera-
péutica biolégica, contra-indica¢des para a sua uti-
lizagdo e actuagao se o doente for nao respondedor.
Para inicio de terapéutica biol6gica os doentes com
AR devem ter um disease activity score 28 (DAS 28)
superior a 3,2, apds pelo menos 3 meses de tra-
tamento com metotrexato (MTX) na dose de
20mg/semana, ou, na impossibilidade de trata-
mento com MTX nesta dose, apds 6 meses de ou-
tro farmaco convencional modificador da doenca
ou associacao terapéutica. Estd previsto também o
inicio de terapéutica biolégica em doentes que, sob
terapéuticas convencionais, apresentem um
DAS28 entre 2,6 e 3,2 e tenham uma significativa
degradacao funcional ou radioldgica. O objectivo
terapéutico deverd ser atingir a remissdo ou, pelo
menos, uma baixa actividade da doenca traduzida
por um DAS28 inferior a 3,2, sem degradacdo fun-
cional ou radiolégica significativa.

Sdo considerados critérios de resposta apds os
primeiros 3 meses de terapéutica a verificacdo de
uma reducdo do DAS28 superior a 0,6. A partir dos

Grupo de Estudos de Artrite Reumatoéide da Sociedade
Portuguesa de Reumatologia

6 meses de terapéutica considera-se a existéncia
deresposta clinica se os doentes apresentarem uma
reducdo do DAS28 superior a 1,2. Nos doentes con-
siderados ndo respondedores o Reumatologista as-
sistente poderd optar por mudar para outro agen-
te bioldgico (antagonista do factor de necrose tu-
moral, abatacept, rituximab ou tocilizumab).

Palavras-Chave: Artrite Reumatéide; Terapéutica

Bioldgica; Anti-TNF; Rituximab; Abatacept; Tocili-
zumab.

Abstract

The authors present the revised version of the Por-
tuguese Society of Rheumatology (SPR) guidelines
for the treatment of rheumatoid arthritis (RA) with
biological therapies. In these guidelines the criteria
for introduction and maintenance of biological
agents are discussed as well as the contraindications
and procedures in the case of non-responders. Biolo-
gical treatment should be considered in RA patients
with a disease activity score 28 (DAS 28) superior to
3.2 despite treatment with 20mg/week of methotre-
xate (MTX) for atleast 3 months or, if such treatment
isnot possible, after 6 months of other conventional
disease modifying drug or combination therapy. A
DAS 28 score between 2.6 and 3.2 with a significant
functional or radiological deterioration under treat-
ment with conventional regimens could also cons-
titute an indication for biological treatment.
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The treatment goal should be remission or, if that
isnotachievable, atleast alow disease activity, cha-
racterized by a DAS28 lower than 3.2, without sig-
nificative functional or radiological worsening. The
response criteria, at the end of the first 3 months of
treatment, are a decrease of 0.6 in the DAS28 score.
After 6 months of treatment response criteria is de-
fined as a decrease of more than 1.2 in the DAS28
score. Non-responders, in accordance to the Rheu-
matologist’s clinical opinion, should try a switch to
another biological agent (tumour necrosis factor
antagonist, abatacept, rituximab or tocilizumab).

Keywords:Rheumatoid Arthritis; Biological Thera-
pies; Anti-TNF; Rituximab; Abatacept; Tocilizumab.

Introduction

In 2003, the Rheumatoid Arthritis Study Group
(GEAR - Grupo de Estudos de Artrite Reumatéide)
of the Portuguese Society of Rheumatology
(SPR-Sociedade Portuguesa de Reumatologia) pu-
blished the first version of the guidelines for the
use of biological therapies in rheumatoid arthritis
(RA) in Acta Reumatolégica Portuguesa (ARP)'.
With the publication of new evidence on the use of
these treatments and an increased experience on
their use, it was mandatory to revise and update
these guidelines.

The monitoring of RA patients in Portugal is per-
formed according to a national protocol of follow-
-up. The adopted model is based on the systema-
tic use of a RA patient follow-up form, which inclu-
des a core set of variables, approved by the GEAR
as well as by all national Rheumatology De-
partment Directors. This follow-up protocol inclu-
des the data proposed initially in 2001 and revi-
ewed in 20072 This protocol has been included now
in a national registry of RA patients (RegistAR) and
in a national registry of RA patients treated with
biologics (BioRePortAR), which constitute an elec-
tronic clinical chart integrated with a database.

The criteria used in these guidelines are based on
the standardized use of validated assessment tools:
the disease activity score 28 (DAS 28)%4, the health
assessment questionnaire (HAQ)® and the radio-
logy assessment of Sharp score modified by van der
Heijde (SvdH)®. Although these recommendations
contain some original concepts, their general
structure follows the pattern of other international
recommendations’.

Guidelines for the use of hiological

therapies in RA patients

The guidelines intend to propose national recom-

mendations, approved by SPR members, for the

use of biological therapies in RA. The guidelines’
aims are:

» To improve the quality of clinical practice in the
field of Rheumatology;

* To guarantee a rational use of biological thera-
pies approved for use in RA patients with inade-
quate response to conventional disease mo-
difying anti-rheumatic drugs (infliximab and
anakinra in association with methotrexate
(MTX), adalimumab, etanercept and tocilizu-
mab in association with MTX or in monothe-
rapy) or that are inadequate responders to TNF
blockers (rituximab and abatacept, in associa-
tion with MTX, tocilizumab in association with
MTX or in monotherapy. (Table I)

Table I. Biological therapies approved for
Rheumatoid Arthritis. DMARDs - Disease
modifying anti-rheumatic drugs.

Inadequate
response to Inadequate
conventional response to
DMARDs TNF blockers
In association adalimumab abatacept
with MTX anakinra rituximab
etanercept tocilizumab
infliximab
tocilizumab
In monotherapy | adalimumab tocilizumab
etanercept
tocilizumab

Selection of patients for treatment

with biological agents

Patients who fail or have an inadequate response

to conventional disease modifying antirheumatic

drugs (DMARDs) are eligible for treatment with

biological therapies. «Inadequate response or treat-

ment failure» is defined when a patient, treated

with conventional DMARDs over a period of time

deemed adequate in these guidelines, present one

of the following situations:

e DAS>3.2o0r

* 2.6 < DAS < 3.2 and worsening of HAQ>0.22
(6/6M)8 or worsening x-ray scores: Larsen>6/
/SvdH >5 (12/12M)9
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All patients selected for treatment with biological
therapies should be included in the BioRePortAR.

Criteria for introduction of hiological agents

1. Biological agents are recommended for patients
with an inadequate response to MTX used in a
stable dose of at least 20 mg/week (orally or pa-
renterally), for at least 3 months.

2. In case of intolerance, toxicity or refusal (signed
statement) to take MTX, the patient may be con-
sidered eligible for treatment with a biological
agent if there is an inadequate response (accor-
ding to the above provided definition) after a pe-
riod of at least 6 months of treatment with a sta-
ble dose of another conventional DMARD or an
association of conventional DMARDs. In these
circumstances, the patient will be eligible for
treatment with biological therapies that do not
require simultaneous use of MTX.

Treatment Objective

DAS28 < 2.6 or, if that is not achievable, 2.6
< DAS28 < 3.2 in two successive assessments wi-
thout significative worsening of the HAQ score as-
sessed each 6 months and/or x-ray progression
evaluated every 12 months.

Criteria for maintenance of biological therapy

1. The first decision is taken 3 months after the in-
troduction of biological therapy, supported by
the opinion of the Rheumatologist:

— Maintenance of biological treatment if respon-
der, e. g, if there is an improvement of at least
0.6 in the DAS28 score.

2. Subsequent decision after 6 months of treatment
with biological therapy, supported by the opini-
on of the Rheumatologist:

— Maintenance of biological treatment if there is an
improvement of at least 1.2 in the DAS28 score.

Procedure in case of inadequate response
to a hiological agent

If the patient fails or has an incomplete respon-
se to a first-line biological treatment the Rheuma-
tologist, according to the current evidence, may
proceed to switch to a second biological agent: TNF
antagonist, abatacept, rituximab or tocilizumab.

Tuberculosis screening before introduction
of biological therapies

The Portuguese Society of Rheumatology (SPR)
and the Portuguese Society of Pneumology

(SPP-Sociedade Portuguesa de Pneumologia) have
developed recommendations on the diagnosis and
treatment of latent tuberculosis (LTB) and active tu-
berculosis (ATB) in patients with inflammatory jo-
int diseases (IJD), namely rheumatoid arthritis, pso-
riatic arthritis and ankylosing spondylitis, treated
with TNF antagonists.'”With the current knowledge
and state of evidence, these guidelines should be
applied to the other biological therapies available.

The Portuguese Society of Rheumatology (SPR)
and the Portuguese Society of Pulmonology
(SPP-Sociedade Portuguesa de Pneumologia) have
developed recommendations on the diagnosis and
treatment of latent tuberculosis (LTB) and active
tuberculosis (ATB) in patients with inflammatory
joint diseases (IJD), namely rheumatoid arthritis,
psoriatic arthritis and ankylosing spondylitis, trea-
ted with TNF antagonists, which are periodically
updated and available at the SPR, SPP and Di-
reccdo-Geral da Satde websites.

With the current knowledge and state of evi-
dence, these guidelines should be applied to the
other biological therapies available.

«Absolute» contraindications

e Active infection;

¢ Concurrent administration of live vaccines;

* Recent history (<5 years) of malignancy (except
in the case of basal cell cancer);

* Congestive heart failure (NYHA class III-1V);

* History of demyelinating disease.

Pregnancy

1. Biological therapy should not be started in preg-
nant or breastfeeding women.

2. If pregnancy occurs under treatment, biological
therapy should be stopped.

Criteria for temporary suspension/
/postponement of introduction

1. Active infection

2. Recurrent infection or high risk for infections
3. Major surgery planned
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Resumo

Os autores apresentam a actualizacdo dos Con-
sensos sobre a utilizacdo de terapéuticas biolégicas
naartrite reumatéide (AR), elaborados por um gru-
po de trabalho da Sociedade Portuguesa de Reuma-
tologia(SPR). Nestas normas nacionais sao discuti-
dos os critérios para inicio e manutengao de tera-
péutica biolégica, contra-indica¢des para a sua uti-
lizagdo e actuagao se o doente for nao respondedor.
Para inicio de terapéutica biol6gica os doentes com
AR devem ter um disease activity score 28 (DAS 28)
superior a 3,2, apds pelo menos 3 meses de tra-
tamento com metotrexato (MTX) na dose de
20mg/semana, ou, na impossibilidade de trata-
mento com MTX nesta dose, apds 6 meses de ou-
tro farmaco convencional modificador da doenca
ou associacao terapéutica. Estd previsto também o
inicio de terapéutica biolégica em doentes que, sob
terapéuticas convencionais, apresentem um
DAS28 entre 2,6 e 3,2 e tenham uma significativa
degradacao funcional ou radioldgica. O objectivo
terapéutico deverd ser atingir a remissdo ou, pelo
menos, uma baixa actividade da doenca traduzida
por um DAS28 inferior a 3,2, sem degradacdo fun-
cional ou radiolégica significativa.

Sdo considerados critérios de resposta apds os
primeiros 3 meses de terapéutica a verificacdo de
uma reducdo do DAS28 superior a 0,6. A partir dos

Grupo de Estudos de Artrite Reumatoéide da Sociedade
Portuguesa de Reumatologia

6 meses de terapéutica considera-se a existéncia
deresposta clinica se os doentes apresentarem uma
reducdo do DAS28 superior a 1,2. Nos doentes con-
siderados ndo respondedores o Reumatologista as-
sistente poderd optar por mudar para outro agen-
te bioldgico (antagonista do factor de necrose tu-
moral, abatacept, rituximab ou tocilizumab).

Palavras-Chave: Artrite Reumatéide; Terapéutica

Bioldgica; Anti-TNF; Rituximab; Abatacept; Tocili-
zumab.

Abstract

The authors present the revised version of the Por-
tuguese Society of Rheumatology (SPR) guidelines
for the treatment of rheumatoid arthritis (RA) with
biological therapies. In these guidelines the criteria
for introduction and maintenance of biological
agents are discussed as well as the contraindications
and procedures in the case of non-responders. Biolo-
gical treatment should be considered in RA patients
with a disease activity score 28 (DAS 28) superior to
3.2 despite treatment with 20mg/week of methotre-
xate (MTX) for atleast 3 months or, if such treatment
isnot possible, after 6 months of other conventional
disease modifying drug or combination therapy. A
DAS 28 score between 2.6 and 3.2 with a significant
functional or radiological deterioration under treat-
ment with conventional regimens could also cons-
titute an indication for biological treatment.
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The treatment goal should be remission or, if that
isnotachievable, atleast alow disease activity, cha-
racterized by a DAS28 lower than 3.2, without sig-
nificative functional or radiological worsening. The
response criteria, at the end of the first 3 months of
treatment, are a decrease of 0.6 in the DAS28 score.
After 6 months of treatment response criteria is de-
fined as a decrease of more than 1.2 in the DAS28
score. Non-responders, in accordance to the Rheu-
matologist’s clinical opinion, should try a switch to
another biological agent (tumour necrosis factor
antagonist, abatacept, rituximab or tocilizumab).

Keywords:Rheumatoid Arthritis; Biological Thera-
pies; Anti-TNF; Rituximab; Abatacept; Tocilizumab.

Introduction

In 2003, the Rheumatoid Arthritis Study Group
(GEAR - Grupo de Estudos de Artrite Reumatéide)
of the Portuguese Society of Rheumatology
(SPR-Sociedade Portuguesa de Reumatologia) pu-
blished the first version of the guidelines for the
use of biological therapies in rheumatoid arthritis
(RA) in Acta Reumatolégica Portuguesa (ARP)'.
With the publication of new evidence on the use of
these treatments and an increased experience on
their use, it was mandatory to revise and update
these guidelines.

The monitoring of RA patients in Portugal is per-
formed according to a national protocol of follow-
-up. The adopted model is based on the systema-
tic use of a RA patient follow-up form, which inclu-
des a core set of variables, approved by the GEAR
as well as by all national Rheumatology De-
partment Directors. This follow-up protocol inclu-
des the data proposed initially in 2001 and revi-
ewed in 20072 This protocol has been included now
in a national registry of RA patients (RegistAR) and
in a national registry of RA patients treated with
biologics (BioRePortAR), which constitute an elec-
tronic clinical chart integrated with a database.

The criteria used in these guidelines are based on
the standardized use of validated assessment tools:
the disease activity score 28 (DAS 28)%4, the health
assessment questionnaire (HAQ)® and the radio-
logy assessment of Sharp score modified by van der
Heijde (SvdH)®. Although these recommendations
contain some original concepts, their general
structure follows the pattern of other international
recommendations’.

Guidelines for the use of hiological

therapies in RA patients

The guidelines intend to propose national recom-

mendations, approved by SPR members, for the

use of biological therapies in RA. The guidelines’
aims are:

» To improve the quality of clinical practice in the
field of Rheumatology;

* To guarantee a rational use of biological thera-
pies approved for use in RA patients with inade-
quate response to conventional disease mo-
difying anti-rheumatic drugs (infliximab and
anakinra in association with methotrexate
(MTX), adalimumab, etanercept and tocilizu-
mab in association with MTX or in monothe-
rapy) or that are inadequate responders to TNF
blockers (rituximab and abatacept, in associa-
tion with MTX, tocilizumab in association with
MTX or in monotherapy. (Table I)

Table I. Biological therapies approved for
Rheumatoid Arthritis. DMARDs - Disease
modifying anti-rheumatic drugs.

Inadequate
response to Inadequate
conventional response to
DMARDs TNF blockers
In association adalimumab abatacept
with MTX anakinra rituximab
etanercept tocilizumab
infliximab
tocilizumab
In monotherapy | adalimumab tocilizumab
etanercept
tocilizumab

Selection of patients for treatment

with biological agents

Patients who fail or have an inadequate response

to conventional disease modifying antirheumatic

drugs (DMARDs) are eligible for treatment with

biological therapies. «Inadequate response or treat-

ment failure» is defined when a patient, treated

with conventional DMARDs over a period of time

deemed adequate in these guidelines, present one

of the following situations:

e DAS>3.2o0r

* 2.6 < DAS < 3.2 and worsening of HAQ>0.22
(6/6M)8 or worsening x-ray scores: Larsen>6/
/SvdH >5 (12/12M)9
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All patients selected for treatment with biological
therapies should be included in the BioRePortAR.

Criteria for introduction of hiological agents

1. Biological agents are recommended for patients
with an inadequate response to MTX used in a
stable dose of at least 20 mg/week (orally or pa-
renterally), for at least 3 months.

2. In case of intolerance, toxicity or refusal (signed
statement) to take MTX, the patient may be con-
sidered eligible for treatment with a biological
agent if there is an inadequate response (accor-
ding to the above provided definition) after a pe-
riod of at least 6 months of treatment with a sta-
ble dose of another conventional DMARD or an
association of conventional DMARDs. In these
circumstances, the patient will be eligible for
treatment with biological therapies that do not
require simultaneous use of MTX.

Treatment Objective

DAS28 < 2.6 or, if that is not achievable, 2.6
< DAS28 < 3.2 in two successive assessments wi-
thout significative worsening of the HAQ score as-
sessed each 6 months and/or x-ray progression
evaluated every 12 months.

Criteria for maintenance of biological therapy

1. The first decision is taken 3 months after the in-
troduction of biological therapy, supported by
the opinion of the Rheumatologist:

— Maintenance of biological treatment if respon-
der, e. g, if there is an improvement of at least
0.6 in the DAS28 score.

2. Subsequent decision after 6 months of treatment
with biological therapy, supported by the opini-
on of the Rheumatologist:

— Maintenance of biological treatment if there is an
improvement of at least 1.2 in the DAS28 score.

Procedure in case of inadequate response
to a hiological agent

If the patient fails or has an incomplete respon-
se to a first-line biological treatment the Rheuma-
tologist, according to the current evidence, may
proceed to switch to a second biological agent: TNF
antagonist, abatacept, rituximab or tocilizumab.

Tuberculosis screening before introduction
of biological therapies

The Portuguese Society of Rheumatology (SPR)
and the Portuguese Society of Pneumology

(SPP-Sociedade Portuguesa de Pneumologia) have
developed recommendations on the diagnosis and
treatment of latent tuberculosis (LTB) and active tu-
berculosis (ATB) in patients with inflammatory jo-
int diseases (IJD), namely rheumatoid arthritis, pso-
riatic arthritis and ankylosing spondylitis, treated
with TNF antagonists.'”With the current knowledge
and state of evidence, these guidelines should be
applied to the other biological therapies available.

The Portuguese Society of Rheumatology (SPR)
and the Portuguese Society of Pulmonology
(SPP-Sociedade Portuguesa de Pneumologia) have
developed recommendations on the diagnosis and
treatment of latent tuberculosis (LTB) and active
tuberculosis (ATB) in patients with inflammatory
joint diseases (IJD), namely rheumatoid arthritis,
psoriatic arthritis and ankylosing spondylitis, trea-
ted with TNF antagonists, which are periodically
updated and available at the SPR, SPP and Di-
reccdo-Geral da Satde websites.

With the current knowledge and state of evi-
dence, these guidelines should be applied to the
other biological therapies available.

«Absolute» contraindications

e Active infection;

¢ Concurrent administration of live vaccines;

* Recent history (<5 years) of malignancy (except
in the case of basal cell cancer);

* Congestive heart failure (NYHA class III-1V);

* History of demyelinating disease.

Pregnancy

1. Biological therapy should not be started in preg-
nant or breastfeeding women.

2. If pregnancy occurs under treatment, biological
therapy should be stopped.

Criteria for temporary suspension/
/postponement of introduction

1. Active infection

2. Recurrent infection or high risk for infections
3. Major surgery planned
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SICCA SYNDROME WITH PAROTIO ENLARGEMENT
AS THE FIRST MANIFESTATION OF HIV

Ana Luisa Garcia Calich, Jozélio Freire de Carvalho’

A 39-year-old man previously healthy came to our
Department with progressive enlargement of his
left parotid region (Figures 1 and 2) that began one
year ago and 5 months ago on the right side (Figu-
re 3). Concomitantly, he had dry eyes and mouth.
He denied fever, weight loss or inflammatory signs.
Physical examination revealed a cystic tumor on
parotid regions bilaterally. Schirmer’s test and
Rose-Bengal were positive. Laboratory tests revea-
led increased erythrocyte sedimentation rate
(31mm/1%hour); and negative antinuclear anti-
body, rheumatoid factor, anti-Ro and anti-La anti-
bodies. Serologies for B and C hepatitis were nega-
tive. ELISA for HIV was positive, that was confirmed
by immunoblotting. Biopsy of the tumor showed
benign lymphoepithelial cyst. Antiretroviral drugs
were started and patient had good response. The
patient is currently being followed-up in Infectious
Diseases Department.

This is a case description of a patient with HIV,
parotid enlargement and sicca syndrome. Benign
lymphoepithelial cyst of the parotid gland occurs
in 5% of HIV positive subjects and does not have
any impact on the natural history of this disease'>.

Figure I. Patient showing enlargement of the left parotid
region.

*Servigo de Reumatologia do Hospital das Clinicas da Faculdade
de Medicina da Universidade de Sao Paulo, Sao Paulo-SP

The present case reinforces the necessity to per-
form HIV serology in all adult patients with paro-
tid enlargement and/or sicca syndrome and nega-
tive autoantibodies.
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USO CRONICO DE CORTICOSTEROIDES
E OSTEONECROSE

Valderilio F. Azevedo, Lucio R. H. Felippe, Ranieri A. Moreira, Acir Rachid

Doente do sexo feminino, 33 anos, branca. Ha 10
anos iniciou com fen6meno de Raynaud associa-
do a artralgia, artrite de membros inferiores e rigi-
dez matinal fugaz. Na evolucao do quadro passou
aapresentar outros sintomas compativeis com um
quadro de doenca mista do tecido conjuntivo
(DMTC). Em exames complementares apresenta-
va anti-RNP positivo. Em uso de prednisona, clo-
roquina, metotrexato, fluoxetina e omeprazol.

H4 5 anos teve um primeiro episédio de dor su-
bita no joelho esquerdo, controlada com lexopro-
feno. H4 4 anos devido a uso continuo de corticéi-
de sistémico j4 apresentava fascies cushingoide,
perda de massa muscular em membros inferiores,

Figura 1. (a) Corte sagital T de RM de joelho direito
apresenta multiplos infartos 6sseos e osteonecrose em
fémur distal e tibia proximal. (b) O corte T2 de RM.

Figura 2. (a) Corte coronal T de RM de joelho direito
apresenta lesdo osteocondral no céndilo femoral lateral e
osteonecrose em tibia proximal. (b) O corte T2 de RM.

Servigo de Reumatologia do Hospital de Clinicas da Universidade
Federal do Parana

proptose ocular bilateral e estrias violdceas em
tronco. Evoluiu com piora da dor na perna direita
e joelho direito, sem sinais flogisticos. A RM iden-
tificou multiplos infartos 6sseos em fémur direito
e tibia direita, com lesao osteocondral no condilo
femoral lateral e regido posterior do mesmo e 0s-
teonecrose em fémur distal e tibia proximal (Figu-
ras 1 e 2). Observar que nos cortes em T2 com sa-
turacdo de gordura, as lesdes apresentam o sinal da
dupla linha (hipersinal central e hipossinal perifé-
rico). Esse padrao de duplalinha é caracteristico de
osteonecrose®.

O tratamento preconizado da DMTC estd na de-
pendéncia do tipo de 6rgdo envolvido'. Podem ser
utilizados corticosteréides e outras estratégias imu-
nomodulatérias como cloroquina, hidroxicloro-
quina, metotrexato, azatioprina e ciclofosfamida?.

Osteonecrose pode ser definida como a morte
6ssea que resulta no colapso da arquitetura éssea,
levando a dor articular, destruicdo 6ssea e perda de
funcdo. As causas da osteonecrose incluem a inter-
rupcdo do suprimento vascular resultante de trau-
ma local ou condicoes sistémicas ndo traumaticas.
Dentre as varias condi¢des nao traumadticas encon-
tram-se os fatores ambientais e iatrogénicos, que
incluem a administracao de corticosterdides e de-
sordens auto-imunes*. A associacdo entre cortico-
terapia e osteonecrose é bem estabelecida®. As
areas mais comumente afetadas incluem a cabeca
do fémur, a cabeca do timero e o joelho; neste tlti-
mo caso costuma atingir o fémur distal e tibia pro-
ximal. Existem poucos relatos na literatura de os-
teonecrose secunddria envolvendo lesées nos joe-
lhos, em contraste com grande ntimero de publi-
cacoes focadas nas leses de quadril®.
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ARTROPATIA BOTOSA

Tania Sofia Ferreira Gomes’, Graca Sequeira”, Paulo Simdes™

A Gotarica (GU) é uma sindrome clinica em doen-
tes com hiperuricémia, que resulta da reaccao in-
flamatoria aos cristais de urato de s6dio. O sexo
masculino, histéria familiar positiva, obesidade ou
o ganho stbito de peso, uma dieta rica em purinas,
o abuso de 4lcool e alguns farmacos sdo os princi-
pais factores de risco.

Os epis6dios tipicos de gota aguda sdo monoar-
ticulares e envolvem principalmente as articulacoes
metatarsofalangicas. Caracterizam-se por dor si-
bita, intensa, lancinante, com caracteristicas infla-
matérias. Em individuos ndo sujeitos a terapéutica,
cercade dez anos ap6s o episodio inaugural de gota
o envolvimento é em geral poliarticular e assimétri-
co podendo surgir depésitos de urato de s6dio no
tecido subcutaneo (tofos) e no rim podendo causar
insuficiéncia renal crénica (gota crénica).

Caso clinico 1

EM.M. 54 anos, sexo masculino, carpinteiro, refor-
mado.

Seguido em consulta no Instituto Portugués de
Reumatologia desde 1990, quando iniciou quadro

Figura |. Tofos gotosos nas articulagdes interfalingicas
distais com grande deformidade articular.

*Interna de Medicina Geral e Familiar, Centro de Saude de Lagoa
**Assistente graduada de Reumatologia, Hospital de Faro, EPE
**Assistente graduado de Medicina Geral e Familiar, Centro de
Satde de Lagoa

dedor articular localizada no joelho direito com ca-
racteristicas inflamatérias, que posteriormente
afectou os cotovelos e punhos. Abandono desta
consulta e md aderéncia a terapéutica. Seguido na
consulta do Hospital de Faro desde 2008.

Antecedentes pessoais: Em 1991 hernioplastia
inguinal direita. Em 2007 diagnoéstico de litiase
vesicular e cirurgia para extracc¢ao de tofos gotosos
namao esquerda. Habitos tabdgicos e etilicos mar-
cados.

Antecedentes familiares sem relevancia clinica.

Analiticamente: Hemoglobina 13,9; Acido trico
5,9; Creatinina 1,48; VS 48; PCR 17,7mg/dl.

Ao exame objectivo: Dor a mobilizacao passiva
e activa das articulacdes dos ombros, mao esquer-
da, articulagdes metacarpo-falangicas e interfalan-

Figura 2. Tofo gotoso do cotovelo esquerdo.

Figura 3.Rx das mios evidenciando erosio e destruicao
articular presente nas articulagdes da mao.
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gicas proximais, coluna dorsal e lombar e calcaneo
esquerdo. Tofos gotosos nas maos, cotovelos e pé
esquerdo.

Caso clinico 2

J.J. 48 anos, sexo masculino, construtor civil, refor-
mado.

Inicia queixas aos vinte e sete anos de idade
quando tem epis6dio de podagra, posteriormente
ocorre envolvimento progressivo poliarticular.

Tem sido seguido irregularmente, tendo feito
apenas tratamento com anti-inflamatérios nao es-
ter6ides. Desde ha cerca de 6 anos que apresenta

Figura 4. Destruicio articular exuberante envolvendo
essencialmente as articulagdes interfalangicas proximais
e distais.

Figura 5. Tofo gotoso no dorso do pé direito,
deformagio da primeira articulagio metatarsofalangica

e interfalangicas proximais e distais do segundo e
terceiro dedos.

deformidade das articulac6es das maos.

Seguido em consulta de Reumatologia do Hos-
pital de Faro desde 2007.

Analiticamente: Hemoglobina 12,2; Acido drico
9,6; VS 64; PCR 11mg/dL

Ao exame objectivo : Marcada deformacao arti-
cular a nivel das mios, cotovelos e pés com intiime-
ros tofos gotosos como podemos observar nas fi-
guras que se seguem.

Antecedentes pessoais: Em 2003 diagndstico de
osteoporose apo6s fractura do colo do fémur, em
2004 artroplastia do punho direito. Habitos taba-
gicos e etilicos marcados.

Antecedentes familiares: Avo paterno e pai com
histéria de gota.

Figura 6. Tofo gotoso na articulagio do cotovelo
esquerdo.

Figura 7. Tofos gotosos nas articulagdes
metacarpofalangicas e interfalangicas distais e
proximais com evidente destruicdo das articulagdes
do primeiro dedo.
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Figura 8. Rx das maos com grande deformacio articular Figura 10. Rx do pé esquerdo com erosio marcada
com colocagio de protese radio-metacarpica do terceiro da regido do tarso e multiplas deformagdes articulares
dedo da mio esquerda. envolvendo principalmente o primeiro dedo.
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Figura 9.Rx da articulagio tibiotdrsica direita com
erosio articular e fusdo ossea.
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ARTRALGIAS E ALTERACOES HEPATICAS
EM DOENTE DO SEXO MASCULINO

C Matias’, F Freitas™, A Barcelos™

A Hemocromatose Hereditaria (HH) é uma doen-
¢a autossOmica recessiva ligada ao gene HFE, no
braco curto do cromossoma 6, sendo uma das
doencas genéticas mais comuns narac¢a branca'.A
principal mutacdo no gene HFE € a substituicdo de
tirosina por cisteina no aminodacido 282 (C282Y).
Em Portugal, esta mutacao é mais frequente no
norte do pais e menos frequente no sul, a seme-
lhanca do que ocorre na Europa?.

A HH caracteriza-se pela acumulacao excessiva
de ferro nas células parenquimatosas do coracao,
pancreas, figado, hipéfise, gonadas e outros 6rgaos
com manifestagdes clinicas tdo variadas como a
disfuncado do miocardio, a diabetes mellitus, a cir-
rose hepdtica, a tonalidade cinzenta metalizada da
pele e aartropatia. Esta, juntamente com as altera-

Figura 1.Rx das mios: osteopenia peri-articular (seta
azul), diminuigdo assimétrica da entrelinha articular (seta
vermelha), ostedfitos «em ganchoy da 2%, 3% e 4* MCF
(seta verde).
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¢oes hepaticas, sdo as duas manifestacoes clinicas
sintomaticas mais frequentes. Enquanto a cirrose
é a manifestacdo que mais afecta a sobrevivéncia,
aartropatia é a que mais afecta a qualidade de vida
do doente®.

O mecanismo pelo qual a sobrecarga de ferro
provoca artralgias nao estd esclarecido. Existem
descricoes na literatura de depésitos de ferro na
membrana sinovial e nos condrécitos, especulan-
do-se sobre o papel do ferro em activar enzimas que
induzam a degradacao®.

As autoras apresentam o caso de um doente do
sexo masculino, de 46 anos de idade, observado na
consulta de Reumatologia por alteracoes das pro-
vas hepaticas e artralgias das maos com dois anos
de evolucao. Ao exame objectivo apresentava colo-
racao cinzenta metalizada da pele e tumefaccao
6ssea da 22 e 32 metacarpofalangicas bilateral-
mente.

Analiticamente apresentava elevacao das tran-
saminases (1,5 vezes o limite superior da normali-
dade); elevacao do ferro sérico, ferritina e satura-
¢do da transferrina. A radiografia das maos (Figu-
ras 1 e 2) revelava osteopenia periarticular, reducéao
daentrelinha articular e oste6fitos «em gancho» da
2a, 32 e 42 metacarpofalangicas.

Figura 2. Ostedfitos «em gancho» (ampliado).
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Perante estas alteragdes foram solicitados testes
genéticos para a deteccdo das mutacgdes (C282Y,
H63D e S65C) no gene HFE e o doente foi subme-
tido a biopsia hepdtica percutdnea. Os testes gené-
ticos revelaram homozigotomia para a mutacao
C282Y e a biopsia hepadtica revelou parénquima
hepatico com acentuada septacdo fibrosa, em evo-
lucdo cirrética, e abundante pigmento hemossidé-
rico em praticamente todos os hepatécitos, nos
canais biliares e em macro6fagos portais.

O doente foi orientado para a consulta de Imu-
nohemoterapia onde iniciou flebotomias de 400 a
500 cc de sangue, uma vez por semana.

O diagnéstico da HH deve ser sempre conside-
rado perante um individuo do sexo masculino ou
feminino, na idade adulta, que se queixe de aste-
nia créonica (sem motivo aparente) e/ou artralgias
e/ou aminotransferases elevadas sem outra causa
aparente, principalmente quando esta elevacdo for
inferior a trés vezes o limite superior da normali-
dade, caracterizando a «regra dos 3 as»*.

Apesar da artropatia ser uma manifestacio cli-
nica frequente do doente com hemocromatose,
ela é, no conjunto das doencas reumaticas, uma
doenca articular relativamente rara. A detecgdo de
alteracoes semelhantes a osteoartrose em localiza-

¢oes atipicas, como as metacarpofalangicas e pu-
nhos (localizagdes nao afectada pela osteoartrose),
deve levantar a suspeita de estarmos perante uma
doenca metabélica, nomeadamente a hemocro-
matose.
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KNEE SYNOVIAL OSTEOCHONDROMATOSIS

Jozélio Freire de Carvalho’

A 58-year-old white man previously healthy noti-
ced a painless mass on the anterior and lateral re-
gions of his left knee and asked for medical assis-
tance. Radiography showed radiopaque bodies
with regular borders in suprapatellar left side about
4 cm, and another 0.5 cm in the pretibial region ip-
silateral and lower right peripatellar. All of these ra-
diopaque bodies had the same radiographic bone
density of the bone, compatible with osteochon-
dromatosis (Figures 1 and 2). He denied pain, as
well as limitation of knee movements, and the
physical examination demonstrated a hard tumo-
ral lesion of about 4 cm on the left knee; this joint
had full range of motion. The patient refused sur-
gery, and currently he is under clinical and radio-
logical surveillance.

Figure I.Knee x-ray showing suprapatellar and pretibial
radiopaque bodies with the same bone density compatible
with synovial osteochondromatosis.

Rheumatology Division, Hospital das Clinicas da Faculdade de
Medicina da Universidade de Siao Paulo, Sao Paulo-SP, Brazil
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Synovial osteochondromatosis is an uncommon
progressive and indolent disease that mainly af-
fects men in the 3rd and 4th decades of life. The jo-
ints most affected are knees, hips, elbows and
shoulders, though the involvement usually affects
only one joint. Patients usually complain of pain or
swelling mass location, and also reduced range of
motion or joint blockage. Very rarely, osteochon-
dromatosis may progress to malignancy (synovial
chondrosarcoma). The differential diagnoses in-
clude intra-articular chondroma, synovial sarco-
ma and free osteochondral bodies, usually secon-
dary to osteoarthritis. Usually, the treatment of
synovial osteochondromatosis is through surgical
procedure, however with a recurrence rate of 25%.
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Figure 2. Knee x-ray of demosntrating left suprapatellar
and right peripatellar radiopaque bodies with the

same bone density compatible with synovial
osteochondromatosis.
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EULAR On-line Course

on

Connective Tissue Diseases

www.eular-ctd-onlinecourse.org

The EULAR on-line course on connective tissue diseases consists of 16 modules which deal with immunology
and systemic auto-immune diseases, such as SLE, scleroderma and vasculitis.

The course is not only aimed at rheumatologists, but also internists, nephrologists, dermatologists, neurologists,
pulmonologists and immunologists.

The registration fee is EUR 250. In view of further supporting young specialists from countries with a GDP per
capita below USD 10'000, EULAR offers participants from these countries a reduced registration fee of
EUR 100 for the entire course.

Starting date is 20 September 2010. The course duration is one academic year.
Register on-line: www.eular.org
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A VARIANT OF THE DISTAL ULNA

PATIENT WITH ULNAR

IN A
IMPACTION SYNDODROME

Diogo Casal™,Alexandra Borges™, Diogo Pais™, Maria Angélica-Almeida’, Joio Goyri-O'Neill”

A 42-year-old man, working as a carpenter, was
seen in the Clinic for the insidious onset in the pre-
vious three months of pain in the ulnar side of his
right wrist (dominant hand). The pain was exacer-
bated by his working activities, namely using the
hammer and grasping heavy objects. Rest and avoi-
dance of these activities caused the pain to subsi-
de. He denied any previous significant trauma to
that region. The medical history was otherwise
noncontributory. Physical examination revealed
pain on palpation of the distal portion of the ulna,
as well as limitation of ulnar deviation of the wrist
against resistance, due to complaints of pain. Pain
was also elicited by asking the patient to firmly
clasp his hand, and when pressure was exerted
from proximal to distal against his clenched fist.

Radiographs of the right wrist didn't show any
significant pathological changes. However, an ana-
tomical variant of the distal portion of the ulnawas
observed with a prominent ulnar styloid in an ul-
nar negative wrist being apparent (Figures 1A and
B). This gave the distal ulna a bifid appearance. Ul-
trasonography revealed only moderate and unspe-
cific swelling in the medial structures of the wrist.
A presumptive diagnosis of ulnar impaction
syndrome was made, and the patient was treated
conservatively with a wrist splint and analgesics for
4 weeks. The symptoms gradually subsided and 6
weeks after the first consultation the patient resu-
med his work by his own initiative. He refused to
have an MRI of his wrist done, as well as any other
diagnostic tests, claiming that he felt better.

The ulnar impaction syndrome is thought to be
caused by the impaction of the ulnar head against
the triangular fibrocartilage complex and ulnar car-
pus, provoking excessive load bearing across these
structures and resulting in their progressive dege-
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**Radiology Department, Portuguese Institute of Oncology of
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neration!. It is most commonly associated with
people whose daily activities cause excessive inter-
mittent loading of the ulnar carpus, as in this pa-
tient, who worked as a carpenter?. The clinical hall-
mark of this syndrome consists of chronic or suba-
cute ulnar wrist pain, often exacerbated by activity
and relieved by rest. Swelling and limitation of fo-
rearm rotation and wrist motion are frequent con-
current complaints®. The differential diagnosis
must include senescent changes, intraosseous gan-
glia, true cysts, vascular grooves, Kienbock disea-
se, and the lunula accessory ossicle that, someti-
mes, can be partially or completed fused with the
styloid process'®.

Several anatomical variants of the ulna have
been associated with an increased incidence of ul-
nar wrist pain syndromes, namely: significant ul-
nar positive variance and ulnar impaction syndro-
me; an excessively long or prominent ulnar styloid
and ulnar styloid impaction syndrome; ulnar nega-
tive variance and Kienbock disease, and, in extre-
me cases, ulnar impingement syndrome. The va-

Figure |. Antero-posterior and lateral right wrist
radiographs (Figures A and B, respectively) depicting a
variant of the distal ulna in a patient with a clinically ulnar
impaction syndrome.A prominent ulnar styloid in an ulnar
negative wrist is observed, giving a bifid appearance to

the distal ulna.

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:110-1 I



DI0OG0 CASAL E COL.

riant described in this patient, by increasing load
bearing across the ulnar portion of the wrist, could
also be a predisposing factor for the development
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REGURGITACAO AORTICA E NODULOS

REUMATOIDES —

UMA SITUACAO RARA

Pedro Abreu’, Citia Duarte’, Lina Carvalho™, Armando Malcata"

Ao Exmo. Editor

Os doentes com artrite reumatéide (AR) tém, fre-
quentemente, envolvimento cardiaco. A maioria
destas situacdes é um achado acidental no post-
mortem ja que menos de 3% dos doentes com AR
tém sinais ou sintomas clinicos'. E, neste grupo de
doentes, as queixas ocorrem predominantemente
por pericardite. O envolvimento do endocérdio e
miocdardio nao é habitual e s, muito raramente, ha
atingimento valvular®. A maioria dos doentes nao
necessita de substituicao valvular excepto se sur-
girem complicacdes como seja a regurgitacdo val-
vular significativa.

Os autores descrevem uma situagao rara de uma
mulher, de 39 anos de idade, com regurgitacdo aér-
tica devido a presenca de nédulos reumatéides na
valvula adrtica e miocéardio. Era seguida em consul-
ta de Reumatologia dos Hospitais da Universidade
de Coimbra com o diagnéstico de AR seronegativa
e erosiva (1996), hipotiroidismo, cirurgia a sindro-
me tanel carpico direito (2001) e artrodese do pé es-
querdo por osteonecrose do astragalo (2008). Esta-
va medicada com etanercept 50 mg/semana, me-
totrexato 25mg/semana e acido félico 10 mg/se-
mana. Em Marco de 2008, numa consulta de rotina,
e havendo apenas referéncia a discreta dispneia
para grandes esforcos, foi detectado sopro sistélico
grau III/VI no foco aértico. Tinha artrite do punho
direito (DAS28.3v=3.01). Em 2001, tinha realizado
um ecocardiograma que era normal. Foi orientada
para consulta de Cardiologia, tendo sido feito o
diagnéstico de insuficiéncia cardiaca encontran-
do-se, na altura, em classe II-IIT da NYHA. Realizou
radiografia tordcica que mostrou um indice cardio-
toracico aumentado e reforco hilar bilateral. O elec-
trocardiograma e prova de esforco ndo identifica-
ram qualquer anomalia. O ecocardiograma revelou
um ventriculo esquerdo (VE) com boa funcao, uma
fraccao de enchimento de 36% e uma valvula adr-
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tica (VAo) espessada com fibrocalcificacao e insu-
ficiéncia severa (regurgitacao IV/IV). Fez cateteris-
mo cardiaco que evidenciou uma fracc¢ao de ejec-
cdo de 58%. A angiografia demonstrou um VE de
dimensdes normais e VAo tricispide com regurgi-
tacdo severa. Apesar de se tratar de uma doente
apenas com cansaco para grandes esforcos, ficou
evidente que beneficiaria de substitui¢do valvular
adrtica. Em Janeiro de 2009, foi intervencionada e
colocada prétese mecéanica. Apresentava aorta as-
cendente de calibre normal com parede ligeira-
mente espessada por processo inflamatério difuso;
a VAo, tricispide, tinha espessamento severo e di-
fuso das cuspides, por fibrose, condicionando re-
traccdo destas, impossibilitando qualquer repara-
¢do daquela. Foram enviados, para estudo anato-
mo-patolégico, amostras de VAo e miocéardio, tendo
sido observado intenso infiltrado linfoplasmocita-
rio, com formac¢ao de nédulos reumatéides, com
necrose central e células inflamatérias com dispo-
sicdo em palicada ao redor (Figuras 1 e 2).

Em 30 a 50% dos doentes com AR ha algum tipo
de envolvimento cardiaco; contudo, este é habi-
tualmente assintomdtico e apenas descoberto no
periodo postmorten®. Por outro lado, a mortalida-
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Figura I.
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Figura 2.

de cardiovascular representa cerca de 40 a 50% das
mortes em doentes com AR?, nomeadamente de-
vido a um risco aumentado de doenca corondria
isquémica’ e de insuficiéncia cardiaca®. Histopato-
logicamente, o envolvimento cardiaco pode carac-
terizar-se por alteracdes crénicas inflamatérias
nao especificas (p.e., pericardite, miocardite, arte-
rite, endocardite crénica ou fibrose valvular) ou
por lesoes especificas granulomatosas reumatoi-
des®S. A presenca de granulomas reumatdéides nos
folhetos das vélvulas é a lesdo mais distintiva®. Foi
descrita, em estudos ecocardiograficos, a existén-
cia de doenca da vélvula mitral entre 5%-35%’ e da
VAo entre 5%-64%?%, em doentes com AR. A insu-
ficiéncia adrtica secundéria a doencas do tecido
conjuntivo, incluindo a AR, é um processo de cur-
so relativamente rdpido conduzindo a insuficién-
cia ventricular esquerda grave.

Os doentes com disfuncdo hemodinamicamen-
te significativa necessitam de cirurgia de substitui-
¢do valvular. Esta podera ser complicada de insu-
cesso a curto-prazo e subsequente risco elevado de
reintervencao cirtrgica, em doentes jovens, usan-
do vélvulas biolégicas. As vélvulas mecanicas tém
apresentado bons resultados a curto e longo-pra-
7o, sem dano estrutural das mesmas® pelo que, a
prétese mecanica, podera ser preferivel nos doen-
tes adultos com AR e doenca activa'®.

Os autores apresentam este caso pois a presen-
ca de nédulos reumatéides no coracao constitui
uma complicacao rara da AR e por se verificar, tam-
bém, em doente jovem, com AR seronegativa. Pe-
rante situacoes de insuficiéncia aértica, secunda-
ria a doenca inflamatéria articular (p.e. AR), e que

poderao evoluir rapidamente para insuficiéncia
cardiaca grave, é necessdrio um rapido encami-
nhamento para consulta especializada.
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I CARTA A0 EDITOR I

BRACHIAL NEURITIS MIMICKING SEVERE

ANTERIOR

INTEROSSEOUS SYNDROME

Murat Kara', Emel Emlak¢ioglu™, Bayram Kaymak™, Levent Ozcakar”

To the editor,

A 42-year-old man was seen for a likely diagnosis
of left anterior interosseous nerve (AIN) en-
trapment in the forearm (anterior interosseous
syndrome). On detailed questioning, he described
pain and weakness in both shoulders and arms
(especially on the left side). He added that he could
not flex his left thumb during the last 3 months
(starting one week after a febrile upper respira-
tory tract infection). His medical history was unre-
markable other than smoking (5 packet/year).
Physical examination revealed left supraspina-
tus muscle atrophy and painful shoulder motions
(especially during rotations) on the left side.
Neurological examination showed weakness
in shoulder abduction and rotations (4/5), second
digit distal interphalangeal joint (IJ) flexion (4/5)
and thumb IJ flexion (0/5) on the left side. Sensory
testing was normal. Radiographs of the shoulder
and neck were non-contributory. Magnetic
resonance imaging (MRI) of the neck and the left
shoulder revealed mild degeneration in the inter-
vertebral discs, degenerated acromioclavicular
joint and type 2 impingement. Electromyography
(EMG) revealed mild chronic axonal lesion in the
branches of AIN, innervating the flexor digitorum
profundus (2nd digit), pronator quadratus and fle-
xor pollicis longus muscles. Additionally, on the left
side, infraspinatus branch of the suprascapular
nerve had severe axonal involvement and the axil-
lary nerve had mild axonal involvement. Ac-
cordingly, the patient was diagnosed to have left
idiopathic brachial neuritis (BN), predominantly
involving the nerve fibers belonging to AIN. Physi-
cal therapy including electrical stimulation and
strengthening exercises for the aforementioned de-

*Ankara Physical Medicine and Rehabilitation Education and
Research Hospital, Department of Physical Medicine and
Rehabilitation, Ankara, Turkey

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

nervated muscles was started. On control visits, he
started to use his thumb effectively during daily
activities i.e. with a motor strength of 3/5 in IJ fle-
xion.

Despite diffuse proximal inflammation, patients
with BN may masquerade as isolated peripheral
nerve entrapments. The clinical scenario may en-
compass acute severe neuropathic pain, multifocal
pareses and atrophy of the muscles, with sponta-
neous recovery up to 2-3 years following the onset
of symptoms'?. Although conservative treatment is
the mainstay, surgical decompression may be per-
formed for specific nerve entrapments?. Therefore,
accurate diagnosis of the lesion with EMG is cruci-
al. Likewise, we herein presented a 42-year-old man
who was diagnosed clinically and electrophysiolo-
gically as BN with involvement of the fibers belon-
ging to the AIN.

Brachial neuritis (BN) is considered as a rare di-
sease with an incidence of 2-3/100000/year®. Half
of the attacks are preceded by infections, surgery,
pregnancy, puerperium, stress and immuniza-
tions'?. It has been reported that paresis of the up-
per part of the brachial plexus, affecting the shoul-
der girdle muscles, is the most common (71.1%)
form of it and involvement of the lower part of the
plexus is less likely. Although a few cases of BN pre-
senting as AIN compression have been reported>;
predominant AIN paresis in males veryrare (1.2%)3.
BN-induced severe AIN palsy can also be confused
with other problems like isolated anterior interos-
seous syndrome, FPL tendon rupture and cervical
radiculopathy®. Therefore, keeping in mind the dif-
ferent therapeutic approaches for all these condi-
tions, its prompt diagnosis is paramount in clini-
cal practice.
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I AGENDA I

IOF World Congress on osteoporosis & 10th European Congress on Clinical
and Economic Aspects of Osteoporosis and Osteoarthritis

Local e Data: Florenca, Italia, 5 a 8 de Maio 2010

7th International Congress on Autoimmunity

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

XII Jornadas Internacionais de Reumatologia Pediatrica

Local e Data: Lisboa, Portugal, 13 a 14 de Maio 2010

Rheumatoid Arthritis: from practical issues to cutting edge translational research

Local e Data: Lisboa, Portugal, 14 a 15 de Maio 2010

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

XXXVI Congreso Nacional de la SER
Local e Data: Tarraguna, Espanha, 16 a 19 de Junho 2010

XIl Forum de Apoio ao Doente Reumatico

Local e Data: Portugal, 8 a 9 de Outubro 2010

3e Initiative 2010
Local e Data: Cascais, Portugal, 8 a 9 de Outubro 2010

VI Jornadas de Reumatologia e Medicina Familiar do Algarve

Local e Data: Vilamoura, Portugal, 22 a 23 de Outubro 2010

XXXI Curso de Reumatologia dos Hospitais da Universidade de Coimbra
Local e Data: Coimbra, Portugal, 22 a 23 de Outubro 2010

XVII Jornadas Internacionais do Instituto Portugués de Reumatologia

Local e Data: Lisboa, Portugal, 9 a 10 de Dezembro 2010
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I NORMAS DE PUBLICACAO I

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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I INSTRUCTIONS FOR AUTHORS I

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.
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