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I EDITORIAL I

ACTA REUMATOLOGICA PORTUGBUESA:

OE FACTOR DE

ATRIBUICADO

IMPACTO EM JUNHO DE 2010

Jodo Eurico Fonseca, Maria José Santos, José Antonio Pereira da Silva, Paulo Coelho,

Viviana Tavares, Aurora Marques, Jaime Branco, José Alberto Pereira da Silva, Jodo Ribeiro da Silva,

Mario Viana Queiroz, Jodo Figueirinhas’, Robert Martins, Helena Canhao"

Em Junho de 2010 a Acta Reumatolégica Portugue-
sa (ARP), como reflexo da sua indexacdo, primeiro
ao Pubmed/Medline e depois ao Science Citation
Index (SCI), recebeu um factor de impacto (FI) ofi-
cial. E uma distin¢do absolutamente histérica e ex-
cepcional, sendo a tinica revista médica Portugue-
sa com FI. Atingir este patamar reflecte um traba-
lho de muitos anos. Primeiro, a criacdo da revista,
estabelecé-la como uma referéncia da Reumatolo-
gia Nacional, garantir a regularidade e a qualidade
gréfica da publicagao, instituir um processo de re-
visdo qualificado e eficaz. Depois, garantir a inde-
xacdo ao Medline/Pubmed, um processo altamen-
te exigente em que apenas 25% das candidaturas
anuais sao aceites (4 numeros consecutivos da re-
vista avaliados), apenas atingido por 4 revistas mé-
dicas Portuguesas e por nenhuma revista de Reu-
matologia Ibero-americana'. Com base neste pata-
mar foi possivel lutar pela indexacao no SCI, con-
dicdo minima para obter um FI. A ARP foi a
primeira revista médica Portuguesa a atingir este
patamar de qualidade. Todos os anos sdo avaliadas
cerca de 2000 candidaturas de revistas (3 nimeros
consecutivos de cada revista) que pretendem ser
incluidas na base de dados do SCI e apenas cerca
de 10% sdo seleccionadas? O passo final foi a
obtencao do FI que resultou de 2 anos de avaliacao
das publicacdes da ARP na SCI.

Mas o que € o FI de uma revista? O FI é uma for-
ma de avaliar a repercussao que os artigos publica-
dos em determinada revista tém sobre a comuni-
dade cientifica. Mede o impacto dos contetidos de
uma revista no contexto das publicacdes cientifi-
cas. O FI das revistas que atingiram este patamar
de qualidade é actualizado todos os anos no Jour-
nal Citation Reports (SCI)®. O célculo do FI € reali-
zado a partir de pelo menos 2 anos de indexacao
numa base de dados da Thomson Scientific (ouISI,

*Ex-Editores chefe e Editora-chefe actual da Acta Reumatolégica
Portuguesa

como por vezes continua a ser referida). Este perio-
do é necessério para permitir quantificar o nime-
ro de citacoes, em determinado ano, noutras publi-
cacoes presentes nessa base de dados, de artigos
publicados nos dois anos precedentes na revista
em avaliacdo. Este niimero de citacdes € depois di-
vidido pelo niimero de artigos publicados na revis-
ta em avaliagdo durante o mesmo periodo de tem-
po. Por exemplo, o FI de uma revista em 2009 € igual
ao numero de citacdes em 2009 de artigos publica-
dos em 2007 e 2008, a dividir pelo nimero de arti-
gos publicados em 2007 e 2008

Aimportancia do FI de uma revista cresceu mui-
to na dltima década ao ponto de constituir um cri-
tério major na decisdo de escolha de uma revista
quando se pretende publicar um artigo, na avalia-
¢do dos curricula vitaeacadémicos, na avaliacdo in-
ternacional das Instituicées de investigacdo e na
seleccdo de centros de exceléncia (como é o caso
dos Centres of Excellence in Rheumatology da Eu-
ropean League Against Rheumatism).

Claro que o primeiro FI que uma revista recebe
é habitualmente baixo, reflectindo a entradarecen-
te da revista «no mercado das citacdes». A ARP tem
um FI de 0,726. Para entendermos este FI é impor-
tante salientar que nao é o tltimo entre as revistas
de Reumatologia. De facto a ARP no primeiro ano
ja deixou para trads 5 outras revistas internacionais
de Reumatologia, sendo a revista que se encontra
imediatamente atrds da ARP o Z Rheumatol, a re-
vista Alema de Reumatologia (F1 0,401), e a que se
encontraimediatamente a frente o J Clin Rheuma-
tol (FI 1,185). A tabela € liderada pelo Ann Rheum
Dis com um FIde 8,111.

O facto de a ARP ter um FI lan¢ca um novo objec-
tivo evidente. Todos os anos (em Junho) teremos
um FI oficial actualizado e poderemos medir o im-
pacto da ARP. Passard a existir um objectivo anual
de avaliar e melhorar o FI da ARP. Todos nés pode-
remos contribuir para o incremento do FI da ARP.
O primeiro contributo fundamental serd a publica-
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¢do em lingua inglesa de artigos com marcada ori-
ginalidade e explorando nichos de interesse pou-
co debatidos nas revistas que lideram a Reumato-
logia Internacional. O segundo contributo € sim-
plesmente ndo nos esquecermos da ARP quando
escrevemos um artigo e o publicamos em qual-
quer revista. Deveremos perder um minuto para
termos a certeza que sobre o tema que estamos a
escrever ndo tenha saido nos tltimos anos um ar-
tigo relacionéavel e relevante na ARP que possa e
deva ser referenciado.

A ARP devera manter um esforco de atraccao de
autores internacionais e deverd manter uma poli-
tica de convites de artigos de revisao dirigidos a li-
deres internacionais na drea da Reumatologia. Por
fim, um passo muito importante. Nao ha NENHU-
MA revista com FI superior a da ARP com uma re-
feréncia nacional no nome. O préximo passo 16gi-
co na internacionalizacdo desta revista devera ser
um pequeno ajuste ao nome para simplesmente
Acta Reumatologica.

Ahistéria da ARP é um exemplo de persisténcia,
de trabalho de equipa, de primazia da qualidade e
de afirmacdo internacional. Para que a ARP conti-
nue a ser uma histéria de sucesso vai precisar ago-
ra de mais recursos financeiros e de apoio profis-
sionalizado e deverd ser assumida como um in-
vestimento da Sociedade Portuguesa de Reumato-
logia. Os ingredientes existem para continuarmos
a ver na ARP uma fonte de inspiragdo para todos
nés, basta sabermos gerir o futuro.

Referéncias
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Catch 22. Acta Rematol Port 2005; 30:9-12.
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I EDITORIAL I

TRANSLATIONAL MEDICINE:

1S THIS

A MATTER FOR THE CLINICIANTY

Catarina Limbert’

Medicine has always been a field plenty of interro-
gations. Patients ask about their complaints and
duration of the disease; about treatment and cure.
Clinicians, on the other side, query about diagno-
sis and most adequate treatment options for their
patients. While a lot of answers can be found in re-
cent scientific knowledge, in collected experience
and clinical sense, there are many questions for
which we have no solutions. This fact leads to a
constant state of curiosity, stimulating the interest
for scientific advances with significance to clinical
practice.

A most current issue, nowadays, is the role of
medical doctors in research, particularly if basic re-
search should be reserved to biologists and other
basic sciences professionals. Or is this also a mat-
ter for the clinician?

The clinician’s highly trained clinical thinking
relies on associative and relational ideas which are
constantly being up-to-dated at conferences, me-
dical discussions, by recent literature or pharma-
ceutical information. This feature constitutes a
most important tool to set up urgent and key sci-
entific questions. In other words, it allows medical
doctors to put the right question at the right mo-
ment.

Translational medicine is the link between
“bench and bedside” that has been missing. Itisa
scientific approach that bridges laboratory experi-
ments, through clinical trials, to actual health-care
applications. Stem cell research is a hallmark of
translational medicine. Also, discoveries in geno-
mics and proteomics, as well as recent investigation
onimmunomodulation approaches, have shown to
provide direct beneficial effects to patients by gi-
ving new insight to pathophysiology, diagnosis and
treatment of specific diseases.

In many countries, medicine is already strongly
related to scientific investigation. However, such
an emerging vision implicates profound structural

*Pediatra. Estudante de Doutoramento da Faculdade de Medicina
da Universidade de Lisboa

changes, which should begin at medical educatio-
nal level. Engaging students into research projects
will allow them to become familiar with molecular
biology methods, laboratory devices and animal
model experiments. It contributes for developing a
scientific way of thinking that is crucial for new
ideas and scientific hypothesis to arouse.

It is also important to re-define the role of me-
dical doctors as health care givers at major univer-
sity hospitals, where translational projects can be
carried on. A major step is to include research/in-
vestigation work in medical doctor’s routine daily
work, providing a balance between clinical practi-
ce and science. Moreover, it is essential to promo-
te a motivating scientific environment with inter-
disciplinary networking (e.g. physicians, biologists,
bioinformatics) in order to find new lines of inves-
tigation, to perform quality projects and to genera-
te data for publishing in relevant scientific jour-
nals.

In the last twenty years, international research
foundations and pharmaceutical companies have
spent vast amounts of funds on basic research with
significantly less return on investment than expec-
ted. Moreover, in a period of economical crisis,
most efforts should be directed towards solving ur-
gent questions related to diseases of great econo-
mical and social impact such as rheumatic disea-
ses, obesity, diabetes and cancer.

It is my belief that translational medical science
may become a key path for clinicians to get invol-
ved in basic research, allowing medical science to
move more rapidly towards major targets. Transla-
tional medicine is, therefore, a key process to effi-
ciently and rapidly translate basic research findings
into medical practice and meaningful health-care
outcome.

Correspondence to

Catarina Limbert

Faculdade de Medicina da Universidade de Lisboa
E-mail: climbert@googlemail.com

I ORBAD OFICIAL DA SOCIEDADE PORTUGUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:132 I



I ARTIGO DE REVISAOD I

ORAL CONTRACEPTIVES ANDOD SYSTEMILC

LUPUS ERYTHEMATOSUS:

WHAT SsSHOULD

WE ADVISE TO ODUR PATIENTS?

Cétia Duarte”, Luis Inés’

Abstract

Oral contraceptives (OC) are the contraceptive me-
thod of choice for the majority of Western world
women. Decision on giving OC to patients with
Systemic Lupus Erythematosus (SLE) puts special
issues and concerns. In fact, OC have been evoca-
ted as etiologic risk factors for SLE and also asso-
ciated with an increased risk of flares. During pe-
riods of active disease an effective contraception is
mandatory, but OC puts safety problems in this set-
ting. On the other hand, many SLE patients will be
on a low activity or remission state with much less
aggressive medication for most of the time. Cumu-
lative damage due to SLE and comorbidities such
as cardiovascular disease, antiphospholipid
syndrome/ antibodies also has to be considered for
pregnancy and contraception decisions.

Advice on the benefits and risks of OC is an im-
portant and difficult aspect of the care of women
with SLE. This advice should be done based on the
best evidence and always considering our particu-
lar subject and its changing risk profile. This review
will focus on OC in SLE women and particularly on
current evidence on safety.

Keywords: Systemic Lupus Erythematosus; Con-
traception; Oral Contraceptives.

Introduction

During recent decades, generalized use of oral con-
traceptives (OC) by women gave them direct con-
trol of pregnancy issues and accounted to a social
revolution. Since the early days, OC had the charac-
teristic of being both the most convenient and ef-
fective non-surgical method of birth control (when
taken adequately) with an acceptable safety profi-

*Rheumatology Department, Coimbra University Hospital

le. For these reasons, OC are the contraceptive me-
thod of choice for the majority of Western world
women between the ages of 15 and 44 years!.
Decision on giving OC to patients with Systemic
Lupus Erythematosus (SLE) puts special issues and
concerns. SLE is a chronic systemic autoimmune di-
sease which etiology probably involves a complexin-
teraction between environmental, infectious and
hormonal factors in a genetically susceptible sub-
ject?. Despite it can affect any gender at any age, SLE
is much more common among women and its inci-
dence is significantly increased during reproducti-
ve years. Among the risk factors for SLE OC have
been evocated as etiologic factors. During its cour-
se, SLE presents a wide range of manifestations al-
ternating periods of exacerbation and remission. OC
was also associated with an increased risk of flares
with variable severity. Other clinical problems with
higher occurrence among SLE patients as thrombo-
tic events can be potentiated when OC are used.
Being SLE a disease with major expression
among women, OC have been questioned for the-
se patients over time. During periods of active di-
sease pregnancy is contraindicated, due to risks for
the patient and the baby, associated both to SLE
and its treatment. For these cases, an effective con-
traception is mandatory but also puts special is-
sues. On the other hand, many SLE patients will be
on a low activity or remission state with much less
aggressive medication for most of the time. Cumu-
lative damage due to SLE and comorbidities such
as cardiovascular disease, antiphospholipid
syndrome antibodies also has to be considered for
pregnancy and contraception decisions. Physici-
ans who care of SLE women are commonly sub-
mitted to questions about these issues, not only for
their patients but also from other health professio-
nals. Advice on the benefits and risks of exogenous
hormones for OC is an important and difficult as-
pect of the care of women with SLE. This advice
should be done based on the best evidence from
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available studies and always considering our par-
ticular subject and its changing risk profile.

This review will focus on contraception in SLE
women, regarding to their indications and poten-
tial risks for these particular patients.

Hormonal Contraceptives

Hormonal contraceptives prevent conception
through a number of mechanisms. Ovulation is
prevented by inhibition of gonadotrophin secre-
tion via an effect on both pituitary and hypothala-
mic centers. Peripherally, estrogen provides endo-
metrial stability to prevent breakthrough bleeding.
Progesterone increases cervical mucus viscosity,
decreases tubal peristalsis and cilial action, and
diminishes the endometrial ability to support the
growth of an embryo®*. Progestin affect and may
inhibit ovulation depending the dosage®.

From the pharmacological point of view, hormo-
nal methods use either a combination of estrogen
and progestin or progestin only. Hormonal contra-
ceptives can be administered through different rou-
tes: oral, transdermal, intrauterine or intravaginal®.

The ethynilestradiol is the estrogenic component
of OC. During the last years there was a progressive
and significant reduction in its dose from almost 80
pgto aslow as 15 pg. 178-estradiol has been used in
transdermal patches. With the development of injec-
tions with the duration of action of 1 month, two es-
ters of the natural hormone 178-estradiol (estradiol
cypionate and estradiol valerate) have been used®.

Currently, progestin employed in oral contra-
ceptives belongs to two main chemical families:
the first includes derivates from progesterone and
the second derivates of 19-nortestosterone or go-
nane®. Several formula combining estrogen and
progestin are available and new and old progestin
can be used (drospirenone, dienogest, chlormali-
done containing oral contraceptives). To avoid the
side effects due to the estrogen compound, proges-
tative only contraceptives have been developed.
At present the four most often used preparations
are desogestrel 75 pg, levonorgestrel 30 pg, nor-
gestrel 30 pg and the norethisterone 350 pg/day.
The newest desogestrel 75 pug presents the higher
efficacy to contraception with the longer safety
margin (12h) and less side effects®”®. Other pro-
gestins are used for injectable formula (depome-
droxyprogesterone) and implants (levonorgestrel,
etonogestrel, nestorone and nomegestrol)>*1°.

Why did physicians believe in a potential
negative role of female hormones in SLE?

The inference that female hormones have an im-
portant role in SLE comes firstly from the highest
incidence and prevalence rates of this disease
among women reported over time. All studies in
SLE show a female predominance. In large cohorts
in Europe, USA and Latin America the majority of
subjects included are women (90.8%, 88% and 90%
respectively)!'’*. When compared female to male
ratios, it varies between 4.3 and 11.7. The inciden-
ce is higher among women in all ages but the dif-
ference is greater in the 15-40 years old group, with
less differences in children and after 70 years of
age'*%. The peak incidence rate for women is du-
ring puberty and during the child bearing years,
suggesting an important role from sex hormones.

Experimental data with SLE models support this
association. Studies conducted in mouse model
SLE (NZB/NZW, MRL/1pr and BALB/c) show the
role of sex hormones and its receptors in SLE on-
set and development, showing an increased renal
disease associated with estrogen levels and that
androgens are protective?%.

Further evidence comes from human studies re-
porting abnormalities in sex hormones levels. An
increased level of estrogen and a low level of andro-
gens in women with SLE were reported®?. The re-
sults in male are scarcer and usually the samples
are very small. Overall, significantly lower levels of
testosterone and dihydrotestosterone are found in
male SLE patients when compared with controls?2.

Furthermore, pregnancy is considered a poten-
tial trigger for SLE flare. High incidence of flares du-
ring pregnancy is reported in two prospective stu-
dies, mostly in the second trimester and post-par-
tum?%!. A retrospective case control-study also
shows a higher flare rate in the pregnant group
(0.093 of per patient per year) than among con-
trols (0.049 per-patient per-year). In this study, the
majority of flares occurred during the second and
third trimester and 8 weeks post deliver®. The in-
creased level of estrogen during pregnancy could
explain the risk of flare during this period and gave
physicians more reasons to believe in the risk as-
sociation between female hormones and SLE.

Taking in consideration all these data, hormo-
ne therapy in women with SLE remains an impor-
tant concern to physicians. Observational and in-
terventional studies were conducted over time to
ascertain the role of estrogens in SLE and impro-
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ved evidence necessary for giving each patient the
better advice.

Oral Contraceptives and the risk of SLE

The role of exogenous estrogens as a trigger of SLE
was the aim of different studies and controversial
results have been published over time (Table 1).
A case control study from Sweden®, with 85 SLE
patients and 205 sex-age matched controls found
no association between OC containing estrogens

and SLE onset. No data related with other kind of
oral contraceptives or estrogens level was ana-
lyzed. These results were similar to a previous case
control study conducted by Strom et al* in Phila-
delphia. In the Carolina Lupus Study, a population
based, case control study that assembled its sub-
jects by identifying 240 SLE patients from commu-
nity-based rheumatologists in South Carolina and
comparing them to control subjects through dri-
ver’s license records frequency-matched to cases
within 5 years of age, sex and state found no cor-
relation between OC and SLE®. The authors also

Table 1. Evidence of risk of developing SLE associated with OC use

Author, year

Contraceptive method

Study design

Results

Strom, 1994*

OC unspecified

Case control study
SLE: 195
Controls: 143

No association between
OC's and SLE

Sanchez Guerrero,
19973

OC unspecified

Prospective cohort study
NHS I (n=121 645)

Past users vs never

users: RR:1.9 (95% IC: 1.1-3.3)
No relation with duration of
OocC

Bengtsson, 2002%

OC containing estrogen

Case control study
SLE: 85
Controls: 205

No association between OC
and SLE

Cooper, 2002%*

OC unspecified

Population-based case
control study

N=240 female SLE

N= 320 female controls

No association between OC
and SLE

Costenbader, 2007%

OC unspecified

Cohort study
NHS I and NHSII (n=238,308)
262 SLE female

Ever use of OC:RR: I.5

(95% 1C: 1.1-2.1)

Highest risk with short
duration (<2y) of OC (RR: 1.9,
95%IC: 1.3-2.8)

No association with kind of
OocC

Bernier, 2009%

OoC

Population based nested case
control-study (UK GPRD)
SLE: 786

Controls: 7817

Any use of OC

RR: .19 (95% I1C: 0.98-1.45)

Current use of OC

RR: .54 (95% IC: 1.14-5.57)

Risk was higher:

- in current users who
recently started (RR:2.52,
95% IC: 1.14-5.57)

- first or second generation
OC increase with dose of
ethinylestradiol

NHS: Nurse Health Study; UK-GPRD: United Kingdom General Practice Registered Database
RR: Relative Risk, OR: Odds Ratio
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make reference that there was no association with
other hormonal contraceptives, however data re-
lated with this issue is not well clarified.

However, all previous studies were case control,
based in patients self report which is associated
with some limitations as bias, particularly selection
and recall bias or temporal relationship difficult to
establish. More recently, prospective studies using
large database were conducted. Cohort studies
provides some of the strongest evidence that a fac-
tor is important in a specific disease etiology with
establishment of temporal relationship, minimize
the bias risk and are considered the most adequa-
te epidemiologic studies.

Prospective studies using the Nurses Health
Study cohort (NHS) report an association between
OC and SLE onset. Analyzing data from this
cohort, past users of OC had an age and post-me-
nopausal hormones adjusted RR of developing SLE
of 1.4 (95% IC 0.9-2.1) compared with never users.
On the other hand, there was no significant increa-
sed risk with duration of OC use or time since first
or last use®®. Furthermore, risk associated with to
type of hormonal contraceptive or estrogen level
was not evaluated. In a study conducted by Costen-
bader et al, using data from the same cohort, OC
were associated with an increased risk of develo-
ping SLE (RR 1.5; C1 95%: 1.1-2.1) but paradoxically
the risk was highest among women with shorter du-
ration of OC use, and no association was found with
type of hormones or the OC hormone potency®.

More recently, a population-based nested case
control study using the UK s General Practice Rese-
arch Database, including 786 incident cases of SLE
and 7817 age matched controls, report an increased
risk of SLE onset associated with OC use (RR: 1.19).
Theriskis greater with current use (RR: 1.54; 95% CI:
1.15-2.07), particularly among patients who had
onlyrecently started OC (RR: 2.52;95%CI: 1.14-5.57).
The risk appears to be particularly increased with
current exposure to first or second generation OC
(RR: 1.65; 95% CI: 1.20-2.96) and increasing with the
dose of ethinylestradiol, with a RR of 2.92 for OC
with 50 pg of ethinylestradiol compared to a RR of
1.42 when a dose of 30 pg is used®.

Oral contraceptives and disease activity in
SLE patients

Prescription of OC might be considered in SLE pa-
tients for several reasons. First, pregnancies and

conception planned during remission have better
outcomes. Secondly, most female SLE patients
would appreciate to be allowed such a convenient
contraceptive as OC, just like any other women.
Other rationale is that patients with very active di-
sease or those receiving potentially teratogenic
medications should use an extremelyreliable form
of birth control. A side effect of cyclophosphami-
de, a common immune-suppressive therapy used
in SLE patients with active disease, is infertility.
Despite of actually only gonadotrophin-releasing
hormone analog show some evidence in reducing
the risk of ovarian failure associated with cyclo-
phospamide® and no available data related with
OC protective role, it is believed that oral contra-
ceptives inhibiting ovulation can potentially miti-
gate infertility among cyclophosphamide users®.
However, in SLE patients OC use was associated
over time with increased risk of SLE flare. Several
studies have addressed this issue (Table II).
Aretrospective study conducted by Jungers et al,
with 60 SLE women with renal disease, show that
43% of patients experienced an exacerbation of lu-
pus nephritis when medicated with OC (estrogen
dosage from 30pg to 50 pg of ethinylestradiol) com-
pared to none exacerbations in control group (re-
ogestin-only OC or non-users)*'. Another retros-
pective study based on self-report of flare showed
that 13% of patients referred occurrence of flare
after starting OC*. These results were contradicted
by other studies. Julkunken et al, in a retrospecti-
ve study, including 85 SLE patients found no sta-
tistically significant difference in the flare rate com-
paring Combination OC users and non-users®.
Studies with higher quality were later conducted to
clarify this issue. The Safety of Estrogen in Lupus
Erythematosus National Assessment (SELENA) is
a double blind randomized placebo-controlled
equivalence trial of OC therapy in pre-menopau-
sal women. The SELENA study included 183 pre-
menopausal women with inactive (76%) or stable
active (24%) SLE, who were randomly assigned to
receive either OC (triphasic ethinylestradiol 35 pg
plus norethindrone at a dose of 0.5 to 1 mg for 12
cycles of 28 days) or placebo. Demographic and
clinical characteristics were similar between
groups. No flare increase was observed in treated
patients compared to the placebo group. Discon-
tinuation rate due to any reasons (side effects,
pregnancy, voluntary or lost to follow up) was si-
milar between groups, as well as the 12-month non
adherence rate*. Sanchez-Guerrero et al conduc-
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Table Il. Evidence of OC effect on SLE activity

Author, year

Contraceptive method

Study design

Results

Jungers, 1982%

CoC
50 pg ethynilestradiol

30 pg ethynil estradiol
POC

Nonrandomized trial,
non-placebo controlled
SLE female with nephropathy
COC 50 pg: 14
COC 30 pg: 7
POC: | |

Incidence of flare: 43% in COC
groups, within 3 months of
beginning OC

No flare in POC group

Julkunen, 19914

OC unspecified

Retrospective study

31/85 had used OC after or
during SLE onset

4 (13%) noted a flare during
the first six months after
starting OC

Incidence of flare was similar
as in patients not using OC

Buyon, 1995*

OC unspecified

Population survey

14% (n=55) were taking OC
after SLE diagnosis

Only 13% (n=7) self report
flare occurrence, mostly
musculoskeletal

Petri et al, 20054

Triphasic OC (triphasic
ethinylestradiol 35 pg
plus norethindrone at a
dose of 0.5 to | mg for
12 cycles of 28 days)

RCT-double blind
placebo-controlled, follow-up
12 mo

183 women with stable

or inactive disease

No differences between
groups in occurrence of
flares of any type

Sanchez et al, 2005*

COC (35ug of ethinyl
estradiol plus 150ug of
levonorgestrel)

RCT-single blind, non-placebo.

Follow-up 12 months
162 SLE woman, <40 yo,

No difference among groups in
mean activity, incidence of
flares or time to first flare

POC(30p Levonorgestrel)
IUD (TCu 380A copper
device)

with mild or stable disease

NHS: Nurse Health Study; COC: Combined Oral Contraceptive; POC: Progestative Oral Contraceptive; IUD: Intra-Uterine Diaphragm

ted a single-blind clinical trial involving 162 wo-
men with systemic lupus erythematosus without
active disease at baseline who were randomly as-
signed to combined OC (30 pg of ethinyl estradiol
plus 150 pg of levonorgestrel), a progestin-only pill
(30 pg of levonorgestrel) , or a copper intrauterine
device (IUD) (TCu 380A copper device). In this
study, disease activity remained mild and stable in
all groups throughout the trial. There were no sig-
nificant differences among the groups during the
trial in global or maximum disease activity, inci-
dence or probability of flares, or medication use.
The median time to the first flare was three months
in all groups®. In conclusion, available evidence
from randomized controlled trials support the sa-
fety oflow-dose combined OC in SLE patients with

inactive or stable disease in regard to the risk of a
SLE flare.

The first studies conducted in this area were
small, not randomized, confounders not conside-
red which limits their quality and makes it difficult
to interpret the results. Discrepancies between stu-
dies could be justified by different estrogens levels
with higher dosage in the early studies. Despite of
better design in the recent studies, with larger sam-
ples, generalization of their results is a limitation
(due to exclusion criteria) and its application in in-
dividual cases should be made carefully. As pati-
ents with active disease at baseline were excluded
in both trials, no data are available about security
of OC (even progestatin-only or combined pill) in
patients with active disease.
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Other Risks of OC in SLE patients

The estrogen component of combined OC increa-
ses hepatic production of serum globulines invol-
ved in coagulation, increases blood coaguability
and the risk of thrombotic events*. Case control
studies in the general population have shown an
increased risk of deep venous thrombosis and pul-
monary embolism associated to OC, ranging from
2.1 to 4.4%7, which is directly related to the dose of
estrogen and the type of progesterone.

There is a high incidence of thromboembolic
events (TE) in SLE patients, particularly in those
with antiphospholipid antibodies (aPL)*-%2, which
are common in SLE. Consequently, the decision of
OC use in SLE patients should consider the presen-
ce of aPL. Other risk factors for thrombotic events
recognized for general population as tobacco, ve-
nous insufficiency or other thrombophilic defects
should also be considered in SLE patients.

It is actually well recognized that SLE is associa-
ted with increased cardiovascular risk not explai-
ned by traditional risk factors. SLE patients pre-
sent more frequently high blood pressure. These
are particular issues to be considered when a OC
is prescribed to SLE patients.

Other important point is the risk of infections.
SLE patients are commonly medicated with im-
munossupressive medications and at an increased
risk of infections. The use of IUD’s is associated
with an increased risk of infection in general po-
pulation. No studies with SLE female patients were
conducted to assess this issue, although studies
including patients with ITUD’s found no increased
risk of infections in this group compared with
OC’s*%. This potential infection risk should be ad-
dressed in SLE patients.

Practical advice: Which are the best options
for OC in SLE patients?

SLE presents a high incidence and prevalence
among women in childbearing age, which makes
the contraception an important issue to consider
in these patients. Estrogens have been considered
as having a deleterious effect in SLE patients, ba-
sed on animal and population studies as well as in
case reports. Despite case control studies have
shown no increased risk of SLE onset in patients re-
ceiving OC, more recent prospective studies de-
monstrate an increased risk, which is related with

Table 11l. Recommendations for Contraception use
in SLE patients

Contraception can be considered if:
|. Absolute and relative contraindications considered
for general population are not present53,54
2. Inactive or stable/moderate disease
. No history of venous or arterial thrombosis
. No high titer of any antiphospholipid antibody
isotope

A W

5. No lupus anticoagulant

6. No-Smoker

7.

For combined pill, use the lowest dose of
ethynilestradiol (30-35 pg)

Consideration of pill containing progestin only

Considering risk of infection if intra-uterine ring use

Normotensive

type and dose of estrogens in OC.

Prescription of OCin SLE patients should follow
the same recommendations given to the general
population®%, with particular points related with
specific characteristics of this group of patients.

Although several studies have shown controver-
sial results related to an increased risk of flare
among OC users, two clinical trials show no in-
creased rate of flare in patients with inactive or sta-
ble disease receiving OC, without difference be-
tween combined OC, progestin-only OC or IUD.
No conclusions for patients with active disease are
possible from these studies, and consequently OC
in this group of patients should be avoided until
new data appear.

Considering data for the general population, OC
are associated with an increased risk of thrombo-
tic events and its risk increases when thrombophi-
lia exists. Despite of theoretically combination OC
have higher risk of thrombotic events than Proges-
tin-only OC, both clinical trials found no differen-
ce of thrombotic events between them. Conside-
ring conditions in the general population where
OC are contraindicated in patients with higher
thrombophilic risk, this is a particular issue in SLE
patients, who commonly are aPL positive. So, in
SLE patients aPL should be evaluated before recei-
ving OC and if positive, combination OC should be
avoided.

Despite all risks, use of OC has recognized be-
nefits in SLE patients as birth control, and poten-
tially may preserve ovarian function in SLE patients
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receiving cyclophosphamide. For all these reasons,
the possibility of OC use should be considered in
SLE patients and the decision should be taken ba-
lancing benefits and risks in each individual pa-
tient.
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I ARTIGOD DE REVISAOD I

ENVOLVIMENTO MUSCULAR

NA ESCLEROSE SISTEMICA

AVALIACAO DIAGNOSTICA

Laura Pinto’, Walter Castelio’, Jaime Cunha Branco™

Resumo

Introducao

Na Esclerose Sistémica pode ocorrer envolvimen-
to do musculo estriado. Diversas séries publicadas
naliteratura descrevem diferentes percentagens de
envolvimento muscular, de acordo com os crité-
rios de diagnéstico utilizados. Actualmente, ndo
existe uniformidade de critérios diagnésticos e é
necessdria a introducao de novos métodos, nomea-
damente imuno-histoquimicos, que permitam elu-
cidar os diferentes tipos de envolvimento muscu-
lar que ocorrem nesta doenca.

O presente artigo pretende fazer uma revisao de
conhecimentos sobre o diagnéstico de miopatia
associada a Esclerose Sistémica.

Palavras-chave: Esclerose Sistémica; Miopatia; Cri-
térios de Diagnéstico.

Abstract

In Systemic Sclerosis skeletal muscle may be invol-
ved. Several published series describe different in-
volvement percentages, depending on the diagnos-
tic criteria used. To date, there are no uniform crite-
ria for the diagnosis of this entity and, the use of new
methods, namely imunohistoquimic techniques,
will be necessary to highlight the different types of
muscle involvement ocurring in this disease.

The present article intends to make a review
about the diagnosis of the myopathy occuring in
Systemic Sclerosis.

Keywords: Systemic Sclerosis; Myopathy; Diagnos-
tic Criteria.
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A Esclerose Sistémica (SSc) é uma doenca do teci-
do conjuntivo caracterizada pela deposicdo exces-
siva de colagénio na pele e outros 6rgdos (coracao,
pulmao, rim, intestino), hiperreactividade vascular
e fen6menos obliterativos microvasculares'.

O envolvimento muscular foi descrito pela pri-
meira vez em 1876 como um componente minor
desta patologia. Em séries publicadas posterior-
mente, foi observada uma prevaléncia muito dis-
par, entre 16-81%, dependendo dos critérios utili-
zados para o diagnostico: clinicos (incluindo fadi-
ga, mialgias e/ou diminui¢do da for¢a muscular);
laboratoriais (elevacdo das enzimas musculares);
electromiogréficos (padrao miopdtico) e, ou 4) his-
toldgicos (infiltrados inflamatorios, fibrose, micro-
angiopatia).

Segundo alguns autores, parecem ocorrer 2 tipos
principais de envolvimento muscular associados a
esta patologia. No primeiro observa-se uma miopa-
tia ligeira, devida a fibrose muscular e no segundo;
a clinica, os achados laboratoriais e as alteracées
electromiogréficas sdo semelhantes as encontradas
na polimiosite (PM)/dermatomiosite (DM), tendo,
namaioria dos casos, um envolvimento clinico mo-
derado*3*. Se a associacdo de miosite com SSc cons-
titui um verdadeiro sindrome de sobreposicdo ou
deveria ser considerada apenas como uma manifes-
tacdo da doenca, permanece controverso. O termo
escleromiosite, tem sido proposto para caracteri-
zar o sindrome de sobreposicdo DM-PM/SSc®.

Desta forma, é provavel que a miopatia associa-
da a esclerose sistémica, inclua entidades distintas
com mecanismos patogénicos e prognosticos dife-
rentes?.

A sindrome de sobreposicdo SSc/DM-PM, foi a
mais frequentemente encontrada, num estudo re-
cente por Troyanov e colaboradores, em 100 doen-
tes canadianos franceses com miopatia inflamaté6-
ria idiopdtica®.
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Neste trabalho pretendemos fazer uma revisao
sobre o diagndstico de envolvimento muscular nos
doentes com esclerose sistémica.

Diagnéstico

Neste momento, como ja foi referido, ndo existem
critérios para o diagndstico de miopatia associada
a SSc, desta forma o diagnéstico € baseado: 1) na
clinica; 2) exames laboratoriais (bioquimicos e
imunolégicos); 3) electromiograma (EMG) e 4) exa-
me histopatolégico do musculo e 5) RM (Resso-
nancia Magnética).

Clinica

Os sintomas de envolvimento muscular sdo geral-
mente ligeiros a moderados e incluem fadiga, mial-
gia generalizada e fraqueza muscular geralmente
simétrica e proximal’. O quadro clinico pode no
entanto, em algumas casos, apresentar um curso
grave®. A fraqueza muscular foi avaliada sistema-
ticamente em doentes com SSc em 2 séries, cons-
tatando-se um déficite motor grave numa grande
proporc¢do de doentes, sobretudo nos que apre-
sentavam a forma difusa da doenca. Na primeira
série, observou-se uma incidéncia de 30% (quan-
do o déficite motor grave foi definido como uma
forca de grau 3 ou 4 numa escala de 4 graus), e na
segunda série, uma incidéncia de 43% (quando a
forca muscular se encontrava 75% abaixo do nor-
mal)?.

Foi ainda relatado na SSc, que o envolvimento
muscular é mais frequentemente encontrado na
doenca difusa relativamente a forma limitada®' e
que o envolvimento cardiaco (arritmias, bloquei-
os de conducéo e disfunc¢do ventricular esquerda)
é mais frequente em doentes com envolvimento
muscular®'®, Desta forma, o envolvimento do
musculo estriado parece ser um indicador de au-
mento de risco cardiovascular, sendo preconizado
o rastreio para doenca cardiaca oculta nestes
doentes®.

Em doentes com miopatia associada a SSc, foi
observada por Ranque e colaboradores uma inci-
déncia elevada de doenca pulmonar intersticial
(66%) e de tlceras digitais (48%)'2.

Exames laboratoriais

A elevacao das enzimas musculares (creatina qui-
nase-CK, lactato desidrogenase-LDH, aldolase, as-
partato aminotransferase-AST e alanino amino-

transferase-ALT) é inconstante e frequentemente
ligeira (menor que 10 vezes o limite superior da
normalidade). A CK em conjunto com a aldolase
tém uma sensibilidade mais elevada de que a CK
isolada2.

Ranque et al. observaram uma elevacdo de CK
e aldolase em 82% de pacientes com miopatia e
SSc, num estudo publicado recentemente!?.

Quando ocorre envolvimento simultineo do
miocdrdio, as enzimas musculares estao muito ele-
vadas em 90-100% dos casos'®!!. Neste caso, a tro-
ponina I é uma enzima que pode ajudar no
diagnéstico, dada a sua especificidade para lesdao
do miocérdio®.

O envolvimento muscular na SSc foi associado
a trés tipos diferentes de anticorpos: anti-PM/Scl,
anti-Ku e anti-RNP.

Os anticorpos anti-PM/Scl estdo presentes no
soro dos doentes com PM, DM e SSc e foram asso-
ciados com a presenca de miosite, nestes ulti-
mos!'*'5. Estes sdo dirigidos a um complexo nucleo-
lar, cujas principais proteinas antigénicas sdo as
proteinas PM/Scl 100 e a isoforma PM/Scl 75. Nos
doentes com SSc e miosite estd descrita uma fre-
quéncia destes anticorpos que varia entre 10 e
83%?, dependendo das séries, Hanke e colaborado-
res publicaram recentemente dados que apontam
para uma prevaléncia de cerca de 18%!.

Cerca de 80-100% dos doentes com os anticor-
pos anti-PM/Scl apresentam a forma limitada cu-
tdnea com incidéncia elevada de: calcinose; fra-
queza muscular; elevacdo da CPK e alteracoes in-
flamatérias na biépsia muscular?.

Os anticorpos anti-PM/Scl tém sido ligados em
diversos estudos ao antigénio HLA DR3'"!8, Numa
populacao Japonesa estes anticorpos nao se en-
contraram, provavelmente devido ao facto do an-
tigénio HLA DR3 ser pouco frequente, estando a
miosite nestes doentes associada ao anticorpo
anti-Ku. Num estudo multicéntrico de 2008, Roz-
man e colaboradores' descreveram a auséncia de
anticorpos anti-PM/Scl nos doentes positivos para
anti-Ku e a associacdo destes tiltimos anticorpos a
manifestacdes musculo-esqueléticas.

Nos doentes com SSc e anticorpos anti-RNP
uma miopatia inflamatéria ocorre mais frequente-
mente do que em doentes sem estes anticorpos,
sendo a prevaléncia de miosite de 27%?.

Electromiograma (EMG)
O EMG estd alterado na maioria dos casos e as al-
teragdes sdo semelhantes as das miopatias infla-
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matérias? com: diminuicdo do tamanho e duracao
dos potenciais de ac¢do; potenciais polifasicos; fi-
brilhacao e ondas positivas hiperagudas.

Histologia

Os achados histoldégicos das biépsias musculares

destes doentes sdo heterogéneos incluindo altera-

¢oes tipicas de uma miopatia inflamatéria e alte-
ragdes especificas de SSc, que ocorrem em pro-
porcoes varidveis, e sem associacdo entre si, in-
cluindo: microangiopatia endomisial, fibrose in-
tersticial e/ou inflamagao*.

Engel e Hohfeld? descreveram 2 padrdes princi-
pais de envolvimento muscular:

— Oprimeiro padrao inclui: fibrose perimisial com
ou sem inflamacao, microangiopatia, atrofia das
fibras musculares tipo 2 (sem destrui¢ao);

— O segundo padrao inclui: envolvimento mus-
cular mais severo, lesao das fibras musculares
com necrose e infiltrado perivascular e perimi-
sial de células mononucleadas. Diversos estu-
dos demonstraram um padrdo semelhante ao
da dermatomiosite com infiltrados de linfécitos
TCD4*, células B e depésitos de complemento
na parede vascular, reflectindo uma resposta
humoral.

Ressondncia Magnética Nuclear (RM)

A RM tem ganho crescente importancia na avalia-
¢ao do envolvimento muscular nestes doentes, por
ser um exame nao invasivo e porque por vezes, 0
espessamento cutdneo que os doentes apresen-
tam, torna complicado realizar o EMG ou a bidpsia
muscular®. A RM é extremamente sensivel a alte-
racdes no contetido de dgua dos tecidos, tendo,
desta forma, um papel na avaliacdo da inflamacao
muscular, onde o edema é caracteristico. O edema
é observado com hiposinal nas sequénciasT1 e hi-

persinal nas sequéncias T2, T2 com supressdo de
gordura (FS-T2) e nas imagens de recuperacao in-
versa (IR). A gordura é observada com hipersinal
emT1 eT2 e hiposinal em IR e FS-T2. Desta forma,
as sequéncias T2 ndo conseguem distinguir entre
infiltracao gorda e edema, uma vez que ambas apa-
recem com hipersinal. Acomparacdo das imagens
em T1 com as imagens em IR ou FS-T2, permite a
distincdo entre ambos, tornando-as sequéncias
importantes na avaliacdo do musculo?.

A RM é um utensilio importante, quer no diag-
néstico inicial, quer no seguimento alongo prazo
desta patologia®. As imagens sdo tteis do ponto de
vista diagnéstico ao demonstrarem a presenca de
inflamac3o, permitindo localizar zonas apropria-
das a realizacdo da biépsia muscular e, por outro
lado, avaliar a resposta a terapéutica, que em caso
de ineficacia se pode traduzir em actividade infla-
matdria continua, atrofia muscular ou infiltragao
gorda. A inflamacao crénica pode resultar apenas
numa elevacdo ligeira de CK devido a perda de
massa muscular, nestes casos, a RM permite detec-
tar a inflamagdo. De outra forma, a RM pode de-
monstrar que a diminuicgao persistente da forca e
da massa muscular, sdao devidas a atrofia e infiltra-
¢do gorda. As imagens, podem, deste modo, ser
importantes na tomada de decisdes terapéuticas?'.

Novas técnicas podem trazer informacdes adi-
cionais sobre a funcdo muscular (recrutamento
muscular, estrutura miofibrilhar e suprimento san-
guineo) e tém um elevado potencial para a detec-
¢do e monitorizacdo de alteracoes inflamatorias.
Desta técnicas destacam-se: a RM tensor de difu-
sdo, a RM espectroscépica e a RM funcional
(BOLD- Blood Oxygen Level-Dependent)?*.

Na Tabela I podemos observar um resumo das
caracteristicas que podem ser encontradas na mio-
patia associada a SSc.

Tabela I.

Clinica

Fadiga, mialgia e fraqueza muscular

Ex. Bioquimicos

4 de enzimas musculares (CPK,AST,ALT e aldolase)

Ex. Imunolégicos

Anti-Pm/Scl, anti-RNP, anti-Ku

EMG Diminui¢do do tamanho e duragdo dos potenciais de acgdo, potenciais polifasicos,

fibrilhagao e ondas positivas hiperagudas

Alteragdes histoldgicas
musculares

Microangioapatia endomisial, fibrose intersticial e/ou inflamagio

RM Edema-Hiposinal em T e Hipersinal em T2, FS-T2 e IR

Gordura-Hiposinal em FS-T2 e IR e Hipersinal emT1 e T2
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Conclusao

Actualmente, ndo existem critérios estabelecidos
para o diagndstico de miopatia associada a SSc,
sendo utilizados dados clinicos, laboratoriais, elec-
tromiograficos, histolégicos e imagioldgicos para
o estabelecer. A heterogeneidade de padrdes de
envolvimento muscular, observada nos doentes
com SSc, faz-nos pensar que poderemos estar pe-
rante entidades clinico-patolégicas diferentes,
com terapéuticas e prognosticos distintos.

No futuro, o uso de técnicas imuno-histoquimi-
cas e adescoberta de novos anticorpos associados
e esta entidade, poderao conduzir a descoberta de
diferentes mecanismos patogénicos e ajudar a
identificar diferentes subgrupos clinicos. A utili-
zacdo de novas técnicas associadas a RM, podera
representar uma mais valia na avaliacdo diagnoés-
tica e terapéutica desta patologia.
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SINDROMES AUTO-INFLAMATORIAS

J.A.Melo Gomes', Sénia Melo Gomes™, Marta Conde™

Resumo

As sindromes auto-inflamatoérias sdo constituidas
por um grupo heterogéneo de patologias isoladas
e caracterizadas ao longo dos tltimos 15 anos, gra-
¢as aos avang¢os marcados no conhecimento do ge-
noma humano e ao desenvolvimento de técnicas
laboratoriais que permitiram identificar, de forma
segura e reprodutivel, os genes responséveis pelas
varias doencas incluidas sob esta designacao co-
mum.

Em todas estas doencas e sindromes existem
epis6dios recorrentes de febre e inflamacao, loca-
lizada ou sistémica, sem o envolvimento de agen-
tes infecciosos ou quaisquer tipo de mecanismos
auto-imunes.

Neste trabalho, além da elaboragdo de uma clas-
sificacdo possivel das sindromes auto-inflamaté-
rias, dedicaremos especial aten¢do as sindromes
periddicas associadas a criopirina (CAPS), que po-
dem constituir importante causa de diagnéstico
diferencial com a forma sistémica de artrite idiopa-
tica juvenil (AlJ), com a qual partilham numerosas
caracteristicas clinicas comuns.

Palavras-chave: Sindromes Auto-inflamatérios;

Imunidade Inata; Sindromes Peri6dicos Associa-
dos a Criopirina (CAPS).

Abstract

Autoinflammatory syndromes (AIS) are a heteroge-
neous group of congenital diseases characterized
by the presence of recurrent episodes of fever and
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local or generalized inflammation, in the absence
of infectious agents, detectable auto-antibodies or
antigen-specific autoreactive T-cells.

These diseases have been much better under-
stood during the past 15 years, mainly due to the
marked advances of the Human Genoma Project
and its implications in the identification and cha-
racterization of genetic mutations.

In this paper we make a revision of the classifi-
cation of AIS and focus our attention specially on
the cryopyrin-associated periodic syndromes
(CAPS), in particular the CINCA syndrome that sha-
res many clinical characteristics with juvenile idio-
pathic arthritis.

Keywords: Autoinflammatory Syndromes; Innate
Immunity; Cryopyrin-Associated Periodic Syndro-
mes (CAPS).

As sindromes auto-inflamatérias sdo um conjunto
de patologias caracterizados por episddios recor-
rentes de febre e inflamacao localizada ou sistémi-
ca, sem envolvimento de agentes infecciosos, me-
canismos autoimunes ou linfécitos T autoreacti-
vos'2. Ap6s a classificacao inicial que incluia apenas
as sindromes autoinflamatérias com transmissao
familiar, vérias outras patologias foram entretanto
incluidas sob a mesma denominacéo autoinflama-
téria incluindo outras doencas de transmissao
Mendeliana'.

Uma classificacdo possivel das sindromes auto-
inflamatoérias é apresentada na Tabela I.

Sindromes Auto-Inflamatdrias Hereditarias

As sindromes auto-inflamatérias hereditarias*'?
compreendem um grupo de doencas caracteriza-
das por episddios recorrentes de febre e inflamacao
sistémica, na auséncia de causas infecciosas, neo-
plésicas ou auto-imunes®, que estdo relacionadas
com mutacdes de genes implicados na resposta in-
flamatoéria e na apoptose.
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Tabela I. Sindromes Auto-Inflamatérias. Adaptado de Kastner DL

Sindromes Transmissdo Genes e Factores de Risco
Sindromes de febre periddica hereditarios

Febre Mediterranica Familiar (FMF) AR MEFV

TNF receptor-associated periodic syndrome (TRAPS) AD TNFRSFIA

Sindrome Hiper IgD com febre periédica (HIDS) AR MVK

Sindrome autoinflamatério ao frio familiar (FCAS) AD CIASI/NALP3/PAFI

Sindrome Muckle-Wells (MWS) AD CIAS1/NALP3/PAFI

Chronic infantile neurologic cutaneous and articular
syndrome (CINCA)

Esporadico e AD CIAS1/NALP3/PAFI

DIRA Deficiéncia do Antagonista do Recptor da IL-1 AR
Sindromes Febris Idiopaticos
Sindrome de febre periddica, aftas, faringite e Nio familiar -
adenopatias (PFAPA)
Artrite |diopatica Juvenil-Sistémica (AlJ-S) Complexa Polimorfismos IL-6, MIF
Doenca de Still do adulto Nio familiar -
Doengas Granulomatosas
Doenga de Chron Complexa NOD2/CARDI5,ABCBI
(Ala893)
Sindrome de Blau AD NOD2/CARDI5

Sarcoidose de inicio precoce

Esporadica e AD NOD2/CARDI5

Doengas Piogénicas
Sindrome de artrite piogénica, pioderma gangrenoso

e acne (PAPA) AD PSTPIPI
Osteomielite crénica recurrente multifocal Esporadica, AR LPIN (associado Sindrome de
Majeed); PSTPIP2(?)
Sindrome de sinovite, acne, pustulose, hiperostose e Nio familiar -
osteite (SAPHO)
Doengas com Hemofagocitose
Linfohistiocitose hemofagocitica primaria AR PFRI, RAB27A
Sindrome de activagdo macrofagica (MAS) Nao familiar Doengas reumatoldgicas
pediatricas
Doengas do Complemento
Angioedema hereditario AD CINH
Sindromes Vasculiticos
Doenga de Behget Complexa HLABSI

AR: autossomico recessivo; AD: autossomico dominante.

Mutacdes em cinco genes diferentes ddo ori-
gem aos sindromes auto-inflamatérios heredita-
rios actualmente descritos: Febre Mediterranica
Familiar (FMF), Sindrome Hiper-IgD (HIDS), Sin-
drome periddica associada ao receptor do TNF
(TRAPS), Sindrome de Urticaria familiar ao frio,
Sindrome de Muckle-Wells (MWS), Sindrome de
CINCA (Sindrome Crénica Infantil Neurolégica
Cutanea e Articular) e Sindrome de PAPA (Artrite
Piogénica, Pioderma gangrenoso, Acne).

Apesar de apresentarem um curso semelhante

com epis6dios recorrentes de inflamacgao sistémi-
ca, distinguem-se entre si por variacoes na clinica,
por mutacdes genéticas especificas e pelomodo de
transmissao hereditdria''indicadas na Tabela I. As
opcoes terapéuticas para cada um destes sindro-
mes também sdo diferentes.

O diagnéstico diferencial é feito através de um
exame clinico exaustivo seguido da andlise gené-
tica especifica para a sindrome (ou sindromes)
mais provavel®. No que diz respeito a outros gru-
pos nosoldgicos, é importante excluir a patologia
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inflamatéria crénica, neoplasia e infeccdo. As ca-
racteristicas clinicas, genéticas e a simula breve da
terapéutica destas sindromes encontrio-se indica-
das na Tabela II.

Febre Mediterrdnica Familiar (FMF)

A FMF é uma doenca de transmissao autossémica
recessiva, frequente em populacdes da bacia me-
diterranica, nomeadamente judeus sefarditas, tur-
cos e descendentes de drabes. O gene envolvido,
MEFYV, codifica uma proteina denominada pirina
ou marenostrinaZ

Esta doenca é caracterizada por episédios re-
correntes de febre e serosite (peritonite, pleurite ou
artrite) de inicio stibito e curta duragao, entre 6 ho-
ras a 4 dias.

As manifestacdes mais frequentes sdo a dor ab-
dominal, geralmente muito intensa e acompanha-
da de prostac¢do, com ou sem sinais de peritonite
franca (sendo frequente a dor a descompressao na
palpacdo abdominal), as artralgias, as artrites e a
dor tordcica como manifestacdo de pleurite. As al-
teracOes cutaneas sdo caracteristicas: rash erisipe-
l6ide nos pés e zona pré-tibial. O envolvimento de
outras serosas, com pericardite ou inflamacao do
escroto é pouco comum.

Analiticamente hd leucocitose, aumento da Pro-
teica C-reactiva, do fibrinogénio e da proteina ami-
l6ide A sérica.

O tratamento com colchicina é eficaz na pre-
vencao das crises, diminuindo a sua frequéncia e
também na reducao da probabilidade de apareci-
mento de amiloidose, que é a complicacdo mais
grave e temivel desta doenca®. O diagnéstico pre-

coce e a adesdo a terapéutica com colchicina sdo
os aspectos fundamentais para o correcto trata-
mento da FMF e a prevencdo da amiloidose se-
cundaria, invariavelmente fatal.

TRAPS - Sindrome periddica associada ao
receptor do TNF («<TNF Receptor Associated
Periodic Syndrome»)

E causado por mutacoes no gene TNFRSF1A e
apresenta uma transmissdo autossémica domi-
nante®. Os dados clinicos mais titeis para distinguir
esta sindrome das outras febres periddicas sdo o
caracter prolongado dos episédios febris, que po-
dem chegar a ter varias semanas de duracio, a con-
juntivite e as mialgias localizadas*. Outros sinais e
sintomas frequentes sdo a dor abdominal, o exan-
tema macular eritematoso com placas de edema e
as artralgias.

A avaliacdo laboratorial na crise revela neutrofi-
lia, aumento da PCR e estimulacdo policlonal de
imunoglobulinas, em especial IgA mas também IgD.

O tratamento passa por corticoides em altas do-
ses, podendo ser ttil terapéutica com etanercept!'.

Sindrome Hiper-lgD (HIDS - «Hyper IgD Syndrome»)
O gene implicado é o da mevalonatocinase, enzi-
ma que nestes doentes apresenta uma actividade
de 5 a 15% do normal. O modo de transmissdo é
autossémico recessivo. Esta doenca caracteriza-se
por episédios de febre recorrentes, que geralmen-
te se iniciam no primeiro ano de vida, com cerca
de 4-6 dias de duracéo, aos quais se segue uma di-
minuicdo gradual da febre. Os epis6dios febris ten-
dem arecorrer a cada 4-6 semanas e podem ser de-

Tabela Il. Bases para o Diagnéstico Diferencial entre sindrome de CINCA e AlJ Sistémica — a italico
encontram-se as caracteristicas que favorecem o diagnéstico respectivo.

Artrite Idiopatica Juvenil Sistémica

Sindrome de CINCA

* Febre alta intermitente
Exantema ap0s inicio
Organomegalia
Poliartrite grave (>50%)
* Uveite excepcional

* Amiloidose secundaria

* Febre alta intermitente
* Exantema neonatal
Organomegalia

Artrite menos importante
Deformacao das rétulas
Uveite cronica frequente
Surdez neuro-sensorial
Cefaleias recorrentes
Meningite asséptica

Atraso mental possivel
Amiloidose secundaria
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sencadeados por vacinagoes, traumatismos mini-
mos, cirurgias ou stress®.

A clinica engloba adenopatias cervicais, dor
abdominal, vomitos e diarreia. As manifestacoes
cutaneas e articulares (artralgias ou artrites de gran-
des articulacdes, exantema maculo-papular erite-
matoso ou purpura petequial) quando presentes,
desaparecem lentamente ap6s a resolucdo da crise.

A associacdo do quadro clinico caracteristico a
duas determinacdes de IgD superiores a 100U/ml
com um més de intervalo, permite fazer o diag-
noéstico presuntivo®.

Até a datando existe tratamento especifico para
o HIDS. Estdo descritos casos pontuais de melho-
ria com a administracdo de corticoides, Imuno-
globulina humana endo-venosa em doses altas,
colchicina e ciclosporina A’.

Sindromes periddicas associadas a criopirina

As outras 3 sindromes — Urticdria familiar ao frio
(UFP), sindrome de Muckle-Wells (MWS) e sindro-
me de CINCA - compdem o grupo das sindromes
periédicas associadas a criopirina. Estas sindro-
mes resultam de vdrias mutagoes diferentes no
gene CIAS1 (Cold-Induced Autoinflammatory
Syndrome 1) que dao origem a anomalias na crio-
pirina com transmissdo autossémica dominante.

Clinicamente representam um espectro conti-
nuo, sendo a UFF a forma mais ligeira e a sindro-
me de CINCA a mais grave®.

As manifestacdes clinicas da UFFiniciam-se no
primeiro ano de vida, com episédios recorrentes de
febre, exantema urticariforme nao pruriginoso e
artralgia, precipitados pela exposi¢do ao frio. As
mialgias, cefaleias, sudacao, sede intensa e nduse-
as sdo outros sintomas frequentes.

Na SMW a clinica é semelhante a da UFF, no
entanto hé algumas diferencas: a existéncia de fac-
tores precipitantes € menos comum; as manifes-
tacoes articulares sdo mais marcadas, podendo ha-
ver sinovite recorrente das grandes articulacoes. E
frequente haver compromisso oftalmolégico (con-
juntivite, episclerite, iridociclite), surdez neuros-
sensorial e amiloidose.

A sindrome de CINCA caracteriza-se pelo apa-
recimento dos sintomas pouco apés o nascimen-
to, com envolvimento cutineo, articular e neuro-
l6gico permanentes®.

Geralmente a primeira manifestacdo da doen-
¢a é o exantema maculo-papular ou urticariforme,
ndo pruriginoso, cuja intensidade varia com o tem-
po e o grau de actividade da doenca (Figura 1).

Segue-se o envolvimento 6sseo e articular, que
pode surgir em 2 tempos diferentes, com implica-

Figura |.Doente de 6 anos de idade (A) com histdria de exantema urticariforme e méaculo-papular eritematoso,

ndo pruriginoso, iniciado durante a |* semana de vida, ao nivel da face, tronco e membros, que se manteve de forma
praticamente continua até aos 22 anos. O doente sofria também de periodos frequentes de febre alta (39-40°C)
intermitente, oligoartrites recorrentes, predominantes ao nivel dos joelhos, cefaleias crénicas, uveite crénica recorrente
com algum grau (intermitente) de edema da papila, e surdez neurossensorial moderada. Laboratorialmente existiu, ao
longo do tempo, anemia (8- 10g/dl), leucocitose (20 - 30000/mm?®), trombocitose (500 a 800000/mm?) e VS elevada
(80-100mm/1* hora). Um estudo do liquido cefalorraquidiano, a que foi submetido cerca dos 9 anos de idade, revelou
pleocitose (B) e ligeiro aumento das proteinas. A doenga foi resistente a todas as terapéuticas instituidas — AINEs,
corticosteroides, MTX, tomando o doente apenas analgésicos em SOS (devido as cefaleias) e tratamento local dos sinais
inflamatérios oculares. Aos 22 anos de idade iniciou terapéutica com Anakinra (100mg s-c/dia) e houve completo
desaparecimento de todos os sintomas, sinais e alteragdes laboratoriais.
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Figura 2. Alteragdes tipicas das rétulas, com deformagio
esferoidal, em menina com sindrome de CINCA. Note-se
a acentuada procidéncia na face anterior do joelho (A),
que na radiografia (B) se verifica ser devida a uma
deformagio da rotula, em que os seus didmetros vertical
e antero-posterior sao quase iguais.

¢Oes prognosticas importantes:

¢ durante o primeiro ano de vida — poliartrite si-
métrica afectando preferencialmente as gran-
des articulacdes, com deterioracdo rapida, per-
da de funcao e deformidade articular resultan-
te de um hipercrescimento 6sseo nas epifises e
cartilagens de crescimento com ossificagdo ir-
regular, sendo tipica a deformacéao esferoidal
das rétulas (Figura 2);

ap6s os 2 anos de vida (50%) — artrite nao des-
trutiva ligeira.

A maioria dos doentes sofre uma deterioracdo
neurolégica progressiva em resultado de meningi-
te asséptica crénica (90%) (Figura 1B). Podem ain-
da desenvolver diplegia espdstica e epilepsia.

Estes doentes apresentam um aspecto fenotipi-
co tipico, com macrocrania, bossa frontal, nariz
em sela, maos e pés curtos e grossos, palmas e
plantas enrugadas.

ARNM-CE pode ser normal ou mostrar sinais de
atrofia cerebral e ventriculomegalia, achados mui-
tas vezes relacionados com a presenca de atraso
mental (75%)*.

E também frequente haver inflamacao ocular
(panuveite, papiledema, papilite ou atrofia 6ptica)
que pode levar a cegueira; a surdez neurossenso-
rial é também uma complicacdo frequente.

Enquanto que a utilizacdo de corticoides e
AINEs proporciona alguma melhoria clinica tempo-
réria, a terapéutica com o antagonista do receptor
daILl (anakinra) tem-se revelado uma opg¢ao mui-

to eficaz no tratamento deste grupo de sindromes*.

Asbases para o diagnéstico diferencial entre sin-
drome de CINCA e artrite idiopdtica juvenil sisté-
mica encontram-se indicadas na Tabela II. Os as-
pectos mais relevantes para este diagndstico dife-
rencial favorecendo o diagnéstico de CINCA sio:
o inicio nas primeiras semanas de vida, a presen-
¢a de uveite recorrente, cefaleias, surdez neuro-
sensorial e atraso mental. A meningite crénica
também favorece esta diagndstico, mais exigira ja
um indice de suspeicao bastante elevado para que
seja efectuada a andlise do liquido cefalo-raquidi-
ano, confirmativa deste diagndstico.

Sindrome de PAPA (Artrite Piogénica, Pioderma

gangrenoso, Acne)

A Sindrome de PAPA é uma doenca de transmissdo

autossémica dominante causada por mutacdes no

gene PTSTPI1 (Proline-Serine-Threonine Phospha-
tase Interacting Proteinl)*.

Esta sindrome € caracterizada por episédios re-

correntes de inflamacgao que afectam preferencial-
mente as articulacoes e a pele:
e artrite piogénica estéril, de inicio na infancia
pioderma gangrenoso
acne quistico grave, de inicio na adolescéncia e
que persiste na idade adulta.
Apesar de os episddios de inflamagdo serem
auto-limitados, a sua recorréncia leva a acumula-
¢ao de material piogénico estéril (rico em neutro-
filos) nas articulacoes afectadas, o que em tltima
andlise resulta numa destruicdo significativa des-
sas mesmas articulacoes. Os episédios recorrentes
de artrite estéril ocorrem geralmente apds trau-
matismos minimos, mas também podem surgir
espontaneamente'.

Outras manifestacdes menos frequentes sdo a
diabetes mellitus insulino-dependente de inicio
na idade adulta, proteintria e formacao de abces-
sos no local de injecgdes parentéricas.

Alguns casos respondem a administracdo de
corticoides. Nos casos refractarios, estao descritas
duas alternativas terapéuticas:

e anti-TNFa, que também parece ser eficaz no
tratamento do pioderma gangrenoso; - antago-
nistas do receptor da IL-1, administrados de for-
ma intermitente, apenas no tratamento das cri-
ses de artrite!!.

DIRA - Deficiéncia do antagonista do receptor da
Interleucina-1 (IL-1)
Trata-se de uma doenca recentemente identifica-
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da, muito rara (algumas dezenas de casos descri-
tos), de transmissao autosémicarecessiva, em que
ha uma alteracdo do gene IL1RN que codifica o
antagonista do receptor da IL-1.

Os sintomas comecam geralmente nas primei-
ras semanas de vida, com dores 4sseas, acompa-
nhadas de tumefaccdo e deformacgdo 6ssea pro-
gressiva. Pode haver periostite dos ossos longos e
alargamento das extremidades anteriores dos ar-
cos costais.

Associam-se com frequéncia alteragcdes cuta-
neas extensas, tais como pustulose, ictiose e lesdes
ungueais semelhando as da psoriase.

Esta doenca é potencialmente fatal e, embora
seja resistente a corticoterapia, pode ser eficaz-
mente tratada com o Anakinra (um antagonista do
receptor da IL-1).

Sindromes Auto-Inflamatdrios Nao Hereditarios

Outros tipos de sindromes auto-inflamatérios nao
tém transmissao Mendeliana conhecida, sdo estes
que passamos a descrever agora.

Sindrome de Febre Periddica, Estomatite Aftosa,
Faringite e Adenopatias — PFAPA («Periodic Fever,
Aphtous Stomatitis, Pharyngitis and Adenopathy»
Syndrome)

MANIFESTAGOES CLINICAS

Os ataques de PFAPA™"'6 tém o seu inicio entre os 2-4
anos erecorrem em intervalos de 3-6 semanas. Uma
importante caracteristica é a precisdo do intervalo
inter-crise em cada doente (a vida é programada de
acordo com o dia em que se prevé que a crianga vai
ter febre). Apés um prodromo de mal-estar geral e
anorexia a febre inicia-se com picos 38-41°, muitas
vezes com calafrio, persistindo por 3-6 dias. A febre
é acompanhada por mal-estar geral, amigdalite, e
adenomegdlias cervicais dolorosas e, muitas vezes,
udlceras orais dolorosas. De notar, que nem todas as
manifestacdes precisam estar presentes em todas as
crises para se colocar o diagnéstico. Outras manifes-
tacoes associadas podem ser cefaleias, nduseas e vo-
mitos, dor abdominal moderada e, mais raramente,
atralgias. Nos periodos inter-crise as criancas estao
de perfeita satide e gozam de um normal desenvol-
vimento estaturo-ponderal e cognitivo.

ETtioLoGIA
A sua etiologia é desconhecida. Ndo é conhecida

qualquer forma de transmissao hereditaria ou pre-
dilecgdo étnica. Durante as crises a IL-6, TNF-alfa
e INF-gama estdo elevados.

D1aGNosTICO

O diagnéstico é clinico. Os critérios de diagnéstico
avancados por Thomas'> em 1999 permitem a in-
clusdo de alguns doentes com HIDS e TRAPS. As-
sim, nos doentes com suspeita de PFAPA devem ser
excluidas, preferencialmente por estudo genético,
estas patologias, bem como, a FMF em populacoes
com alta prevaléncia desta patologia (Tabela III).

TRATAMENTO

O tratamento recomendado € prednisona ou pred-
nisolona 1 mg/Kgno inicio da crise e na manha se-
guinte, e se necessdrio, 0,5 mg/Kgnas duas manhas
seguintes®. Os efeitos secundérios dos corticoides
devem ser ponderados sobre o beneficio ja que as
crises sdo auto-limitadas e ndo deixam sequelas.
Alguns doentes tém beneficiado de terapéutica
profildtica com cimetidina ou com a realizacéo de
amigdalectomiae adenoidectomia?.

Osteomielite Crénica Multifocal Recorrente -
«Chronic Recurrent Multifocal Osteomielitis»
(CRMO)

A CRMO foi descrita pela primeira vez em 1972 por
Giedion et al'”. Desde entdo foram descritos mais
de 260 casos na literatura com uma predominan-
cia do sexo feminino sobre o masculino (4:1)".

MANIFESTACOES CLINICAS
Clinicamente!”?°2 g CRMO imita a osteomielite in-

Tabela I1l. Critérios de Diagnéstico Adaptados
de PFAPA

Febre recorrente de forma regular com inicio antes
dos 5 anos

Sintomas constitucionais na auséncia de uma
infecgdo respiratéria alta com pelo menos um dos
seguintes:

— Estomatite aftosa

— Linfadenite cervical

— Faringite

Exclusio de neutropenia ciclica, HIDS, TRAPS
Completamente assintomdtico inter-crise
Desenvolvimento estaturo-ponderal e cognitivo
normal
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fecciosa. Os sinais e sintomas sdo insidiosos. Os
doentes apresentam dor 6ssea multifocal acompa-
nhada ou ndo de febre baixa. A sintomatologia lo-
cal é de um processo inflamatério com dor, tu-
mefacgdo, rubor e impoténcia funcional. A zona
metafisaria dos ossos longos, como a tibia, € mais
frequentemente envolvida, no entanto, costelas,
clavicula e corpos vertebrais também o podem
ser. Ao contrdrio da osteomielite bacteriana nao
existe repercussao sobre o estado geral do doente.
A evolucdo da doenca é habitualmente caracte-
rizada pela apresentacdo peri6dica das crises
dolorosas com posterior remissdo. A maioria dos
doentes embora apresente véarias lesdes simul-
taneas apenas uma € sintomadtica em cada crise.
Foi descrita a associacdo de CRMO a outras pa-
tologias como doenca inflamatéria do intestino,
psoriase, pustulose palmoplantar e sindrome de
Sweet.

ETtioLoGIA

A etiologia é desconhecida, no entanto ha evidén-
cia de uma possivel susceptibilidade genética. Em-
bora a maioria dos casos sejam esporadicos exis-
te uma forma da doenca de transmissdo autosso-
micarecessiva, denominada Sindrome de Majeed,
que se deve a mutacées homozigéticas do gene
LPIN2. Estudos parecem apontar para a localiza-
¢ao de mutagdes no gene pstpip2 que partilha uma
homologia sequencial significativa com o PSTPIP1
responsavel pelo PAPA®.

DIAGNOSTICO

A suspeita do diagndstico é clinica'®?*2!. As altera-
¢des analiticas mostram uma velocidade de sedi-
mentacao ligeiramente elevada, mas menos que
na osteomielite infecciosa e 0 hemograma € habi-
tualmente normal. As alteracdes radiograficas de-
pendem da fase da doenca sendo sobreponiveis
aos encontrados na osteomielite: lesdes osteoliti-
cas no inicio da doenca que gradualmente sao ro-
deadas por esclerose marginal com alargamento
do osso afectado. As alteracdes radioldgicas ini-
ciais podem simular um sarcoma sseo, o que tor-
nard o DD muito mais importante e urgente. A
RMN e a TAC podem proporcionar informacéo re-
lativamente as articulacoes e tecidos moles envol-
ventes, sendo os achados 6sseos sobreponiveis aos
da osteomielite infecciosa. A cintigrafia 6ssea € ttil
para a detec¢do de outros ossos/zonas afectadas
assintomaticas. Os achados histopatolégicos nao
sdo especificos, no entanto a biopsia 6ssea é neces-
sdria para excluir um processo infeccioso (efectuar
culturas para bactérias aerébias e anaerébias, fun-
gos e micobacterias tipicas e atipicas), bem como
outros diagnésticos, nomeadamente neopla-
SiCOSIS'ZO-ZI.

TRATAMENTO

A terapéutica de elei¢do sao os antiinflamatoérios,
em doses anti-inflamatérias adequadas, com boa
resposta na grande maioria dos doentes. Observa-
¢des ndo controladas apontam também para um

Figura 3. Menina de 9 anos de idade, que surge com zona de tumefacgio dolorosa da clavicula direita (A) aos 6 anos de
idade. E efectuada biopsia ssea, por suspeita de sarcoma, suspeita esta nio confirmada. A cintigrafia (B) revelava, além

da marcada hipercaptagio da clavicula afectada, mais duas zonas de discreta hipercaptagio na bacia e no fémur esquerdo.
Aos 8 anos de idade surgiu segunda lesdo dolorosa, ao nivel do Umero direito, com alteragdes radiograficas bem evidentes

entio (C).
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papel favoravel da antibioterapia crénica em dose
baixa. Outros tratamentos utilizados sio os corti-
costeroides e, mais recentemente descrito, o blo-
queador do TNFaq, infliximab, com boa resposta a
semelhanca de alguns doentes com sindrome
SAPHOIS,ZO,ZI.

Artrite Idiopatica Juvenil — Sistémica (AlJ-S)

Incluir a AIJ-S nos sindromes auto-inflamatérios
ndo é tdo estranho quanto possa parecer a primei-
ra vista. Clinicamente a AlJ-S é passivel de confu-
sdao com os sindromes CINCA, HIDS, TRAPS, e PFA-
PA, especialmente na sua forma ciclica e quando
os sintomas sistémicos precedem a artrite. Por ou-
trolado, a AlJ-S pode ser considerada uma entida-
de clinica tnica, diferente mesmo na sua forma
clinica tipica das restantes AlJ o que sugere diferen-
tes mecanismos etiopatogénicos, sugeridos mes-
mo no artigo original de George Frederic Still. Os
ANA e FR sdao geralmente negativos, e ndo foi nun-
cademonstrada a presenga de outros autoanticor-
pos ou células T auto-reactivas. A associacao gené-
tica a polimorfismos dos genes das citoquinas in-
flamatoérias IL-6, TNF-alfa e MIF («<macrophage mi-
gration inibition factor») evidenciam de forma
indirecta a possibilidade de inclusdo da AIJ-S nos
sindromes auto-inflamatorios. Alguns destes poli-
morfismos tém significado funcional ja que estao
associados a uma maior expressao das citoquinas
inflamatorias a eles associados. A boa resposta ao
anakinra das formas de evolucao sistémica, com
escassas manifestacdes articulares, a semelhanca
de outros sindromes auto-inflamatérios (por
exemplo a sindrome CINCA) podera bem ser ou-
tra evidéncia da sua natureza auto-inflamatoéria®.

Conclusao

Embora sejam constituidos por um grupo de doen-
¢as raras, com excepcao da febre mediterranea fa-
miliar cuja incidéncia é alta nalguns paises, é im-
portante que os reumatologistas e os pediatras co-
nhecam minimamente estas doencas pois elas po-
dem ter um prognéstico muito reservado, se
deixadas evoluir de acordo com a sua histéria na-
tural.

A existéncia de tratamentos “curativos” efica-
zes, com os antagonistas da IL-1, leva a que seja
particularmente importante o diagndéstico preco-
ce destes sindromes, de forma a que possa ser
atempadamente instituida a terapéutica mais efi-

caz e, desta forma, prevenidas sequelas (muitas
vezes graves e irreversiveis) ao nivel do sistema
musculo-esquelético, sistema nervoso central, 6r-
gdos dos sentidos (audicdo e visao) e pele.

Sdo doencas muito raras mas, na maior parte
dos casos, muito exuberantes para as quais € im-
portante ter o indice de suspeicao necessério e su-
ficiente para as identificar e tratar, ou referir a
quem esteja habilitado para o fazer.

Enderego para correspondéncia

José Melo Gomes

Av. da Liberdade, 129 - 6° A
1250-140 LISBOA

E-mail: jamelogomes52@gmail.com
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Resumo

Introducédo: A associacdo entre marcadores soro-
l6gicos e a necessidade de terapia biologica na ar-
trite reumatoide (AR) inicial foi pouco estudada e
nao est4 estabelecida.

Objetivos: Avaliar prospectivamente uma coorte
de pacientescom AR inicial (menos de 12 meses de
sintomas) para determinar a possivel associacédo
entre marcadores soroldgicos (fator reumatoéide —
FR, anti-peptideos citrulinados ciclicos —anti-CCP
e anti-vimentina citrulinada — anti-Sa) com para-
metros de desfecho terapéutico (sendo este defini-
do por necessidade de terapéutica biologica).
Pacientes e métodos: Quarenta pacientes com o
diagnostico de AR inicial foram avaliados no mo-
mento do diagndstico e acompanhados por 3anos,
em uso de esquema terapéutico padronizado. Da-
dos demogréficos e clinicos foram registrados, as-
sim como testes sorolégicos (ELISA) para FR (IgM,
IgG e IgA), anti-CCP (CCP2, CCP3 e CCP3.1) e
anti-Sa na avaliacdo inicial e aos 3, 6, 12, 18,24 e 36
meses de acompanhamento. Como desfecho da
evolucdo da AR, avaliou-se a necessidade de tera-
pia modificadora da resposta bioldgica durante o
seguimento. Comparacg0des foram feitas pelo teste
tde Student, analise de regressao de efeitos mistos
e analise de variancia (nivel de significancia de 5%).
Resultados: A idade média foi de 45 (x 12) anos,
predominando o sexo feminino (90%). No momen-
to do diagnostico, FR foi observado em 50% dos ca-
sos (FR IgA — 42%, FR 1gG - 30% e FR IgM - 50%),
anti-CCP em 50% (nédo houve diferenga entre CCP2,

*Servigo de Reumatologia do Hospital Universitario de Brasilia
da Universidade de Brasilia

**Servico de Reumatologia da Universidade Federal de Santa Catarina
*#*NOVA Diagnostics, Inc., San Diego, Califérnia, EUA
*#Division of Rheumatology, McGill University, Montreal,
Quebec, Canada

FFServico de Reumatologia do Hospital das Clinicas da
Faculdade de Medicina da Universidade de Sao Paulo

CCP3e CCP3.1)eanti-Saem 10%. Ap6s 3 anos, ndo
houve mudancas na prevaléncia de FR e anti-CCP,
mas a positividade para anti-Sa aumentou para
17.5% (p = 0.001). Terapia bioldgica foi necessaria
em 22.5% dos pacientes. Os valores médios de FR
IgA e anti-CCP 2 ao longo dos 3 anos foram mais
elevados entre os pacientes que necessitaram de te-
rapia bioldgica (p <0.05 para ambos).

Conclusdo: Titulos mais elevados de FR e anti-CCP
ao longo do tempo parecem estar associados a ne-
cessidade de terapia bioldgica.

Palavras-chave: Artrite Reumatoide Inicial; Fator
Reumatoide; Anticorpos Anti-peptideos Citrulina-
dos Cicliclos (anti-CCP); Anti-vimentina Citrulina-
da (anti-Sa); Terapia Modificadora da Resposta
Bioldgica.

Abstract

Introduction: The association between serological
markers with the need of biological therapy for ear-
ly rheumatoid arthritis (ERA) is not known, with
few available data addressing this question.
Objectives: To prospectively evaluate a cohort of
patients with ERA (less than 12 months of symp-
toms) in order to determine the possible associa-
tion between serological markers (rheumatoid fac-
tor (RF), anti-cyclic citrullinated peptide antibo-
dies (anti-CCP), and citrullinated anti-vimentin
(anti-Sa) with parameters of therapeutic outcome
(this later defined by the need of introducing bio-
logical therapy).

Patients and methods: Forty patients with early RA
were evaluated at the time of diagnosis and have
been followed for 3 years, in use of standardized
therapeutic treatment. Demographic and clinical
data were recorded, as well as serology tests (ELI-
SA) for RF (IgM, IgG and IgA), anti-CCP (CCP2,
CCP3and CCP3.1) and anti-Sain the initial evalua-

I ORGAD OFICIAL DA SOCIEDADE PORTUGUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:156-166 I

156



LICIA MARIA HENRIQUE DA MOTA E COL.

tionandat3, 6,12, 18, 24 and 36 months of follow-
-up. As outcomes of the RA development, the need
or not for biological therapy during the follow-up
period were considered. Comparisons were made
through the Student t test, mixed-effects regres-
sion analysis and analysis of variance (significan-
ce level of 5%).

Results: The mean age was 45 (+ 12) years; a fema-
le predominance was observed (90%). At the time
of diagnosis, RF was observed in 50% of cases (RF
IgA - 42%, RF 1gG - 30% and RF IgM - 50%), anti-
-CCP in 50% (no difference between CCP2, CCP3
and CCP3. 1) and anti-Sa in 10%. After 3 years, no
change in the RF prevalence neither in the anti-
-CCP was observed, but the anti-Sa increased to
17.5% (p = 0.001). Biological therapy was neces-
sary in 22.5% of patients. The mean RF IgA and
anti-CCP 2 levels during the 3 years were higher
among patients who needed biological therapy
(p <0.05 for both).

Conclusion: Higher titles of RF and anti-CCP over
time were associated with the need for biological
therapy.

Keywords: Early Rheumatoid Arthritis; Rheuma-
toid Factor; Anti-cyclic Citrullinated Peptide Anti-
bodies (anti-CCP); Citrullinated Anti-vimentin
(anti-Sa); Biological Therapy.

Introducédo

Um dos mais notéveis recentes avangos em ter-
mos de terapia para a artrite reumatéide (AR) foi o
desenvolvimento dos agentes modificadores da
resposta bioldgica (agentes bioldgicos). Embora
essas drogas parecam ser hoje as medicacgdes mais
efetivas no controle da AR, ainda sdo necessarios
estudos de seguranca a longo prazo. O uso dos
agentes bioldgicos como primeira opgéo terapéu-
ticanaAR inicial, emborajaavaliado emalguns es-
tudos, é bastante controverso?.

N&o se conhece a possivel associagdo, em pa-
cientescom AR inicial, entre determinados marca-
dores sorologicos (como o fator reumatéide - FR,
anticorpos anti-peptideos citrulinados ciclicos -
anti-CCP e anti-vimentina citrulinada — anti-Sa)
com parametros de desfecho terapéutico, incluin-
do anecessidade de terapia bioldgica, a curto, mé-
diooulongo prazo. Estabelecer a utilidade de mar-
cadores soroldgicos, individualmente e em con-
junto, para avaliacdo de progndstico da doenca é

de grande importancia, pois poderiavalidar ou ndo
anecessidade dadosagem rotineira (e repetida du-
rante o acompanhamento) desses marcadores.

O objetivo desse trabalho foi avaliar, de forma
prospectiva, uma coorte de pacientes com ERA
(menos de 12 meses de sintomas), a fim de deter-
minar a possivel associagdo entre marcadores so-
rolégicos (FR, anti-CCP e anti-Sa), com parametros
de desfecho terapéuticos, especificamente a ne-
cessidade de terapia bioldgica durante os primei-
ros 36 meses de acompanhamento.

Pacientes e Métodos

Foi realizado estudo prospectivo de coorte inci-
dente, em que foram avaliados pacientes consecu-
tivos com o diagndstico de AR inicial, acompanha-
dos de forma regular por 36 meses a partir do diag-
nostico. Os pacientes foram avaliados na Clinica
de Artrite Reumatadide Inicial do Hospital Univer-
sitario de Brasilia, Brasil.

AR inicial foi definidacomo aocorrénciade sin-
tomas articulares compativeis com a doenca (dor
e edemaarticulares de padrao inflamatério, acom-
panhados ou néo de rigidez matinal ou de outras
manifestacdes sugestivas de doenga articular infla-
matoria, segundo avaliagdo por um observador
Unico), com duragéo superior a 6 semanas e infe-
rior a 12 meses.

Registrados dados demogréficos, clinicos, cal-
culado DAS 28 e realizada titulagdo dos marcado-
res soroldgicos na avaliacdo inicial e seriadamen-
te aos 3, 6, 12, 18, 24 e 36 meses de acompanha-
mento.

A pesquisa de FR (IgG, IgM e IgA) foi feita utili-
zando os ensaios «Quanta Lite™ FR IgA ELISA»,
«Quanta Lite™ FR 1gG ELISA» e «Quanta Lite™ FR
IgM ELISA» (Inova Diagnostics, CA, EUA), de acor-
do com o protocolo do fabricante. Foram conside-
rados como pontos de corte de positividade valo-
res superiores a 15 UI/mL (FR IgM e IgA) e 20
Ul/mL (FR IgG).

Anti-CCP foi pesquisado utilizando os ensaios
«Quanta Lite™ CCP 1gG ELISA», «Quanta Lite™
CCP31gG ELISA» e «Quanta Lite™ CCP3.1 1gG/IgA
ELISA» (Inova Diagnostics, CA, EUA), de acordo
com o protocolo do fabricante. O soro de cada pa-
ciente foi diluido inicialmente a 1:100 em amostra
de diluente. Se o resultado de uma amostra era su-
perior a 2,5 OD (densidade 6ptica), ela era re-tes-
tada com dilui¢des de 1:500 e 1:2500, e a unidade
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de valor resultante multiplicada pelo fator de di-
lui¢do. Os resultados foram expressos em unidades
(U), sendo negativo < 20 U, positivo fraco de 20-39
U, positivo moderado de 40-59 U e positivo forte =
60 U, para todos os ensaios.

O ensaio para deteccdo de anti-Sa foi realizado
nas placas originais desenvolvidas pelo McGill
University Autoimmune Research Laboratory —en-
saio MBP (Proteina mielina basica) bovina ELISA®.
Os resultados foram calculados e liberados em uni-
dades, sendo negativo < 20 U, duvidoso de 21-79
U e positivo = 80 U.

Durante todo o acompanhamento, os pacientes
receberam o esquema padrao de tratamento utili-
zado no servico, incluindo drogas modificadoras
do curso da doenca (DMARDS) tradicionais e/ou
terapia modificadora da resposta bioldgica, de
acordo com a necessidade. Foi utilizado o esque-
materapéutico padronizado preconizado pela Ro-
tina do Servi¢o de Reumatologia do Hospital Uni-
versitario de Brasilia para Tratamento de Pacientes
com Diagnéstico de Artrite Reumatoéide. O obser-
vador tinha liberdade para modificar o esquema
terapéutico do paciente a qualquer momento, du-
rante o seguimento. Considerou-se como desfe-
cho terapéutico para esse estudo a necessidade de
terapia modificadora da resposta biolégica, em
qualgquer momento, segundo o protocolo terapéu-
tico padronizado anteriormente mencionado.

Empregou-se o teste de normalidade Kolmogo-
rov-Smirnov e a distribuicéo foi considerada nor-
mal se p>0,05. Para a deteccdo de diferengas entre
duas médias, utilizou-se o teste t de Student ou
teste t pareado para as amostras de distribuicdo
normal, e os testes ndo paramétricos de Mann-
Whitney ou Wilcoxon para aquelas amostras para
as quais a hipotese de normalidade foi rejeitada.

Para efeito de analise, aplicou-se ainda um mo-
delo de regressao de efeitos mistos, considerando-
-se como desfecho a ocorréncia remisséo, de ero-
soes radiograficas, ou necessidade de terapia bio-
I6gica utilizando o seguinte modelo estatistico:

Yix=ut o+ bij + ¥t (ap)u+ Eijk

onde:

yix € a medida dos titulos de FR , anti-CCP ou
anti-Sa no tempo k, sobre a j-ésimo paciente
grupoi

u+ o+ by + y+ (ay)x €amédia dos titulos de
FR, anti-CCP ou anti-Sa do grupo i no tempo k
b; é o efeito aleatdrio associado com o paciente

jnonogrupo i, N(0,02)

- &y € 0 erro aleatorio associado com o paciente
j, do grupo i no tempo k, com matriz de varian-
cia e covariancia com intercepto aleatério (RI).
A significancia foi considerada em caso de

p<0,05.

O calculo do tamanho da amostra foi realizado

a partir de uma amostra piloto de 10 pacientes,

partindo-se do principio de que a metodologia es-

tatistica utilizada foi uma anélise de variancia mul-
tivariada para medidas repetidas com interacéo
entre os grupos. Considerando-se um nivel de sig-
nificancia de 5 %, um poder de teste de 80% e as
informagdes obtidas da amostra piloto, chegou-se
ao tamanho minimo de amostra de 40 pacientes.
O trabalho foi aprovado pelo Comité de Eticaem

Pesquisa da Faculdade de Medicina da Universida-

de de Brasilia. Todos os pacientes preencheram o

Termo de Consentimento Livre e Esclarecido.

Resultados

Caracteristicas da populacao estudada
Quarenta pacientes foram acompanhados com o
diagnostico de AR inicial desde o momento do
diagndstico e durante 36 meses. Nesse grupo, pre-
dominou o sexo feminino (36 pacientes, 90%), gru-
po étnico branco (14 pacientes, 35%) e aidade mé-
dia foi de 45,3 (£ 12,01) anos (21 a 71). O periodo
médio da duracdo dos sintomas articulares no mo-
mento do diagndstico foi de 27 semanas (+ 15,59),
sendo que 13 pacientes (32,5%) tinham menos de
12 semanas de sintomas ao diagnéstico. A maioria
dos pacientes (34, 85%) ndo recebera tratamento
prévio para AR até o momento da avaliagdo inicial.
Todos os pacientes preencheram os critérios clas-
sificatorios do Colégio Americano de Reumatolo-
gia na avaliagéo inicial.

A Tabela | sumariza as caracteristicas da popu-
lac&o avaliada.

Nao houve perda de seguimento de qualquer
paciente durante os 3 anos de duragdo do estudo.

Esquemas terapéuticos
Na avaliacdo inicial, os 40 pacientes vinham em
uso de anti-inflamatérios ndo esteroidais e 2 deles
(5%) utilizavam prednisona em dose inferior a
10 mg/dia (tempo médio de uso de 14,6 + 2,4 se-
manas).

Na avaliagdo prospectiva dos 40 pacientes com
diagnostico de AR acompanhados por 3anos, as ta-
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Tabela I. Caracteristicas gerais na avaliagdo basal
dos pacientes com AR inicial (n:40)

Caracteristica n () ou n (%)
Idade (anos) 45,37 (x 12,01)
Género
Masculino 4 (10%)
Feminino 36 (90%)
Grupo étnico
Branco 14 (35%)
Branco/negro 13 (32,5%)
Branco/indigena Il (27,5%)
Negro 1 (2,5%)
Negro/indigena 1 (2,5%)
Escolaridade (anos) 7,65 (£ 5,02)
Duragio da doenga (semanas) 27 (+ 15,6)
Tabagismo atual ou prévio 5 (12,5%)
DAS 28 6,86 (x1,07)
HAQ 1,89 (+0,78)
Erosdo radiogrifica 21 (52,5%)

As variaveis estdo representadas em média do valor absoluto (+ desvio
padrio) ou n (%). DAS 28:28 joint disease activity score, HAQ: Health
Assessment Questionnarie

xas de remisséo, baixa atividade, atividade mode-
rada e intensa, ao longo do acompanhamento, se-
gundo os critérios EULAR (levando-se em conside-
racdo o DAS28), foram, respectivamente: avalia-
¢éo inicial (0%, 0%, 7,5% e 92,5%), aos 3 meses
(2,5%, 2,5%, 52,5%, 42,5%), aos 6 meses (12,5%,
5%, 47,5%, 35%), aos 12 meses (17,5%, 20%, 47,5%,
15%), aos 18 meses (20,5%, 30,7%, 33,3%, 15,4%),
aos 24 meses (20%, 17,5%, 35%, 27,5%) e aos 36
meses (22,5%, 7,5%, 32,5%, 37,5%).

Apoésaavaliacdo inicial, quando o DAS28 médio
era de 6.86 + 1.07, 37 pacientes (92,5%) iniciaram
o uso de metotrexato (dose inicial de 7,5 mg/sema-
na), com suplementacéo de acido félico (5 mg/se-
mana) e hidroxicloroquina (400 mg/dia) e 1 indi-
viduo (2,5%) iniciou o uso isolado de metotrexato
(dose inicial de 7,5 mg/semana), com suplemen-
tagdo de &cido félico (5 mg/semana), por se recu-
sar a receber hidroxicloroquina. Dois pacientes
(5%), com manifestacdes pulmonares, receberam
prescricdo de ciclofosfamida (0,8 e 1 g/m? de su-
perficie corporal) e metilprednisolona (1 g) em pul-
sos mensais. Os 2 pacientes com vasculite cutanea
utilizaram, além de DMARD, prednisona na dose
inicial de 40 mg/dia.

Ap6s 3 anos de acompanhamento, quando o

DAS28 médio era de 4,06 + 1,74, 8 pacientes (20%)
mantinham o uso da terapéutica inicialmente
prescrita - hidroxicloroquina (dose média de 400
mg/dia) e metotrexato (dose média de 20,5 mg/se-
mana).

Vinte e trés individuos (57,5%) utilizavam um
esquema de DMARD néao biolégicos diferente do
inicialmente prescrito. Um paciente fazia uso de
metotrexato (15 mg/semana), hidroxicloroquina
(400 mg/dia) e leflunomida (20 mg/dia); 6 outros
estavam usando metotrexato (dose médiade 18,5
mg/semana) e leflunomida (20 mg/dia); 3 utilizan-
do metotrexato (dose média de 12,5 mg/semana),
hidroxicloroquina (400 mg/dia) e sulfassalazina
(dose médiade 1 g/dia); 9em monoterapiacom le-
flunomida (20 mg/dia) e um paciente em uso
de leflunomida (20 mg/dia) e ciclosporina
(100 mg/dia).

Nove pacientes (22,5%) faziam uso de algum far-
maco modificador daresposta bioldgica, em com-
binacdo com metotrexato. Quatro pacientes esta-
vam em uso de infliximabe (dose média de 4,8
mg/kg/dose - intervalo médio de tempo entre as
infusdes na fase de manutencéo de 7,8 semanas)
e metotrexato (dose médiade 12,5 mg/semana). O
infliximabe foi prescrito em média 46 (+ 16) sema-
nas ap6s o diagnéstico e inicio da terapéuticacom
metotrexato, e apo6s falha terapéutica ou ocorrén-
ciade efeitos adversos a trés outros esquemas. Dois
pacientes estavam em uso de etanercepte (50 mg/
/semana) e metotrexato (ambos em uso de 10 mg/
/semana)-em um dos pacientes, o etanercepte foi
iniciado apés 36 semanas do diagndstico e falha a
outros dois esquemas terapéuticos (etanercepte
como primeira medicagdo bioldgica prescrita), e
no outro caso, o etanercepte foi prescrito apés 54
semanas do diagnéstico e falhaa outros trés esque-
mas, incluindo infliximabe (etanercepte como se-
gunda medicacéo bioldgica). Um paciente fazia
uso de adalimumabe (40 mg a cada 15 dias) e me-
totrexato (15 mg/semana), prescrito como primei-
ra medicagao bioldgica apds 36 semanas do diag-
nostico e falha a outros trés esquemas terapéuti-
cos. Um paciente estava em uso de rituximabe (1
g, duas infusdes quinzenais) e metotrexato 10
mg/semana — o primeiro ciclo de rituximabe foi
prescrito 61 semanas apés o diagnoéstico, em de-
corréncia de falha terapéutica a outros quatro es-
guemas, incluindo infliximabe.

Todos os pacientes em uso de metotrexato uti-
lizavam suplementacéo com acido félico 5 mg/se-
mana.
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Ao final dos 3 anos de acompanhamento, 12
(30%) pacientes ndo haviam feito uso de anti-in-
flamatoérios nos Gltimos 60 dias antes da consulta,
18 individuos (45%) fizeram uso esporadico (me-
nos de umavez por semana) e 10 (25%) faziam uso
regular (mais de umavez por semana). Quatro pa-
cientes (10%) ao final dos 3 anos faziam uso de
prednisona em dose inferior a 10 mg/dia.

Autoanticorpos

A Tabela Il resume as caracteristicas soroldgicas
basais e ao longo de 3 anos de acompanhamento
da coorte.

Marcadores soroldgicos e sua associagdo com
desfecho terapéutico na AR inicial

PosiTIviDADE PARA FR, ANTI-CCP E ANTI-SA NA
AVALIA(;AO INICIAL VERSUS NECESSIDADE DE TERAPIA
MODIFICADORA DA RESPOSTA BIOLOGICA
Considerando-se a coorte de 40 pacientes acom-
panhados por 3 anos, avaliou-se se a positividade

ou ndo para FR IgA, FR 1gG e FR IgM, anti-CCP
(CCP2, CCP3 e CCP3.1) e anti-Sa na avaliagdo ba-
sal se associaria a necessidade de terapia modifi-
cadoradaresposta bioldgica (terapia bioldgica) em
qualquer momento durante o acompanhamento.
Observou-se que a positividade para qualquer
um dos autoanticorpos na avaliagdo inicial ndo foi
fator preditor para necessidade de terapia biol6gi-
ca na populagédo avaliada (FR IgA - risco relativo:
1,30, ICqs,: 0,90-1,87; FR IgG - risco relativo: 1,05,
1Cqs0: 0,72-1,53; FR IgM —risco relativo: 1,07, 1Cqsy:
0,77-1,49, CCP2 - risco relativo: 1,39, IC 95%: 0,98-
1,97; CCP3 -risco relativo: 1,31, IC 95%: 0,94-1,81;
CCP3.1 - risco relativo: 1,35, IC 95% : 0,96-1,88;
anti-Sa- risco relativo: 0,92, IC 95%: 0,62 -1,38).

VARIAGAO DOS TiTULOS DE FR, ANTI-CCP E ANTI-SA

AO LONGO DO TEMPO VERSUS NECESSIDADE DE TERAPIA
BIOLOGICA

Analisou-se por um modelo de regressao de efei-
tos mistos o comportamento do FR IgA, 1gG e IgM,

Tabela Il. Andlise seriada dos titulos de fator reumatéide, anti-CCP e anti-Sa no periodo basal e ao longo de

3 anos de seguimento

Sorologia n(%)/Titulo(U/dl)-média
Teste t pareado
(basal versus
Basal 3m 6 m 12 m 18 m 24 m 36 m 36 meses)
RF IgM 20 19 17 18 17 17 17
(50%)/96 (45%)/ (42,5%)/ (45%)/ (42,5%) | (42,5%)/ | (42,5%)/ p>0,05
94,6 98,9 104,5 101,94 120,9 114,29
RF IgG 12 9 8 9 9 13 12
(30%)/ (22,5%)/ (20%)/ (22,5%) | (22,5%)/ | (32,5%)/ | (30%)/ p>0,05
69,1 62,4 66,25 72,44 63,44 60,53 62,91
RF IgA 17 17 16 15 15 17 I5
(42,5%) | (42,5%)/ (40%)/ (37,5%) | (37.5%)/ | (42,5%)/ | (37,5%)/ p>0,05
70 66,5 73,56 65,26 100 86,05 108,86
CCP2 19 19 20 18 15 16 18
(47,5%)/ (45%)/ (50%)/ (45%)/ (37,5%)/ (40%)/ (45%)/ p>0,05
533 567,68 637,9 721,5 559,73 649,25 583,72
CCP3 21 21 21 20 20 19 20
(52,5%) | (52,5%)/ | (52,5%)/ (50%)/ (50%)/ (47,5%)/ | (50%)/ p>0,05
1065 1093,33 1233 1393,75 1029,4 165,73 | 1207,63
CCP3.1 21 21 22 21 20 18 20
(52,5%)/ | (52,5%)/ (55%)/ (52,55)/ (50%)/ (45%)/ (50%)/ p>0,05
1209 1153,47 1308,31 1436,9 1109,8 1593,9 1413,2
Anti-Sa 4 3 5 6 4 4 7
(10%)/ (7.5%)/ (12,5%)/ (15%)/ (10%)/ (10%)/ | (17,5%)/ p=0,01
209,16 319 197,4 242,8 358,5 359 274,14
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Figura |. Médias do logaritmos dos sorotipos de FR
(FR IgA, FR IgG e FR IgM) por grupo (auséncia de terapia
bioldgica versus terapia bioldgica) ao longo do tempo (3
anos)

anti-CCP (CCP2, CCP3 e CCP3.1) e anti-Sa ao lon-
go do tempo nos dois grupos «auséncia de terapia
bioldgica» (pacientes que ndo receberam terapia
modificadora da resposta bioldgica durante o pe-
riodo analisado) versus «terapia biol6gica» (pacien-
tes que necessitaram de terapia modificadora da
resposta bioldgica durante qualquer momento do
acompanhamento), conforme ilustrado nas Figu-
ras 1,2 e3enasTabelas Il e V.

Para FR IgA, verificamos que a interacdo entre
tempo e grupo ndo foi significante (p = 0,08), evi-
denciando que as mudancas do log de FR IgA ao
longo do tempo foram as mesmas entre os 2 gru-
pos. No entanto, o efeito do grupo foi significante
(p=0,04), mostrando que os valores médios do log
de FR IgA diferiram entre os grupos. Os valores mé-
dios do log de FR IgA, para o grupo «terapia biol6-

Figura 2. Médias dos logaritmos do anti-CCP por 3
técnicas (CCP2, CCP3 e CCP3.1) por grupo (terapia
bioldgica versus auséncia de terapia bioldgica) ao longo do
tempo

gica» tenderam a ser superiores ao do grupo «au-
séncia de terapia bioldgica» e essa superioridade
foi constante ao longo do tempo. O efeito do tem-
po ndo foi significante (p = 0,13), mostrando que
os valores médios tenderam a permanecer cons-
tantes ao longo do tempo. Acomparagéo entre mé-
dias do log de FR IgA por grupo ao longo do tem-
po mostrou que os grupos diferiram entre si quan-
to as médias do log de FR IgA, a partir do 18 més
(p> 0,05 até o décimo segundo més e p<0,03 a par-
tir do décimo oitavo més). Portanto, os dois grupos
apresentaram comportamentos parecidos ao lon-
go do tempo, no entanto, os niveis médios do log
de FR IgA para o grupo que necessitou de terapia
biolégica foram estatisticamente superiores aos
niveis médios do log de FR IgA do grupo que néo
necessitou, a partir do décimo oitavo més de
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Figura 3.Médias do logaritmos de anti-Sa por grupo (terapia
bioldgica versus auséncia de terapia bioldgica) ao longo do
tempo

acompanhamento.

No caso de FR IgG e FR IgM, verificamos que a
interacdo entre tempo e grupo nao foi significan-
te (p=0,32paraFR IgGe p=0,70 paraFR IgM), evi-
denciando que as mudancas do log de FR IgG ao
longo do tempo foram as mesmas entre os 2 gru-
pos. Além disso, o efeito do grupo n&o foi signifi-
cativo (p=0,55paraFR IgG e p=0,30 paraFR IgM),
mostrando que os valores médios do log de FR IgG
nao diferiram entre os 2 grupos. O efeito do tem-
po nao foi significativo (p = 0,40 paraFR IgG e p =
0,82 para FR IgM ), ou seja, os valores médios ten-
deram a permanecer constantes ao longo do tem-
po, em ambos os grupos. A comparagao entre mé-
dias do log de FR IgG e FR IgM por grupo ao longo
do tempo mostrou que os grupos nao diferiram
entre si quanto as médias do log, ao longo do tem-
po (p> 0,05 para todos os tempos analisados).

Para CCP2, verificamos que a interacdo entre
tempo e grupo nao foi significativa (p = 0,63), evi-
denciando que as mudangas do log de CCP2 ao
longo do tempo foram as mesmas entre os 2 gru-
pos. No entanto, o efeito do grupo foi significante
(p=0,03), mostrando que os valores médios do log
de CCP2 diferiram entre os grupos. Os valores mé-
dios do log de CCP2 para o grupo «terapia biol6gi-
ca» tenderam a ser superiores ao do grupo que ndo
necessitou de biolégicos, e essa superioridade ten-
deu a ser constante ao longo do tempo. O efeito do
tempo nao foi significativo (p = 0,24) mostrando
que os valores médios tenderam a permanecer
constantes ao longo do tempo. A comparacdo en-
tre médias do log de CCP2 por grupo ao longo do
tempo mostrou que, a menos dos tempos inicial e

final que foram marginalmente significativos
(p=0,05 naavaliagdo basal e aos 36 meses), nos ou-
tros tempos, os grupos diferiram entre si quanto as
médias do log de CCP2 (p<0,05 para todos os de-
mais tempos). Portanto, os dois grupos apresenta-
ram comportamentos parecidos ao longo do tem-
po, no entanto, os niveis médios do log de CCP2
para o grupo gue necessitou de terapia biolégica
foram estatisticamente superiores aos niveis mé-
dios do log de CCP2 do grupo que nao fez uso des-
se tipo de medicacéo.

No caso de CCP3 e CCP3.1, verificamos que ain-
teracdo entre tempo e grupo néo foi significante
(p = 0,35 para CCP3 e p = 0,46 para CCP3.1), evi-
denciando que as mudancas do log de CCP3 e
CCP3.1 ao longo do tempo foram as mesmas en-
tre os 2 grupos. Além disso, o efeito do grupo néo
foi significante (p = 0,14 para CCP3 e p=0,13 para
CCP3.1), mostrando que os valores médios do log
de CCP3 naodiferiram entre os grupos. O efeito do
tempo néo foi significativo (p= 0,32 para CCP3 e
p = 0,40 para CCP3.1), ou seja, os valores médios
tenderam a permanecer constantes ao longo do
tempo, nos 2 grupos. A comparacao entre médias
do log de CCP3 e CCP3.1 por grupo ao longo do
tempo demonstrou que os valores médios néo di-
feriram entre os grupos ao longo do tempo (p>0,05
para todos os tempos analisados).

Quanto ao anti-Sa, verificou-se que a interagéo
entre tempo e grupo néo foi significante (p = 0,48),
evidenciando que as mudancas do log de anti-Sa
ao longo do tempo foram as mesmas entre os
2 grupos. Além disso, o efeito do grupo néo foi sig-
nificante (p = 0,99), mostrando que os valores me-
dios do log de anti-Sa néo diferiram entre os 2 gru-
pos. O efeito do tempo também néo foi significa-
tivo (p=0,34), ou seja, os valores médios tenderam
a permanecer constantes ao longo do tempo, nos
2 grupos. Na comparacéo entre médias do log de
Sa por grupo ao longo do tempo em todos os tem-
pos, os grupos ndo diferem entre si quanto as mé-
dias do log de anti-Sa (p> 0,05 para todos os tem-
pos avaliados). Portanto, pela analise de regressao
de efeitos mistos, ndo houve diferencaentre os pa-
cientes que necessitaram ou néo de terapia biol4-
gica quanto as médias de anti-Sa, na coorte estu-
dada, ao longo dos 3 anos de acompanhamento.

Discussao

N&o ha, até o momento, evidéncia clara de que o
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Tabela Ill. SignificAncia dos efeitos de tempo, de grupo (auséncia de terapia bioldgica versus terapia
biolégica) e da interagédo grupo versus tempo para as mudancas do log dos diferentes isotipos de FR

(FR IgA, FR 1gG e FR IgM), anti-CCP (CCP2, CCP3 e CCP3.1) e anti-As ao longo do tempo, em pacientes
com diagnostico de AR inicial em acompanhamento por 3 anos

Anticorpo Efeito Num GL Den GL Valor F p valor

FR IgA Terapia bioldgica | 39 4,12 0,04
Tempo (meses) 6 229 1,65 0,13
Terapia bioldgica 6 229 1,89 0,08
Vs tempo

FR IgG Terapia bioldgica | 39 0,36 0,55
Tempo (meses) 6 229 1,04 0,40
Terapia bioldgica 6 229 1,17 0,32
Vs tempo

FR IgM Terapia bioldgica | 39 1,10 0,30
Tempo (meses) 6 229 0,48 0,82
Terapia bioldgica 6 229 0,63 0,70
Vs tempo

CCP2 Terapia bioldgica | 39 4,55 0,03
Tempo (meses) 6 229 1,32 0,24
Terapia bioldgica 6 229 0,72 0,63
Vs tempo

CCP3 Terapia bioldgica | 39 2,20 0,14
Tempo (meses) 6 229 1,17 0,32
Terapia bioldgica 6 229 1,12 0,63
Vs tempo

CCP3.1 Terapia bioldgica | 39 2,38 0,13
Tempo (meses) 6 229 1,03 0,40
Terapia bioldgica 6 229 0,95 0,46
Vs tempo

Anti-Sa Terapia bioldgica | 39 0,00 0,99
Tempo (meses) 6 230 1,13 0,34
Terapia bioldgica 6 230 0,91 0,48
Vs tempo

Teste de efeitos fixos tipo Il
Num GL: nimero de graus de liberdade do numerador
Den GL: Numero de graus de liberdade do denominador

beneficio do uso das drogas modificadoras da res-
posta biolégica supere seus altos custos e riscos
potenciais em pacientes com AR inicial. O uso oti-
mizado de terapia biolégica exclusivamente para
pacientes mais graves ou mais propensos a res-
ponderem a esse tratamento mudaria substanci-
almente a balanca do risco-beneficio.

Encontrar fatores preditores da necessidade de
terapia biolégica na fase inicial da evolugédo da AR
permitiria um tratamento muito precoce com dro-
gas bioldgicas, o que poderia trazer imensos bene-
ficios em termos da evolucgéo da doenga®.

Diversos marcadores tém sido estudados como
potenciais preditores de doenca persistente e dano
estrutural na AR inicial, assim como de resposta a
terapia bioldgica, incluindo o FR.

Bruns et al* demonstraram, em populacdo com
AR estabelecida, que os titulos de FR IgM decres-
ceram de maneira significante durante tratamen-
to com infliximabe, embora a necessidade de uso
ou a resposta a terapia biolégica ndo tenha apre-
sentado correlagdo com o valor basal ou a flutua-
¢ao dos titulos de FR.

Diversos autores publicaram sobre o comporta-
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Tabela IV. Comparagéo entre médias dos logaritmos dos diferentes isotipos de FR (FR IgA, FR IgG e FR IgM),
anti-CCP (CCP2, CCP3 e CCP3.1) e anti-As por grupo (auséncia de terapia biolédgica versus terapia
biolégica) ao longo do tempo, em pacientes com diagnéstico de AR inicial em acompanhamento por 3 anos

Anticorpo Efeito Més Num GL Den GL Valor F p valor
FR IgA Terapia biolégica 0 | 229 2,12 0,14
3 | 229 3,59 0,05
6 | 229 3,05 0,08
12 | 229 1,51 0,21
18 | 229 5,38 0,02
24 | 229 6,69 0,01
36 | 229 4,47 0,03
FR 1gG Terapia bioldgica 0 | 229 0,27 0,60
3 | 229 0,29 0,58
6 | 229 0,18 0,66
12 | 229 0,00 0,96
18 | 229 0,72 0,39
24 | 229 0,62 0,43
36 | 229 0,67 0,41
FR IgM Terapia bioldgica 0 | 229 0,58 0,44
3 | 229 0,71 0,40
6 | 229 0,51 0,47
12 | 229 0,56 0,45
18 | 229 1,87 0,17
24 | 229 1,88 0,17
36 | 229 1,34 0,24
CCP2 Terapia biolégica 0 | 229 3,58 0,05
3 | 229 391 0,04
6 | 229 5,84 0,01
12 | 229 3,90 0,04
18 | 229 5,04 0,02
24 | 229 4,07 0,04
36 | 229 3,69 0,05
CCP3 Terapia biolégica 0 | 229 1,74 0,18
3 | 229 1,65 0,20
6 | 229 2,75 0,09
12 | 229 1,27 0,26
18 | 229 2,57 0,11
24 | 229 2,99 0,08
36 | 229 1,93 0,16
CCP3.1 Terapia biolégica 0 | 229 2,07 0,15
3 | 229 1,72 0,19
6 | 229 2,60 0,10
12 | 229 1,25 0,26
18 | 229 2,62 0,10
24 | 229 3,39 0,06
36 | 229 2,41 0,12
Anti-Sa Terapia biolégica 0 | 230 0,00 0,98
3 | 230 0,01 091
6 | 230 0,13 0,72
12 | 230 0,34 0,55
18 | 230 0,07 0,78
24 | 230 0,47 0,49
36 | 230 0,12 0,72

Teste effect slices

Num GL: nimero de graus de liberdade do numerador
Den GL: Numero de graus de liberdade do denominador
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mento do FR como preditor de resposta a terapia
modificadora da resposta bioldgica em pacientes
com AR estabelecida®’, mas ndo héa informacdes
prévias ao nosso estudo sobre os diferentes isoti-
pos de FR como possiveis preditores de necessida-
de de terapia biol6gica na AR inicial.

Em nossa coorte, a positividade para qualquer
um dos 3isotiposde FR (FR IgA, FR IgG e FR IgM) na
avaliacdo inicial ndo foi fator de risco para necessi-
dade de terapia modificadora da resposta biolégica.

No entanto, aavaliacdo dos titulos de FR ao lon-
go do tempo, em nossa coorte, mostrou que os ni-
veis médios de FR IgA para o grupo que necessitou
de terapia biolégica foram estatisticamente supe-
riores aos niveis médios de FR IgA do grupo que
nao necessitou dessa terapia durante o acompa-
nhamento. Foi observada uma flutuagéo nos titu-
los de FR IgA ao longo do tempo, mas esse com-
portamento foi semelhante para os 2 grupos (com
e sem terapia bioldgica).

Ostitulosde FR IgM e FR IgG, bem como sua va-
riagdo ao longo dos 3 anos de seguimento, foram
semelhantes para os pacientes que necessitaram
ou ndo de terapia bioldgica.

A analise dos nossos dados sugere que medidas
seriadas de FR IgA sejam mais Uteis para a predi-
¢ao da necessidade de terapia biol6gica do que a
avaliacdo isolada desse marcador no momento do
diagnostico.

As mudancgas dos titulos de FR durante o segui-
mento (também observadas em correlagdo com a
ocorréncia de erosdes radiograficas, como discu-
tido anteriormente, tém um significado ainda in-
certo. E possivel que o aumento dos titulos de FR
IgA durante os 3 anos de seguimento, observado
apenas nos pacientes que apresentaram erosdes
radiogréficas e/ou evoluiram para terapia biol4gi-
ca, sejaum marcador de mau prognésticoemuma
populacdo com evolugao grave.

O comportamento do FR IgA foi distinto dos de-
mais sorotipos, incluindo o FR IgM, que se corre-
lacionou em nossa coorte a ocorréncia de erosdes
radiogréficas, mas ndo a necessidade de terapia
bioldgica, o que pode ter possiveis implicagdes na
fisiopatogenia e na avaliagcdo prognéstica da
doenca.

Conforme aventado para a evolucéo radiogréfi-
ca, é possivel que a correlagdo entre os titulos dos
sorotipos de FR e parametros de atividade da doen-
¢a, como o DAS 28, permita estabelecer se houve
associagao entre os titulos de FR e a atividade da
doenca, e se teriam sido ambos (sorotipos de FR e

atividade da doenca), de forma independente ou
nao, determinantes da necessidade de terapia bio-
l6gica.

Os anticorpos anti-CCP também tém sido estu-
dados como potenciais preditores de doenca per-
sistente, assim como marcadores de potencial res-
posta a terapia bioldgica em pacientes com AR.

Bruns et al* demonstraram, em populacdo com
AR estabelecida, que os titulos de anti-CCP (CCP2)
nao sofreram alteragéo significante durante o tra-
tamento com infliximabe. Segundo esses autores,
os anticorpos anti-CCP ndo apresentaram correla-
¢ao com a resposta a terapia bioldgica.

Assim como no caso do FR, diversos estudos
avaliaram os anticorpos anti-CCP como possiveis
preditores de resposta a terapia modificadora da
resposta biolégica em pacientes com AR estabele-
cida®°, e amaioria dos autores sugere que 0s niveis
de anti-CCP se mantém estaveis, ndo sofrendo de-
créscimo em decorréncia do tratamento com dro-
gas bioldgicas.

N&o ha informacdes prévias ao nosso estudo so-
bre os anticorpos anti-CCP (incluindo CCP3 e
CCP3.1) como possiveis preditores de necessida-
de de terapia bioldgica na AR inicial.

Em nossa coorte, a positividade para anti-CCP
por qualquer uma das 3 técnicas, na avaliagéo ini-
cial, ndo foi fator de risco para necessidade de te-
rapia bioldgica na populagdo avaliada. Quanto a
avaliacé@o dos titulos de anti-CCP ao longo do tem-
po, os niveis médios de anti-CCP (CCP2) para o
grupo que necessitou de terapia biolégica foram
estatisticamente superiores aos niveis médios de
anti-CCP do grupo que ndo necessitou dessa tera-
pia durante o acompanhamento. Foi observada
uma flutuacéo nos titulos de CCP ao longo do tem-
po, mas esse comportamento foi semelhante para
0s 2 grupos (com e sem terapia bioldgica). Os titu-
los de anti-CCP pelas técnicas CCP3 e CCP3.1, bem
como sua variacéo ao longo dos 3 anos de segui-
mento, foram semelhantes para os pacientes que
necessitaram ou ndo de terapia biol6gica.

Os nossos dados sugerem que medidas seriadas
de CCP2 sejam mais Uteis para a predi¢do da ne-
cessidade de terapia bioldgica em pacientes com
AR inicial do que a avaliagdo isolada desse marca-
dor no momento do diagnéstico.

O comportamento distinto de CCP2 em relagéo
aCCP3e CCP3.1 precisaser confirmado por outros
estudos, com maior nimero de individuos e tem-
po de acompanhamento, uma vez que o total de
pacientes submetidos a terapia biolégica em nos-
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sa coorte foi restrito.

Innala et al*® e Menard***2 publicaram que os ti-
tulos de anti-Sa variam de acordo com a atividade
dadoencae em respostaao tratamento. Nao hain-
formacéo préviasobre os anticorpos anti-Sacomo
possiveis determinantes de necessidade de terapia
bioldgica na AR inicial ou estabelecida.

Em nosso estudo, a positividade paraanti-Sa, na
avaliacdo inicial, ndo foi fator de risco para a ne-
cessidade de terapia biolégica. Da mesma forma,
aavaliacdo seriada dos titulos de anti-Sa demons-
trou ndo haver diferenca entre os pacientes que
necessitaram ou ndo de biolégicos ao longo dos 3
anos de acompanhamento.

Conforme discutido anteriormente, esse resul-
tado pode ser decorrente de caracteristicas intrin-
secas dos anticorpos anti-Sa em nossa populagao,
ou das limitag®es da casuistica avaliada.

Conclusdes

Os resultados desse trabalho nos permitem con-
cluir que a positividade para qualquer um dos trés
isotipos de FR (FR IgA, FR 1gG e FR IgM), anti-CCP
(CCP2, CCP3 e CCP3.1) e anti-Sa naavaliacéo ini-
cial ndo foi fator preditor para necessidade de te-
rapia modificadora da resposta bioldgica. No en-
tanto, a avaliagdo longo do tempo mostrou que 0s
niveis médios de FR IgA e anti-CCP2 foram mais
elevados para o grupo que necessitou de terapia
bioldgica. Medidas seriadas de FR IgA e CCP2 se-
riam mais Uteis para a predigao da necessidade de
terapiabioldgicado que aavaliacéo isolada desses
marcadores no momento do diagndstico.

Investiga¢Bes em coortes maiores de pacientes
com AR inicial, com seguimento mais longo, sdo
necessarias para avaliar as caracteristicas das va-
riacdes dos titulos dos auto-anticorpos doseados
durante aevolugdo da doenga, suacorrelagdo com
0 progndstico da doenca, e influéncia de terapéu-
ticas especificas.
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RADIOLOGICAL SCORINGBG METHODS IN

ANKYLOSING SPONDYLITIS:

A COMPARISON OF

THE RELIABILITY OF AVAILABLE METHODS

Hasan Ulusoy’,Arzu Kaya’,Ayhan Kamanli*, Gurkan Akgol’, Salih Ozgocmen™

Abstract

Objective: To assess intra and inter-rater reliability
of available radiological scoring methods in ankylo-
sing spondylitis (AS).

Patients and Methods: Two trained raters evalua-
ted 44 complete sets of AS radiographs. The cervi-
cal and lumbar spine was graded from zero to 4
according to the Bath Ankylosing Spondylitis Ra-
diology Index (BASRI). Hip joints were graded
according to the BASRI-hip method. Sacroiliac (SI)
joints were scored according to the New York me-
thod (0-4). The anterior and posterior sites of the
lumbar spine were scored according to the Stoke
Ankylosing Spondylitis Spinal Score (SASSS) me-
thod (0-72). Modified-SASSS was assessed by using
the anterior sites of both the cervical and lumbar
spine (0-72).

Results: Both intra and inter-rater reliability were
almost perfect for all the methods and intra-class
correlation coefficient (ICC) for all the methods was
relatively similar to each other. The BASRI-spine
and BASRI-total showed intra and inter-rater ICC
between 0.78 and 0.98. Both SASSS and modified-
-SASSS reached perfect intra and inter-rater relia-
bility with ICC between 0.86 and 0.99. The ICC of
the BASRI-hip was substantial to perfect, ranging
from 0.77 to 0.88. Time spent to score a set of radio-
graphs using the BASRI-spine was <45 seconds,
whereas >60 seconds for both SASSS and mSASSS
methods.

Conclusion: After training, all of these methods
have demonstrated almost perfect intra and inter-
rater reliability. The BASRI was easier to perform
and less time consuming than SASSS methods.

*Division of Rheumatology, Department of Physical Medicine and
Rehabilitation, Firat University, Faculty of Medicine, Elazig, Turkey
**Division of Rheumatology, Department of Physical Medicine
and Rehabilitation, Erciyes University, School of Medicine, Gevher
Nesibe Hospital, Kayseri, Turkey

Keywords: Ankylosing Spondylitis; Radiological
Scoring; BASRI; SASSS.

Introduction

Ankylosing spondylitis (AS) is a chronic inflamma-
tory disease affecting the sacroiliac joints, spine,
peripheral joints and entheses'. Radiological signs
have diagnostic value in AS. Characteristic radiolo-
gical findings in AS are the growth of syndes-
mophytes and other features of new bone forma-
tion, possibly leading to ankylosis and spinal fu-
sion® The evaluation of disease outcome in AS is a
complex and multifactorial issue. Traditionally, va-
rious clinical variables like pain and stiffness, spi-
nal mobility and anthropometric measurements
have been used to assess outcome in patients with
AS3*. However, these clinical variables are prone to
change throughout the day even in the same pa-
tient and interfere with momentary disease activity,
the use of non-steroidal anti-inflammatory drugs
and physiotherapy interventions. Moreover, clini-
cal measurements may show inter- and intra-ob-
server variation®®. Radiographic scoring methods
have been considered to assess the disease outco-
me in patients with AS. Radiographs have major
advantage of providing an objective result of a cu-
mulative process of destruction over time that is not
complicated by factors such as diurnal variation
and momentary disease activity. Additionally, ra-
diographs provide a permanent record necessary
for serial evaluation of the disease course, and they
can be randomized and blinded for an objective
evaluation™.

The Stoke Ankylosing Spondylitis Spinal Score
(SASSS) and Bath Ankylosing Spondylitis Radiology
Index (BASRI) are standardized, reproducible and
validated measures of outcome in AS™*!2. In the
early 1990s, Taylor et al'! developed a new detailed
radiological scoring system known as the SASSS.
The SASSS evaluates lateral view of the lumbar spi-
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ne, with a total score ranging from 0 to 72. Later,
SASSS was modified by Cremeers et al'® by adding
the cervical spine to the scoring system. This new
version was called the modified-SASSS. Unlike
SASSS, BASRI is a global grading method to assess
radiological outcome in AS. BASRI score ranges
from 0 to 4 in each evaluated part of the spine. Two
versions of the BASRI have been developed. The
first one was published in 1995, and the second
partially modified later'?!*. BASRI-total consists
BASRI-hip and BASRI-spine, which combines the
scores of the lumbar spine, cervical spine and sa-
croiliac joints!®'®. For clinicians, it is important to
be aware of the reliability of the measurement and
scoring methods which are widely used in clinical
studies and daily clinical practice.

In this study we aimed to assess intra- and in-
ter-rater reliability of available radiological scoring
methods in AS. Additionally, we aimed to assess
the reliability of SASSS with particular reference to
score posterior and anterior sites separately and
the reliability of the BASRI-hip, which has not been
completely clarified.

Patients and Methods

Forty-four complete sets of radiographs were ran-
domly selected from archives of our rheumatology
division. These complete sets of radiographs were
taken from patients who met modified New York
criteria for the classification of AS*. Patients (33
male and 11 female) had a mean age of 32.8+8.0
years and symptom duration of 10.5+7.8 years. One
set of radiographs consisted of a posteroanterior
view of the pelvis to score the sacroiliac joints and
the hips, an anteroposterior and lateral view of the
lumbar spine, and a lateral view of the cervical spi-
ne. All radiographs were blinded for patients’ iden-
tity and numbered.

Scoring procedure

An experienced rheumatologist (SO) trained two
physicians (HU and AK, each had ten years of ex-
perience in the field of musculoskeletal medicine)
for the scoring methods. This training was done in
three separate sessions by using the teaching ra-
diographs of our division. Four weeks later, raters
(HU and AK) scored radiographs on four sessions
including eleven sets of radiographs in each. In
every occasion, raters scored all sets according to
one method only. Raters noted the time spend to

score all sets of radiographs. For intra-rater relia-
bility, one of the raters (HU) scored the same radio-
graphs 6 weeks later.

For the SASSS scoring, all anterior and posterior
corners of each vertebra between the lower border
of T12 and the upper border of S1 were examined
and scored as: 0 for normal; 1 for sclerosis, erosion
or squaring; 2 for syndesmophyte formation; and
3 for total bony bridging, giving a maximum
possible score of 36 for each lumbar site (36 for
anterior and 36 for posterior)''. A similar pro-
cess was used for the assessment of only anterior
site of the cervical spine between the lower border
of C2 and the upper border of T1, giving a maxi-
mum possible score of 36%. The SASSS-spine is a
composite score of the anterior and posterior lum-
bar SASSS scores and ranges from 0 to 72. The
modified-SASSS is also a composite score of the
anterior lumbar and anterior cervical SASSS,
ranging from 0 to 72!'3. If 3 or fewer scoring sites
were missing (lumbar anterior, lumbar posterior
and cervical anterior) the mean of the other
scoring sites was used as a substitute for the mis-
sing sites'. If more than 3 scoring sites were mis-
sing, these radiographs were excluded from the
study.

For the BASRI, the lumbar spine was defined ex-
tending from the lower border of T12 to the upper
border of S1, and the cervical spine extending from
the lower border of C1 to the upper border of C7.
At the lumbar spine, both anteroposterior and la-
teral lumbar radiographs were scored and the hig-
hest result was accepted as the lumbar spine BAS-
RI. Only lateral cervical radiographs were assessed
to obtain cervical spine BASRI. BASRI was scored
as 0 for normal; 1 for suspicious changes; 2 for ero-
sions, squaring, sclerosis or syndesmophytes on
<2 vertebrae; 3 for syndesmophytes on >3 verte-
brae and/or fusion involving <2 vertebrae; 4 for fu-
sion involving >3 vertebrae on both the lumbar
and cervical spine!*2.

Both hips were scored separately according to
the BASRI-hip; 0 = normal; 1 = suspicious (possi-
ble focal joint space narrowing); 2 = minimal (de-
finite narrowing, leaving a circumferential joint
space >2 mm); 3 = moderate (narrowing with cir-
cumferential joint space <2 mm or bone-on-bone
apposition of <2 cm); 4 = severe (bone deformity
or bone-on-bone apposition >2 cm or total hip re-
placement)*®.

The New York method, ranging from 0 to 4, was
used to score the sacroiliac joints. In this method,
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each sacroiliac joint was scored as; 0 = no disease;
1= suspicious change; 2 = loss of definition at the
edge of the joint, there was some sclerosis and mi-
nimal erosions, there might be some joint space
narrowing; 3 = definite sclerosis on both sides, lar-
ger erosions with loss of joint space; and 4 = com-
plete fusion or ankylosis of the joint (without some
residual sclerosis)'®.

BASRI-spine is the total of lumbar spine, cervi-
cal spine, and sacroiliac scores (New York method,
mean of both sites to one decimal place), ranging
from 2 to 12'°. BASRI-total is the totted up BASRI-
hip (mean of both hips to one decimal place) and
BASRI-spine, with a range of 2-16'.

Statistics

In order to compute inter-rater reliability we used
intraclass correlation coefficient (ICC)". Analysis
were performed by using SPSS version 15.0 (SPSS
Inc. Chicago, USA). We chose two-way random mo-
del ICC with measures of absolute agreement to
calculate inter-rater agreement. Analysis of varian-
ce (ANOVA) statistics was applied to the data to get
ICC estimate. A two-way random model treats both
the differences among objects measured and the
variability among raters as random factors. We cho-
se the single measure estimate, which was more
conservative and show the reliability of a single ra-
ting. Intra-rater reliability was computed using the
one-way random model with measures of absolu-
te agreement. Intraclass correlation coefficient va-
lue ranges from 0 to 1. According to the criteria of
Landis and Koch, ICC estimate of 0.00-0.20 is slight
agreement, 0.21-0.40 fair agreement, 0.41-0.60
moderate agreement, 0.61-0.80 substantial agree-
ment, 0.81 or above is almost perfect agreement®.
Sample size requirements for both inter-rater and
intra-rater correlation coefficients at 0.80 and 0.90

(inter- and intra-rater reliability, respectively) were
estimated using tables by Eliasziw et al (at 0.95 con-
fidence interval and 0.80 power level, two raters
and for two ratings per subject)?'. Sample size re-
quired was estimated as >40.

Results

The mean time elapsed to score one set of radio-
graphs was 68 seconds for the SASSS method, 74
seconds for the modified-SASSS method and 42
seconds for the BASRI-spine method. Scoring va-
lues of the raters are shown in Table I.

Both intra and inter-rater reliability were almost
good to perfect for all the methods and ICC for all
the methods was relatively similar to each other
(Table II). The intra-rater reliability was relatively
higher than the inter-rater reliability for all the me-
thods (Table II).

We also compared the radiological scoring of
the anterior site of the lumbar spine with that on
the posterior site on the SASSS method. The inter-
rater reliability for posterior site of the lumbar spi-
ne (ICC 0.81, 95% CI 0.35-0.93) was relatively poo-
rer than anterior site (ICC 0.92, 95% CI 0.35-0.98)
of the lumbar spine. Intra-rater reliability of the
anterior site was also slightly better with respect to
posterior site (ICC 0.98, 96% CI 0.97-0.99 vs ICC
0.94, 95% CI 0.90-0.99, respectively). This finding
enhances the notion of using anterior sites of the
lumbar and cervical spine in the modified-SASSS
method. Regarding the BASRI-hip, inter-rater relia-
bility was similar for right (ICC 0.79, 95% CI 0.65-
-0.88) and left hips (ICC 0.84, 95% CI1 0.72-0.91). The
intra-rater reliability was also perfect for both hips
(right hip ICC 0.88, 95% CI 0.79-0.93, left hip ICC
0.77,95% CI1 0.61-0.87).

Table I. Scored values of the raters for each method

Rater | Rater 2 Rater 2 second assessment
25-75th 25-75th 25-75th
Mean SD Percentile | Mean SD Percentile | Mean SD Percentile

BASRI-spine 85 1.56 7.00-10.0 8.09 1.46 7.0-9.0 7.62 1.26 6.75-8.25

BASRI-total 9.22 1.93 7.75-10.0 8.63 2.2 7.0-9.25 7.96 1.88 6.75-8.37

SASSS 23.07 17.25 10.0-32.0 16.7 17.85 7.0-19.75 | 14.88 16.69 3.25-21.0

Modified- 27.44 11.93 19.0-32.0 21.56 13.12 12.0-29.0 17.79 12.1 9.0-24.0
SASSS

BAGSRI: Bath Ankylosing Spondylitis Radiology Index; SASSS: Stoke Ankylosing Spondylitis Spine Score; SD: Standard Deviation.
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Table Il. Inter-and intra-rater reliability of the scoring
methods (p<0.0001 for all values)

Inter-rater Intra-rater
ICC 95% ClI ICC 95% CI
BASRI-spine 0.89 0.59-0.96 0.94 0.82-0.98
BASRI-total 0.83 0.56-0.93 0.93 0.78-0.98
SASSS 0.89 0.19-0.97 0.98 0.95-0.99
modified-SASSS | 0.86 0.03-0.97 0.97 0.91-0.99

lumbar spine.

In accordance with previous findings!®#
both intra and inter-rater reliability for the
composite BASRI scores (BASRI-spine and
BASRI-total) were good to perfect in our
study. Additionally, the reliability of the BAS-
RI-hip was also good to perfect in agreement
with the previous researches!®!5,

In this study, the mean time spend to sco-

BASRI: Bath Ankylosing Spondylitis Radiology Index; SASSS: Stoke Ankylosing
Spondylitis Spine Score; ICC: Intraclass Correlation Coefficient.

Discussion

Structural damage of the spine, such as vertebral
squaring, bony erosions, sclerosis, syndesmo-
phytes and ankylosis, is a hallmark of AS. The use
of a standardized scoring system for spinal radio-
graphs allows quantification of damage as a mea-
surable outcome for both natural course of the di-
sease and clinical trials. Currently various radiolo-
gical scoring methods have been validated and
used as outcome measures in AS?*?*, Any measure
that documents disease outcome needs to be re-
liable and sensitive to change. Additionally, it must
be valid, easy and practical to use in daily clinical
practice. This study results confirmed that availa-
ble radiological scoring methods, including SASSS,
modified-SASSS, BASRI-spine, BASRI-hip and
BASRI-total, have substantial to perfect intra and
inter-rater reliability.

The developers of the SASSS method found a
good inter-rater reliability but, unexpectedly, poo-
rer intra-rater reliability'’. Spoorenberg et al® re-
ported perfect intra and inter-rater reliability for
both the SASSS and modified-SASSS scores, with
ICC between 0.92 and 0.98. Similarly, both intra
and inter-rater reliability of the SASSS scores were
almost perfect in our study. The main problem for
SASSS method is the difficulty for scoring the pos-
terior site of the lumbar spine. We also found rela-
tively poorer reliability scores for the posterior site
than anterior site of the lumbar spine. Additionally,
it should be emphasized that inclusion of the cer-
vical spine in the modified-SASSS gathers impor-
tant information. MacKay et al* presented data on
the involvement of the cervical spine in a group of
470 patients with AS, 43% of whom showed invol-
vement of both cervical and lumbar spine, and 8%
showed changes only at the cervical, but not at the

re a set of radiographs according to BASRI-
spine was <45 seconds, whereas this time
was >60 seconds for both the SASSS and mo-
dified-SASSS. Similarly, previous studies
have reported that SASSS takes more time
than the BASRI method?. Calin et al'® reported that
the mean time taken to score the BASRI-total was
less than 30 seconds. To maintain simplicity, BAS-
RIdoes not pick up minor radiologic change inclu-
ding erosion, squaring and sclerosis. The score re-
mains at grade 2 until fusion between 2 vertebrae
or the presence of more than 3 syndesmophytes
isidentified'?. Another advantage of the BASRI me-
thod may be the inclusion of hip joints. Hip dise-
ase affects 18-37% of the AS population® and is as-
sociated with a more severe outcome?®. Using the
SASSS or modified-SASSS, which are more detai-
led methods, is time-consuming with respect to
BASRI. However, the modified-SASSS has been
identified as the most sensitive radiological me-
thod for the evaluation of chronic spinal changes
in AS»33! These scoring methods were compared
by a group of international experts using criteria
developed by the outcome measures in rheumato-
logy clinical trials (OMERACT). They found that
SASSS and modified-SASSS were more sensitive
than BASRI to detect changes at the spine over a 4-
year follow-up. The changes were detected at the
lumbar spine in 18% of patients according to BAS-
RI method, in 46% according to SASSS and in 43%
according to modified-SASSS. Change were detec-
ted at the cervical spine in 23% of patients accor-
ding to BASRI method and in 41% according to
modified-SASSS. SASSS method, which does not
include cervical spinal changes, omits a high per-
centage of patients who show progression in the
cervical spine over a 4-year period. Therefore, the
modified-SASSS is more preferable than the
SASSS?2,

Unlike rheumatoid arthritis, radiologic progres-
sion in AS appears to proceed quite slowly. At least
2 years of follow up is required to sensitively detect
spinal changes according to BASRI and SASSS!1215,
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Evaluation of radiographs with an interval of one
year does not seem to be useful'®'”. The radiation
exposure is an important disadvantage of the all ra-
diological scoring methods. BASRI method requi-
res an anteroposterior view of the lumbar spine
which increases the radiation exposure. Taking ra-
diographs with an interval more than 2 years seems
to be reasonable and may reduce the risk of radia-
tion. Lack of facet joint examination may be ano-
ther limitation of BASRI and SASSS methods. Ac-
cording to these methods, a patient with only fu-
sion of posterior elements would have low radio-
logic scores despite severe spinal involvement. On
the other hand, it must be emphasized that the
posterior spinal elements are difficult to evaluate
even by an experienced musculoskeletal radiolo-
gist. Additionally, none of these scoring systems
evaluates the thoracic spine, where specific anato-
mic features and superimpositions complicate ra-
diologic evaluation.

Both BASRI and SASSS methods are significantly
correlated with other outcome measures such as
the Bath Ankylosing Spondylitis Metrology In-
dex*#33, Additionally, the modified-SASSS and the
BASRI-spine scores were shown to be correlated
well with each other®.

Conclusions

Radiological scoring methods remain important
outcome measures in AS. There are essentially
three different scoring methods: BASRI, SASSS and
the modified-SASSS. With a training period, all of
these methods have substantial to perfect intra and
inter-rater reliability. BASRI is a global scoring me-
thod that is easy to perform and time conservati-
ve. The modified-SASSS is more preferable than
SASSS, because it includes the cervical spine. Us-
ing SASSS or modified-SASSS is time consuming;
however, these detailed methods are more sensi-
tive to change.
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I ARTIGO ORIGINAL I

BIoREPoRTAP, AN ELECTRONIC CLINICAL
RECORD COUPLED WITH A DATABASE:

AN EXAMPLE OF

ITS USE

IN A SINGLE CENTRE

Campanilho-Marques R™, Polido-Pereira |, Rodrigues A”, Ramos F', Saavedra MJ', Costa M,

Martins F™, Pereira da Silva JA", Canhio H", Fonseca JE*

Abstract

Aims: To evaluate the efficacy and safety of the tre-
atment of psoriatic arthritis (PsA) patients with tu-
mor necrosis factor (TNF) antagonists in the Rheu-
matology Department of Hospital de Santa Maria
using the BioRePortAP.

Methods: The Portuguese Society of Rheumatology
(SPR) developed an electronic medical chart cou-
pled with a database for the follow up of PsA pati-
ents, the BioRePortAP, which was launched in May
2009. This evaluation was based on all the PsA pa-
tients that were on active treatment with TNF an-
tagonists in September 2009 and were registered in
the BioRePortAP. All the previous data on these pa-
tients were introduced in BioRePortAP using the
prospective paper based follow up protocol that
this Department was using since 1999. Only pa-
tients with more than 9 months of treatment were
analyzed.

Results: Forty-two patients with PsA, actively trea-
ted with anti-TNF agents in September 2009, for at
least 9 months, were analyzed in BioRePortAP.
Twenty-three patients were male (55%) and nine-
teen were female (45%). The average age of these
patients was 49.8+10.9 years old, the average disea-
se duration was of 10.7+5.6 years and the mean du-
ration of biological therapy was of 37.8+27.8
months. For the 81% of patients with peripheral jo-
int disease there was a mean reduction of more
than 80% in the swollen and tender joint counts,
and almost 50% in the health assessment question-
naire (HAQ) value. In the 19% of the patients with

*Servigo de Reumatologia e Doengas Osseas Metabdlicas, Centro
Hospitalar Lisboa Norte — Hospital de Santa Maria

**Unidade de Investigagio em Reumatologia, Instituto de
Medicina Molecular, Faculdade de Medicina da Universidade de
Lisboa e Servico de Reumatologia e Doengas Osseas Metabdlicas,
Centro Hospitalar Lisboa Norte — Hospital de Santa Maria
***Sociedade Portuguesa de Reumatologia

'Both author contributed equally to this work

axial involvement the reduction of BASDAI and
BASFI was not statistically significative. On top of
that, PASI score suffered a reduction of 64%. Four-
teen patients (33.3%) had to switch their TNF an-
tagonist treatment. 58.8% of the switches were due
to adverse effects and 41.2% due to therapy failure.
Regarding the 56 adverse reactions registered, only
one was a severe reaction. The remaining adverse
reactions were not severe and 67% of them were
due to infections.

Discussion: The results of this first report of the use
of the BioRePortAP in clinical practice confirm the
efficacy and safety of TNF antagonist treatment in
PsA. The results shown here elucidate the potential
applications of BioRePortAP as a tool for efficacy
and safety assessment of PsA patients treated with
biotechnological drugs.

Keywords: Psoriatic Arthritis; Registry; BioRepor-
tAP; Biological Therapy; Portugal.

Introduction

Psoriatic arthritis (PsA) has been defined as an in-
flammatory arthritis associated with psoriasis and
seronegative for rheumatoid factor. PsA affects men
and women almost equally. The average age at on-
set in most studies is 36-40 years. The classic des-
cription of PsA includes five clinical patterns'. The-
se patterns include distal interphalangeal (DIP)
joint involvement, oligoarticular pattern (<5 joints
involved) which is usually asymmetric in distribu-
tion, a polyarticular pattern (>5 joints involved),
which is symmetric in only half the patients, arthri-
tis mutilans, which is a very destructive form of
arthritis and spondyloarthritis, affecting the sacroi-
liac joints and the apophyseal joints of the spine,
with a clinical pattern often similar to ankylosing
spondylitis (AS)2

Over the past few years, there has been a rene-
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wed interest in the treatment of PsA. This has resul-
ted from the advent of tumor necrosis factor (TNF)
antagonist therapy that had proven to be highly ef-
fective in both psoriasis and PsA%. TNF is a leading
cytokine for the inflammatory aspects noted in the
skin and joints and it is a key upstream factor in the
activation of other chemokines and cytokines,
which may lead to cartilage and bone destruction
and to skin scarring. Thus, it is not surprising that
tackling TNF leads to marked improvement in joint
and skin symptoms and prevents joint destruction
and permanent skin lesions. At this moment, only
3 anti TNF treatments are reimbursed in Portugal
for the treatment of adult patients with active PsA
who have responded inadequately to disease-mo-
difying anti-rheumatic drugs (DMARDs): adalimu-
mab, etanercept and infliximab. Etanercept, a re-
combinant human soluble TNF receptor is a di-
meric fusion protein consisting of the extracellu-
lar portion of the human p75 TNF receptor linked
to the Fc portion of a Type 1 human immunoglo-
bulin (IgG1). The primary action of etanercept is to
bind and inactivate soluble and cell-bound TNF
and lymphotoxin alpha. In adults, it is administe-
red 25 mg twice a week or 50 mg once a week. In-
fliximab is a chimeric monoclonal antibody that
binds specifically to human TNF and is composed
of human constant and murine variable regions.
Infliximab is administered as an intravenous infu-
sion, at a dose of 5 mg/Kg, at 0, 2, and 6 weeks fol-
lowed by infusions every 8 weeks. Adalimumab is
a fully human anti-TNF IgG1 antibody, with a me-
chanism of action similar to infliximab. It is admi-
nistered as a subcutaneous injection at a dose of
40 mg every two weeks.

In order to measure disease activity, progression
and change with therapy in PsA patients, it is im-
portant to use accurate, reliable and feasible out-
come measures that can ideally be employed in
longitudinal cohorts, clinical trials and clinical
practice®®.

Until recently, there has been a low investment
on the development of this kind of methodology
applied to PsA. With emerging therapies, the focus
on the methodology of outcome assessment has
increased to ensure that discriminative instru-
ments are used. Most tools applied to the quanti-
fication of PsA outcomes have been borrowed from
rheumatoid arthritis (RA) and ankylosing spondyli-
tis (AS) outcome studies, but some have been spe-
cifically tested in PsA3. However, the relative varia-
bility of PsA clinical manifestations still poses a

great challenge in the assessment of real life co-
horts, which were not selected through complex
inclusion and exclusion criteria, as is the case of cli-
nical trials.

A key assessment in rheumatology clinical
trials is the counting of the number of tender and
swollen joints in a patient. Variable numbers of
joints are counted in various systems, such as the
American College of Rheumatology (ACR) joint
count of 68 tender and 66 swollen (excluding the
hips from assessment of swelling), developed in
1949 for the evaluation of RA®. This has been fre-
quently adapted to be used for the evaluation of
PsA patients with peripheral joint involvement (wi-
thout axial skeleton involvement) — the so called
“RAlike” patients. These joint counts are then com-
bined with other core measures of disease activity
(also adapted to the use in PsA), such as patient and
physician assessed global health, through the use
ofa 100 mm visual analogue scale (VAS), pain (also
using a VAS) and inflammation markers (Erythro-
cyte Sedimentation Rate, ESR, and C reactive pro-
tein, CRP)". Another classical RA activity measure-
ment, the DAS 28 (disease activity score, based on
28 swollen and tender joints, ESR and patient glo-
bal health VAS) has been also frequently used in
PsA®.

The ASessment in Ankylosing Spondylitis
(ASAS) working group has recommended the use
ofanumber of outcome measures for spinal invol-
vement in AS, which includes the Bath Ankylosing
Spondylitis Disease Activity Index (BASDAI)®, the
Bath Ankylosing Spondylitis Function Index (BAS-
FI)'*and a set of mobility measures. This measure-
ments have been used to evaluate PsA in patients
that have axial skeleton involvement - “AS like” pa-
tients.

PsA joint disease activity is commonly not mir-
rored by skin disease. It thus seems logical to as-
sess skin disease separately. The most widely used
system is the Psoriatic Area Severity Index (PASI)!"2
and this has been introduced in the description of
PsA clinical cohorts.

Physical function refers to the abilities or diffi-
culties in daily activities such as walking, opening
jars, playing sports, lifting heavy objects, writing
and so forth. Assessing physical function by self-
-reported questionnaire has become a favored
approach because no special equipment or testing
personnel is required. The Health Assessment
Questionnaire (HAQ)' is a validated questionnai-
re for measuring physical function in RA. Because
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PsA may affect people in a way similar to RA it has
been considered reasonable to use such measure
in PsA.

An important aspect of the evaluation of the re-
sults of DMARDs treatment is the repercussion on
structural joint damage. Radiologic signs of joint
damage remain the standard method in RA clini-
cal trials, despite the advent of newer modalities
such as ultrasound and magnetic resonance ima-
ging (MRI). In PsA the distribution of joint disease
is not predictable and it remains to be determined
which joints should be scored to get a sufficiently
valid measurement of joint damage.

Simple measures of inflammation, such as the
acute phase reactants, which include ESR and CRP
are used, but are not reliably elevated in patients
with PsA, even with active inflammation. Desirable
but not essential symptom domains to measure in-
clude enthesitis, dactylitis, nails and fatigue'*'c.

Ashas already been done for RA and AS, the Por-
tuguese Society of Rheumatology (SPR) has deve-
loped an informatics platform which combines
features of electronic clinical chart with a databa-
se for PsA patients who are being treated with bi-
otechnological drugs — BioRePortAP. This article is
the first application of the use of BioRePortAP to a
cohort of PsA patients being followed in a Portu-
guese Rheumatology Department. In addition, this
is also the first report of a Portuguese cohort of PsA
patients treated with TNF antagonists. In fact, SPR
has promoted 2 national reports on the use of bio-
technological drugs in RA'” and AS**but there is no
report on patients with PsA. Moreover, despite the
existence of national guidelines for treatment of
RA® and AS* patients with biotechnological
DMARDs, SPR has not developed this instrument
for PsA, which means that the results of this paper
can be taken into account in the future elaboration
of such guidelines. BioRePortAP will be an impor-
tant tool for monitoring the efficacy and safety of
the use of TNF antagonists in PsA at a national le-
vel and this first practical application will help to
detail the mechanisms for recording and analysis
of data.

Material and methods

BioRePortAP is an electronic clinical chart that is
linked to a database, built on the Plataform.NET
(VB.NET) and the SQL DatabaseServer. The NET
Plataform (Microsoft) allows the development of

software applications for Windows, based on
VB.NET programming language to build all the
screens used. The information entered is stored in
a management system database SQL Server (Mi-
crosoft).

BioRePortAP was launched on 2 May 2009 at a
national level by SPR and all PsA patients treated
with biologic therapies in the Rheumatology De-
partment of Santa Maria s Hospital are being col-
lected prospectively from that date. In addition,
this department had also previously started (since
1999) a prospective evaluation of all rheumatic pa-
tients treated with biotechnological drugs structu-
red on a paper based protocol. This protocol has
been adapted from an initial version prepared for
RA patients published initially in 2001 and upda-
ted recently?'. This evaluation was based on all PsA
patients that were on active treatment with TNF
antagonists in September 2009 for more than 9
moths and were registered in the BioRePortAP. The
criteria for starting TNF antagonists was based on
the clinical opinion of the assisting physician re-
flecting, however, the Portuguese recommenda-
tions for starting biotechnological drugs in RA"
and AS* patients were also taken into account.

The key variables included in the BioRePortAP
were: sex, age, birthplace, education, current em-
ployment status, prior disease, personal history,
general clinical data (type of arthritis, the onset of
symptoms and date of diagnosis, radiological
signs, HLA B27 typing, body mass index, smoking
and alcohol consumption), surgeries, prior the-
rapy (DMARD) and current therapy (name of the
drug, starting date, dose, consumption of NSAIDs
and corticosteroids) and adverse effects. Severe ad-
verse reactions were defined as the occurrence of
death, hospitalization or any event that causes per-
manent damages. The tuberculin skin test (TST),
chestx-rayresults, tuberculosis risk factors and la-
tent tuberculosis treatment is also recorded. The
complete joint count is registered, as well as patient
and physician’s global health VAS, patient’s pain
VAS, HAQ and inflammation markers (ESR and
CRP). A computer assisted automatic DAS 28 cal-
culation is available (including CRP or ESR and 3
or 4 variables)™. For patients with axial involve-
ment BASDAI, BASFI and mobility measurements
as defined by the ASAS group are used. Psoriasis
Area and Severity Index (PASI) is the score used for
skin involvement.
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Results

Forty-two patients with PsA, who in September
2009 were under treatment with anti-TNF agents,
for at least 9 months, were registered in BioRePor-
tAP and analyzed. Twenty-three patients were male
(55%) and nineteen were female (45%). The avera-
ge age of these patients was 49.8+10.9 years old.
The youngest was 38 and the eldest was 60 years
old. The average age at diagnosis was 38.1+11.6
years old and the average disease duration at the
current evaluation was of 10.7+5.6 years. The shor-
test disease duration was of 5 years and the longest
disease duration was of 16 years. The mean disea-
se duration at the beginning of the biological treat-
ment was of 7.9+6.5 years and the mean duration
of biological therapy currently under way was of
37.8+27.8 months (minimum of 10 months and
maximum of 5 years).

For a total of 42 patients 19% had axial skeleton
involvement and 81% peripheral joint involve-
ment. HLA-B27 was registered in 24 patients and
was positive in 4 (16.7%) of them.

Due to the high risk of tuberculosis in patients
with inflammatory joint diseases treated with anti-
TNF drugs, the tuberculin skin test (TST) with two
units of RT23 and chest x-ray were performed be-
fore starting therapy. For further evaluation 14 pa-
tients (33.3%) were referred to specialized tubercu-
losis centers (Centros de Diagnéstico Pneumolégi-
co, CDP) and eleven patients (26.2%) received latent
tuberculosis treatment. Tuberculin skin test was
performed in all patients prior to starting anti TNF
treatment but in two of them there was no registry
of the result. Six of the 27 patients with TST<5mm
repeated the test and in all of them the result was
less then 5mm. In none of them was prescribed
prophylactic therapeutic but 4 of the 24 patients
with initial TST<5mm and normal chest X-ray were
submitted to isoniazid treatment due to the presen-
ce of epidemiological risk factors for tuberculosis
(in 2 isoniazid 300mg/day during 6 months was

prescribed and in the other 2 it was taken during 9
months). In 5 of the 8 patients with TST 5-10mm
isoniazid (300mg/day during 6 months in 4 patients
and during 9 months in 1) was prescribed due to the
presence of prior immunosuppressive treatment.
All the 5 patients with TST>10mm received latent
tuberculosis treatment: 3 were treated with isonia-
zid 300mg/day during 9 months, 1 received isonia-
zid 300mg/day during 6 months and 1 isoniazid
and rifampicin during 3 months.

At the time of the current evaluation, in a total
of 42 patients, 18 were under treatment with eta-
nercept (42.9%), 16 with infliximab (38.1%) and 8
with adalimumab (19%). Only 26.2% were on mo-
notherapy with anti-TNF drugs and the majority
(73.8%) was being treated with an associated con-
ventional DMARD. In 18 patients treated with eta-
nercept, only 5 (27.8%) were on monotherapy and
most (55.5%) were being treated concomitantly
with methotrexate (MTX). For the 16 patients
being treated with infliximab only 37.5% were on
monotherapy and 57.3% have associated MTX or
other DMARD:s. All of the adalimumab treated pa-
tients were receiving concomitant MTX (Table I).

Fourteen patients (33.3%) had to switch their
TNF antagonist treatment and 3 of them made two
switches, so in total there were 17 switches. 58.8%
of the switches were due to adverse effects and
41.2% due to therapy failure (Table II).

To evaluate the 81% of patients with predomi-
nant peripheral joint involvement the 68 joint
counts and the DAS28 score were applied. The ave-
rage initial (at the beginning of biologic therapy)
number of tender joints (68 joint count) was
16.3£10.4 and the final (at the moment of evalua-
tion) was 3+5.1 (p=0.00005). The swollen joint (68
joint count) count at the beginning of treatment
was 9.4+9.7 and at the final evaluation was 1.2+2.6
(p=0.0000659) (Figure 1). The initial DAS28 was
3.6+2.6 and the final was 3+1.6 (p=0.140) (Figure 2).

For the 19% of PsA patients with spinal involve-

Table 1. Biological therapy and DMARDs

Monotherapy MTX SLZ MTX/PDN MTX/PDN/SLZ | PDN TOTAL
Infliximab 37.5 12.5 6.25 31.25 12.5 0 100
Etanercept 27.8 44.4 5.6 1.1 0 1.1 100
Adalimumab 0 62.5 0 25 12.5 0 100

Number of DMARD:s (percentages) currently in use in association with biological therapy (anti-TNF) on Psoriatic Arthritis patients

MTX: Methotrexate; SLZ: Sulphasalazine; PDN: Prednisone
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Table I1. Switch between biological therapies

Current Number Reason for Switch
Previous therapy therapy of patients Adverse effects Therapeutic failure
Etanercept (8) Infliximab 6 Pancreatitis — |
Injection site reaction — 2 3
Adalimumab 2 Injection site reaction — 2
Infliximab (7) Etanercept 3 Injections site reaction — |
Upper respiratory infection — | |
Adalimumab 4 Injection site reaction — 2
Transaminitis — | |
Adalimumab (2) Infliximab | 0 |
Etanercept | 0 |

Number and reason for switches (in absolute numbers)

ment — “AS like patients” BASDAI and BASFI were
used. The average initial BASDAI was 4.3+2.9 and
the final was 3.4+1.9 (p=0,263). The average initial
BASFI was 4.7+1.6 and the final was 4.3+1.9
(p=0.386) (Figure 3 and 4).

Concerning the acute phase reactants, the ini-
tial ESR was 25.9+21.9 mm/1* hour and the final
was 19.1+21.5 mm/1* hour (p=0.084). The initial
CRP was 2.1+3.7 mg/dL and the final 0.9+1.8 mg/
/dL (p=0.04).

To assess skin disease in PsA the PASI was used.
The mean initial PASI was 6.3+13.5 and the final
was 2.2+5.5 (p=0,056) (Figure 5). In 40.5% of pa-
tients there was a reduction of at least 50% of the
PASI value.

To assess physical function the self-reported
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questionnaire HAQ was used. The initial HAQ was
1.5+1 and the final was 0.7+0.8 (p=0.0002).

At the end of the evaluation period, 28.6 % of the
peripheral joints affected patients had a DAS28 su-
perior to 3.2, 12.5% of the axial involved patients
had a BASDAI superior to 40 and 60% improved
less than 50% in their skin condition.

The only documented severe adverse reaction
was due to a case of pancreatitis, which was con-
sidered by the assisting physician to be unlikely re-
lated to the use of TNF antagonists. In 23.8% of the
mild adverse reactions, the drug had to be discon-
tinued definitely and switched to another TNF an-
tagonist, while in the remaining patients a tempo-
rary drug withhold proved to be enough. No tuber-
culosis case was registered. According to the expo-
sure time, 1.3 serious adverse reactions occurred
by 100 patient-year (Figure 6).

6
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N |
: |

Initial

1
=0,140
Final P

Figure I. Number of tender and swollen joints initial
and final (at the moment of the last evaluation) of the 81%
of patients with peripheral involvement (mean follow-up —
37.84£27.8 months).

Figure 2. Value of DAS 28 (Disease Activity Score) initial
and final (at the moment of the last evaluation) of the 81%
of patients with peripheral involvement (mean follow-up —
37.8427.8 months).
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Initial Final

Figure 3. Bath Ankylosing Spondylitis Disease Activity Index
initial and final (at the moment of the last evaluation) of
the 19% of patients with axial involvement (mean follow-up
— 37.8+27.8 months).
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Figure 4. Bath Ankylosing Spondylitis Functional Index initial
and final (at the moment of the last evaluation) of the 19%
of patients with axial involvement (mean follow-up —
37.84£27.8 months).

Discussion

The results of this first report of the use of the Bio-
RePortAP in clinical practice confirm the efficacy
and safety of TNF antagonist treatment in PsA. In
fact, in a cohort of 42 patients, with a mean treat-
ment duration of37.8+27.8 months (minimum ex-
posure to the drug of 9 months) in the patients
with peripheral joint disease there was a mean re-
duction of more than 80% in the swollen and ten-
der joint counts and in those with an axial invol-
vement there was a mean reduction in the BASDAI
score of 34%. On top of that, the mean PASI score
suffered a reduction of 64%. On the other hand, in
this group of patients there was a low rate of serio-
us adverse effects, although a relatively high num-
ber of mild adverse effects were reported.

The impact on functional scores, such as BASFI

p=0,056

Initial Final

Figure 5. Psoriatic Area and Severity Index (PASI) initial and
final (at the moment of the last evaluation) in all the pa-
tients (mean follow-up - 37.8+27.8 months).
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Figure 6. Number of adverse reactions per 100 patient-
-years.

(mean reduction of 0.5) and HAQ (mean reduction
0f0.9), reflects the relatively long disease duration
that these patients had at the time of starting the-
se drugs. However, this disease duration (slightly
less than 8 years) is lower than the one that was ve-
rified in the previous RA (almost 12 years) and AS
(almost 14 years) Portuguese cohorts of patients
treated with biotechnology drugs'”!e.

Fourteen patients (33.3%) had to switch from
one TNF antagonist to another one due to lack of
efficacy in 41.2% of the cases. Three of these pa-
tients had to switch again to a third anti TNF drug
also due to lack of efficacy. The remaining causes
for switching were adverse effects. Even with addi-
tional measures to ensure the effectiveness of treat-
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ment such as switching and associating DMARDs
(73.8% of the patients) there were 28.6 % of the pe-
ripheral affected patients with a DAS28 superior to
3.2, 12.5% of the axial involved patients with a
BASDAI superior to 40 and 60% improved less than
50% in their skin condition. Moreover, the impro-
vements observed in mean DAS28 and mean BAS-
DAI scores were not statistically significative. These
observations suggest that some of these patients
should be reassessed for treatment optimization
(classical DMARD readjustment, switch to another
TNF antagonist and review of the treatment opti-
ons for skin disease).

The dissociation between the reduction in the
68 joint count and the results of the DAS28 score
suggest that DAS28 is a weak discriminating as-
sessment toll for PsA.

Due to the high incidence of tuberculosis in the
general Portuguese population, particularly in in-
flammatory joints diseases treated with anti-TNF
drugs, strict recommendations for the diagnosis
and treatment of latent tuberculosis infection were
elaborated by the Portuguese Society of Rheuma-
tology?. Since 2002, specific guidelines for scree-
ning candidates to anti-TNF therapy for active and
latent TB have been followed. The first version of
these guidelines was published in September 2006
and placed on the General Directorate of Health In-
ternet website in December 2006%. Before this
date, the threshold of TST positivity was higher
(TST>10mm) and that explains why 3 of the pa-
tients, who had TST between 5 and 10mm and star-
ted biological therapy before 2002 didn't receive la-
tent tuberculosis infection treatment. In the recent
Portuguese recommendations the TST is conside-
red positive if: >5mm in any patient who is about
to start anti-TNF treatment and is concomitantly
immunossuppressed (prednisolone in doses hig-
her than 10 mg/day and/or with immunosuppres-
sant drugs, such as MTX, cyclosporine, azathiopri-
ne, leflunomide or cyclophosphamide, regardless
ofthe dose); or>10 mm in patients who are not tak-
ing previous immunossuppressing drugs. Four of
the patients had a negative TST but were, also in
accordance to these guidelines, submitted to treat-
ment because they were immunossuppressed and
had epidemiologic risk factors for tuberculosis.
Fourteen of the patients were referred to Centro
Diagnéstico Pneumolégico (CDP) or to a Pulmo-
nology Department, corresponding to the ones
that had started the treatment more recently, fol-
lowing the 2008 updated version of these guideli-

nes that recommend that all patients in evaluation
for TNF antagonist therapy should be referred to a
tuberculosis specialized centre.

Regarding safety it is important to highlight that
several mild infectious adverse effects were detec-
ted. However, severe adverse effects were veryrare.
The way the Day Care Unit of Rheumatology De-
partment of the Hospital de Santa Maria is organi-
zed favors the detection of all the complications
because patients are advised to seek medical sup-
port in the Day Care Unit whenever a complicati-
on occurs. On the other hand, this easy contact
combined with alow threshold for the diagnosis of
infections might contribute to the low rate of se-
vere adverse effects.

The results shown here elucidate the potential
applications of BioRePortAP as a tool for efficacy
and safety assessment of PsA patients treated with
biotechnological drugs. Moreover this informatics
tool can also act as a guarantee of good clinical
practice and a source of data for self assessment of
a Rheumatology department.

The characteristics of this first report of the Bio-
RePortAP, including only a population that was on
therapy at a certain date (September 2009), limits
the type of conclusions that can be achieved. Ho-
wever, at long term evaluations, BioRePortAP will
be able to inform precisely on drug survival, which
is the main limitation of the current assessment.
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MANIFESTALCOES CUTANEAS
NA ESCLEROSE SISTEMICA

Glauce Rejane Leonardi Bertazzi', Roberto Acayaba de Toledo’, Moacir Fernandes de Godoy”,
Geise Cristina Geraldino™, Gisele Cristine Dyonisio Fernandes™, Daniela Vichiato Polizelli™, Camila Lobo Pedroso™

Resumo

Abstract

Objetivo: Demonstrar as manifestacoes cutaneas
em uma populagdo de pacientes com esclerose sis-
témica (ES).

Métodos: A populacgao estudada foi composta de 50
pacientes com diagnéstico de ES segundo os crité-
rios de classificacdo estabelecidos pelo Colégio Ame-
ricano de Reumatologia. Segundo os critérios pro-
postos por LeRoy e cols., a doenca foi classificada
como ES difusa ou ES limitada dependendo da ex-
tensdo do envolvimento cutianeo. Através da historia
e do exame fisico as seguintes variaveis foram avali-
adas: espessamento cutaneo, fendbmeno de Raynaud,
cicatriz estelar, dlcera digital, telangiectasia, leuco-
melanodermia, microstomia, calcinose e prurido.
Resultados: Dos pacientes avaliados 88% eram mu-
lheres, com idade média de 52,3+12,4 anos. A forma
clinica limitada foi a mais encontrada sendo obser-
vada em 70% dos pacientes avaliados. O fendmeno
de Raynaud foi encontrado em 100% dos pacientes,
telangiectasia em 94%, leucomelanodermia em 38%,
prurido em 50%, calcinose em 40%, microstomia
em 62%, cicatriz estelar em 66% e tlceras isquémi-
cas em 58%. Amedida do escore cutaneo de Rodnan
modificado variou de 3 a 32 com mediana de 14,
percentil 25 de 9 e percentil 75 de 17,75.
Conclusdo: Manifestacdes cutdneas sao muito fre-
qlientes na ES, sendo responséveis por importan-
tes limitacoes de atividades didrias e estigmatiza-
¢ao dos pacientes.

Palavras-chave: Manifestacoes cutaneas; Esclerose
Sistémica.

‘Professores mestres do Servigo de Reumatologia da Faculdade
de Medicina de Sio José do Rio Preto-SP

“Professor doutor do Departamento de Cardiologia e Cirurgia
Cardiaca da Faculdade de Medicina de Sao José do Rio Preto-SP
“"Residentes do Servico de Reumatologia da Faculdade de
Medicina de Sio José do Rio Preto-SP

““Especializandas do Servi¢o de Reumatologia da Faculdade de
Medicina de Sdo José do Rio Preto-SP

Objective: To assess cutaneous manifestations in a
population of patients with systemic sclerosis (SSc).
Method: The study population was constituted by
50 patients with a diagnosis of SSc, according to
the classification criteria for SSc established by the
American College of Rheumatology. According to
the criteria proposed by LeRoy and cols., the dise-
ase was classified as diffuse SSc, or limited SSc, de-
pending on the extent of skin involvement.
Through history and physical exam the following
variables were assessed: skin sclerosis, Raynaud's
phenomenon, digital pitting scars, ischemic ulcers,
telangiectasia, leucomelanoderma, microstomy,
calcinosis and pruritus.

Results: In the study population, 88% were women,
with a mean age of 52.3+12.4 years. Limited SSc
was the most frequent subset, being presentin 70%
ofthe evaluated patients. We found Raynaud's phe-
nomenon in 100% of the patients, telangiectasia in
94%, leucomelanoderma in 38%, pruritus in 50%,
calcinosis in 40%, microstomy in 62%, digital scars
in 66% and ischemic ulcers in 58%. The modified
Rodnan skin score values ranged from 3 to 32, with
amedian of 14, and percentile 25 of 9 and percen-
tile 75 of 17.75.

Conclusion: Cutaneous manifestations are very
common in ES, being responsible for important li-
mitations on daily activities and stigmatization of
patients.

Keywords: Skin Manifestation; Systemic Sclerosis.

Introducao

Esclerose sistémica (ES), também conhecida como
esclerodermia, é uma doenca multissistémica de
evolucao cronica e etiologia desconhecida; caracte-
rizada por inflamacao e autoimunidade, anorma-
lidades estruturais e funcionais em pequenos va-
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sos sanguineos, e fibrose progressiva da pele e 6r-
gdos internos'. A pele, pulmaes, sistema gastroin-
testinal, coracdo e rins sdo os principais alvos na
ES

A palavra esclerodermia significa «pele dura» e
descreve o achado clinico mais dramético da doen-
¢a - chamado, fibrose cutanea®.

O espessamento cutaneo é causado por aumen-
to do coldgeno, formacgdo de matriz intercelular na
derme e por edema, provavelmente devido a inju-
ria microvascular e inflamacdo. Na primeira fase,
chamada de edematosa inflamatéria, a pele torna-
se espessada, fazendo-se impossivel pincé-la
como a pele normal. A segunda fase é chamada
endurativa, porque além de espessada a pele tor-
na-se brilhante, esticada e aderida ao subcutaneo.
No estdagio final, a pele torna-se fina, atréfica e mui-
tas vezes aderida firmemente ao tecido subjacen-
te, sendo chamada de fase atréofica’.

A esclerose sistémica pode ser dividida em dois
subtipos clinicos de acordo com a extensao do es-
pessamento cutaneo. A forma cutdnea limitada
(EScl) acomete extremidades distais aos cotovelos
e joelhos simetricamente, além da face e pescoco.
Geralmente estd associada ao anticorpo anticen-
tromero. A forma cutinea difusa (EScd) envolve o
tronco e regides proximais, em adicdo as regides
distais das extremidades, face e pescoco, podendo
acometer toda a extensdo da pele do paciente. Na
EScd o acometimento visceral é mais grave e pre-
coce’s,

As alteracgoes cutaneas incluem, além do edema
e espessamento: leucomelanodermia, prurido, te-
langiectasias, calcinose subcutdnea, microstomia,
cicatrizes estelares digitais e tlceras cutaneas®’.

Leucomelanodermia sao dreas de hiper e/ou hi-
popigmentacao cutanea. Acredita-se que a hiper-
pigmentacao difusa resulte da inflamacao crénica
da pele, que evolui com pontos de hipopigmenta-
¢do, adquirindo uma aparéncia conhecida como:
em «sal e pimenta», causados pela manutencdo do
pigmento na base do foliculo piloso, mas perda do
pigmento na pele adjacente. As areas de perda do
pigmento podem coalescer e tornar-se extensas
sobre as maos, face e tronco®.

O prurido é uma caracteristica comum na fase
inflamatoria precoce, principalmente na forma cu-
tanea difusa®®. Na fase tardia da doenca, a pele en-
volvida torna-se atré6fica e seca devido aos danos
das glandulas sebaceas, causando também inten-
so prurido.

Telangiectasia é o eritema produzido pela dila-

tacdo anormal dos vasos sanguineos da pele, que
desaparece a pressao reaparecendo em seguida de
vérios diferentes focos.Areas de telangiectasias va-
riam de 2 a 20 mm de diametro®. Sao encontradas
principalmente na face, ldbios, dedos, palmas e
dorsos das maos e regido superior do tronco®®.

Calcinose subcutanea sdo depésitos de cristais
de célcio que ocorrem em pontos de pressdao como
polpas dos dedos, face extensora de antebracos,
cotovelos e joelhos®®.

Microstomia € um achado secunddrio ao espes-
samento cutaneo da face que evolui com pregue-
amento perioral, e contribui para compor a apa-
réncia tipica dos pacientes com ES, além de limi-
tar a abertura da boca dos mesmos’.

Cicatrizes estelares digitais e dlceras cutaneas
sdo complicacdes secunddrias a isquemia de extre-
midades. O fendmeno de Raynaud (FR) é uma res-
posta vasoconstritora excessiva, que leva a palidez
e a cianose de extremidades podendo chegar a in-
farto e ulceracdo. Na ES, o FR conta com alteracoes
estruturais no vaso sanguineo, incluindo prolifera-
¢ao da intima e obstrugao, além da vasoconstri-
cao. Ulceras digitais, sobre as articulagoes inter-
falangeanas, nos pés e tornozelos causam dor e
funcao limitada dos membros, deixam cicatrizes e
levam areabsorcdo digital®. O FR estd presente em
mais de 95% dos pacientes, e € freqiientemente a
primeira manifestacdo da doenca, surgindo antes
mesmo do espessamento cutaneo®®.

Pacientes e Métodos

Foram estudados 50 pacientes ndo selecionados,
consecutivos atendidos em um servi¢co de reuma-
tologia tercidrio, no periodo de maio a agosto de
2009, com diagnéstico de ES, segundo os critérios
de classificacdo do Colégio Americano de Reuma-
tologia''. Os pacientes foram classificados também
em ES limitada ou difusa, como definido por Le-
roy e colaboradores®. Foram excluidos os pacien-
tes com sindromes de superposicdo de esclerose
sistémica com outras doencas reumatologicas au-
toimunes.

Os pacientes foram submetidos a avaliacao cli-
nica, com obtencao da histéria e exame fisico di-
recionados para as manifestacdes cutaneas mais
comuns da doenga, avaliando-se leucomelanoder-
mia, prurido, telangiectasia, calcinose subcutanea
microstomia, histéria prévia ou atual de fendme-
no de Raynaud, cicatriz estelar digital e ulceragao
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cutanea prévia ou atual em extremidades. Foram
considerados portadores de microstomia, os pa-
cientes cuja abertura bucal vertical fosse inferior
aos seus trés digitos médios da mao direita. A cal-
cinose subcutanea foi confirmada com radiogra-
fia das maos ou de locais suspeitos clinicamente.

O método conhecido como escore cutaneo de
Rodnan modificado (ECRm) foi realizado em todos
o0s pacientes para avaliacao do espessamento cu-
taneo. Trata-se de um método semi-quantitativo
que estima o espessamento, endurecimento e ade-
sdo da pele a planos profundos, graduando o aco-
metimento cutineo de 0 a 3, em 17 areas distintas
do corpo que sdo examinadas pela palpacao clini-
ca, considerando como: 0 = pele normal; 1 = espes-
samento leve; 2 = espessamento moderado (a pele
estd espessada e ndo se consegue ping¢éd-la, mas
ainda nao estd completamente aderida aos planos
profundos, podendo-se ainda fazer-lhe um leve
deslizamento); 3 = espessamento intenso (pele
bastante espessada, ndo passivel de ser pincada,
aderida a planos profundos e ndo passivel de ser
deslizada). A medida do ECRm varia, portanto de
0 a 517,12-14.

Os dados obtidos foram armazenados em pla-
nilha do Microsoft® Excel2007 para posterior ana-
lise estatistica.

Os dados foram expressos do seguinte modo,
para as variaveis quantitativas continuas foram uti-
lizadas as medidas: média, desvio padrao, freqiién-
cia e porcentagem. Para a comparacgdo das varia-
veis quantitativas continuas foi utilizado o teste t
nio pareado. Para a andlise das varidveis quanti-
tativas discretas foi utilizada a mediana e para

comparacao das mesmas, o teste de Mann-Whit-
ney. J4 para as varidveis categoricas a medida foi a
freqiiéncia, utilizando-se para comparacao o tes-
te do Qui-quadrado. Para comparacao entre as va-
ridveis categoricas foi utilizado o teste de Fisher.
Foram considerados significantes valores de
P<0,05.

Para a realizacao do presente estudo, foi obtida
a aprovacao prévia do Comité de Etica em Pesqui-
sa da Instituicao.

Resultados

Dos 50 pacientes avaliados 44 (88%) eram mulhe-
res. A idade média dos pacientes foi 52,3 + 12,4
anos, variando de 22 a 79 anos.

A forma clinica predominante foi a cutanea li-
mitada, observada em 35 (70%) pacientes.

O fen6meno de Raynaud foi a manifestacgao cli-
nica mais comum, encontrado em 50 (100%) pa-
cientes, sendo a idade média de inicio de 38 anos
+13. Amediana do intervalo de tempo entre o ini-
cio do fendmeno de Raynaud e o aparecimento
das manifestagoes cutaneas ou sistémicas foi de 1
ano.

A presenca de telangiectasias também foi um
achado comum, visto em 47 (94%) pacientes, sen-
do mais freqiiente nos pacientes com esclerose sis-
témica cutanea limitada (97%).

Quanto as demais manifestagoes cutaneas, en-
contramos as seguintes prevaléncias na popula-
¢do total estudada: leucomelanodermia em 19
(38%), prurido em 25 (50%), calcinose subcutanea

50,0
45,0
40,0 - Il Raynaud — 100%
35,0 Il Teleangiectasias — 94%
30,0 I [ Cicatrizes estelares — 66%
25,0 [ Microstomia — 62%
20,0 @ Ulceras cutaneas — 58%
150 [ Prurido — 50%
10,0 4
[l Calcinose subcutanea — 40%
5,0 1
[ Leucomelanodermia — 38%
0,0

Figura |.Freqiiéncia das Manifestagbes Cutaneas na Populagdo Estudada
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Tabela I. Resultados Encontrados na Populacio Total dos Pacientes com Esclerose Sistémica, e nos Subtipos
Cutanea Limitada e Cutanea Difusa e Comparacdo dos Resultados entre EScl e EScd

Populacao Total (50) EScl (35) EScd (15) P

Idade (anos) 52,3+ 12,4 552+ 11,5 453+ 11,8 0,0079+
Sexo Feminino 44 (88%) 33 (94,2%) 11 (73,3%) 0,058 (NS)
Tempo Evolugio 10,6 +7,9 12,1 +8,0 72 %65 0,0204-
Escore Rodnan 14/ 9/ 17,7 11/ 85/ 16 19/ 14,5/ 23,5 0,0003
Raynaud 50 (100%) 35 (100%) 15 (100%) I (NS)
Leucomelanodermia 19 (38%) 8 (22,8%) Il (73,3%) 0,0013-
Prurido 25 (50%) 17 (48,5%) 8 (53,3%) I (NS)
Telangiectasias 47 (94%) 34 (97,1%) 13 (86,6%) 0,2107 (NS)
Calcinose 20 (40%) 10 (28,5%) 10 (66,6%) 0,0255¢
Microstomia 31 (62%) 18 (51,4%) 13 (86,6%) 0,0262¢
Cicatrizes Estelares 33 (66%) 21 (60%) 12 (80%) 0,2089 (NS)
Ulceras Cutaneas 29 (58%) 15 (42,8%) 14 (93,3%) 0,0013¢

NS = ndo significante (EScl x EScd); « = significante (EScl x EScd)

em 20 (40%), microstomia em 31 (62%), cicatriz
estelar digital em 33 (66%), tdlceras cutaneas em 29
(58%). Estes dados encontram-se na Figura 1.

Todas as manifestacoes, exceto telangiectasias,
foram mais comuns na forma cutanea difusa da
doenca, em especial as tlceras digitais, presentes
em 14 (93%) pacientes. Os resultados de acordo
com a forma cutanea da esclerose sistémica assim
como a comparacao de freqiiéncia nos grupos en-
contram-se na Tabela I.

Amedida do ECRm do grupo estudado foide no
minimo 3, e no maximo 32, com mediana 14 e per-
centil 25 e 75 respectivamente 9 e 17,7. Para a for-
ma cutanea difusa, o escore varioude 10 a 32, com

mediana 19 e percentil 25 e 75 respectivamente
14,5 e 23,5 e para a forma limitada, a variacao en-
contrada foi de 3 a 23, com mediana 11 e percen-
til 25 e 75 respectivamente 8,5 e 16. Dados repre-
sentados na Figura 2.

Discussao

A caracteristica marcante da ES é o espessamento
cutaneo®. Entretanto, diversas manifestacdes cuta-
neas como: leucomelanodermia, prurido, telangi-
ectasias, calcinose subcutianea, microstomia e fe-
noémenos ulcerativos e cicatriciais secundarios a is-

quemia de extremidades causada pelo

354

30 1

25

20

0 T T

fend6meno de Raynaud, sdo responséa-
veis por importantes limitacoes dos
pacientes, diminuindo consideravel-
mente a qualidade de vida dos mes-
mos.

ES é considerada uma doenca rara.

Percentil 75
Escore Maximo
Escore Minimo

Percentil 25

Populagio-mediana 14 Escd-mediana 19 Esc-mediana |1

Figura 2. Escore Cutdneo de Rodnan modificado na populagio total

comparando com ES cuténea difusa e ES cutdnea limitada

Mayes e colaboradores (cols.) mostra-
ram uma incidéncia de 21 casos novos
por milhao de adultos por ano e pre-
valéncia de 242 casos por milhdo de
adultos'®.Le Guern e cols. estimaram a
prevaléncia da ES em 158,3 por milhdo
em um condado francés!®.

Na populacao total estudada en-
controu-se 88% de mulheres, dados
semelhantes aos encontrados em di-
versos estudos!'”'®. A porcentagem de
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mulheres aumentou para 94,2% na EScl e diminu-
iu para 73,3% na EScd, mas esta diferenca nao foi
estatisticamente significante. Coral-Alvarado e
cols. demonstraram associa¢do entre ES cutanea
difusa e maior propor¢do de pacientes do sexo
masculino quando comparado com ES cutanea li-
mitada, assim como observado neste estudo?®.

A idade média dos pacientes em acompanha-
mento foi 52,3 + 12,4 anos. A doenca afeta mais
freqientemente mulheres de meia idade*'*. Po-
rém, quando avaliou-se EScl aidade média foi 55,2
+ 11,5 e EScd foi 45,3 + 11,8, sendo esta diferenca
estatisticamente significante. Neste estudo nao
classificamos os pacientes quanto a sua etnia, po-
rém como encontramos pacientes mais jovens na
forma cutanea difusa, gostariamos de ressaltar que
descendentes de africanos tém uma maior inci-
déncia de ES que brancos, o inicio da doenca ocor-
re em pacientes mais jovens, além de apresenta-
rem mais freqiientemente a forma difusa da
doenca'.

O tempo de evolucdo da doenca foi de 10 + 7,9
anos para a populacio total, 12,1 + 8,0 anos para
EScle 7,2 + 6,5 anos para EScd, sendo esta diferen-
ca estatisticamente significante. Ferri e cols. obser-
varam que a tempo de dura¢do da doenca foi in-
versamente correlacionado com a extensdo da es-
clerose cutanea'. Estudos epidemioldgicos indi-
cam que escores de pele maiores correlacionam
com maior grau de envolvimento orgéanico inter-
no, pior progndstico e, portanto menor tempo de
evolucgdo da doenca®.

Em concordancia com estudos prévios, a forma
cutanea limitada foi prevalente neste estudo, sen-
do observada em 70% da amostra®'"?"%2, Czirjak e
cols. encontraram 72,4% de EScl na Hungria'’;
Arias-Nuiies e cols. somaram 70,5% no noroeste da
Espanha?'; Hesselstrand e cols., 75% na Suécia®.

Verificou-se espessamento cutdneo em todos
os pacientes deste estudo. Amediana do ECRm do
grupo estudado foi 14, e percentil 25 e 75 respec-
tivamente 9 e 17,7. Hanitsch e cols. encontraram a
mediana 9 com percentil 25 e 75 respectivamente
4 e 16, nimeros menores que os deste trabalho, po-
rém 22,8% da populacao de seu estudo tinha o
ECRm < 3%, Para a forma cutanea difusa, a media-
na foi 19 e percentil 25 e 75 respectivamente 14,5
e 23,5 e para a forma limitada, mediana 11 e per-
centil 25 e 75 respectivamente 8,5 e 16. Sampaio-
Barros e cols. encontraram mediana do ECRm 25
para forma cutanea difusa e 11,5 para forma cuta-
nea limitada, valores semelhantes aos deste estu-

do para forma cutanea limitada?. O ECRm mos-
trou valores maiores na forma cutanea difusa que
na limitada, sendo esta diferenca estatisticamen-
te significante. A extensao e gravidade do envolvi-
mento cutdneo tém sido reconhecidas como um
marcador substituto para envolvimento organico
interno®?#, ou a ferramenta mais til para avaliar
o prognéstico clinico'®. Hanitsch e cols. mostra-
ram que escores mais elevados foram significan-
temente associados com mais alta freqiiéncia de fi-
brose pulmonar e sintomas do trato gastrointesti-
nal superior, como também de tlceras digitais e
contraturas articulares?. Por outro lado, verifica-
ram que pacientes com valores baixos do ECRm
tém manifestacdes organicas semelhantes aqueles
com valores altos, e acreditam que a esclerose cu-
tanea tem um valor limitado para identificar pa-
cientes com manifestacdes organicas graves?.

Aleucomelanodermia foi verificada em 38% da
populacao total desse estudo, porém em apenas
22,8% na EScl, e 73,3% na EScd, sendo esta diferen-
ca estatisticamente significante. Areas de despig-
mentacgao focal com hiperpigmentacao perifoli-
cular que lembra vitiligo pode ser vista em mais de
30% dos pacientes com ES?**#. Czirjak e cols. mos-
traram leucomelanodermia em 36,9% da popula-
¢ao estudada'’. Sampaio-Barros e cols. observa-
ram distirbios da pigmentacao em 58,9% dos pa-
cientes, associados com EScd®. Guidolin e cols.
encontraram leucomelanodermia em 55% dos pa-
cientes com EScl e 25% dos pacientes com EScd,
dados diferentes aos deste estudo’.

O prurido é freqliente tanto na fase inflamat6-
ria quanto na fase atré6fica da doenca, sendo obser-
vado em 50% do total dos pacientes deste estudo,
ndo diferindo entre EScl e EScd. Guidolin e cols. en-
contraram prurido em apenas 28,1% dos pa-
cientes’.

Telangiectasias foram observadas em 94% do
total dos pacientes, nimero muito superior aos
encontrados em estudos recentes. Krishna
Sumanth e cols. mostraram telangiectasias em
39,4% dos pacientes?, Guidolin e cols. observaram
em 43,7% dos pacientes’, Ashida e cols. encontra-
ram em 56%,° Czirjak e cols. mostraram em 58,5%'7,
Sampaio-Barros observaram em 60,7%%,
Arias-Nufies e cols. observaram em 74%?! e Ferri e
cols. encontraram em 79%!%. Essa variacdo ocorre
possivelmente devido as diferentes etnias avalia-
das nesses estudos. Nao observamos diferenca es-
tatistica da porcentagem de telangiectasias entre
as formas cutaneas da ES. Estudo recente associa
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fortemente nimero aumentado de telangiectasi-
as com presenca de doenca vascular pulmonar?®.

Calcinose subcutanea foi encontrada em 40% da
populacdo total dos pacientes, em 28,5% dos pa-
cientes com EScl e 66,6% daqueles com EScd, sen-
do esta diferenca estatisticamente significante.
Mayes relata que calcinose subcutanea é uma ma-
nifestacao tardia da doenca e ocorre mais freqiien-
temente na forma cutanea limitada, porém pode
ocorrer também na forma cutanea difusa tardia®.
Thonhofer e Siegel relatam que a calcinose ocorre
em 20 a 40% dos pacientes com ES®. Steen refere
que aproximadamente 50% dos pacientes com
EScl apresentam calcinose subcutanea®. Estudos
recentes de Czirjék e cols. encontraram calcinose
em apenas 10,7% dos pacientes'”. Guidolin e cols.
somaram 12,5% dos pacientes com calcinose e ndao
houve diferenca significante entre as formas cuta-
nealimitada e difusa’. Ferri e cols. observaram em
22% dos pacientes e também nao houve diferenca
entre as formas cutaneas'®. Arias-Nuiles e cols. em
30% dos pacientes?. Sampaio-Barros e cols. em
44,6% dos pacientes, associada a EScl*.

Microstomia foi observada em 62% do total dos
pacientes deste estudo, em 51,4% dos pacientes
com EScl e em 86,6% dos pacientes com EScd, sen-
do esta diferenca estatisticamente significante.
Guidolin e cols. observaram microstomia em ape-
nas 31,2% dos pacientes e nao encontraram dife-
renca entre as formas cutanea difusa e limitada’.
Arias-Nuiies e cols. somaram 41% de pacientes
com microstomia?'.

O fendmeno de Raynaud, manifestagdo vascu-
lar mais caracteristica da ES, estava presente em
100% dos pacientes. A alta prevaléncia do FRna ES
¢é fato reconhecido na literatura, variando de 90 a
100%"'#2!. Os vasos sanguineos tém uma reativida-
de anormal aos estimulos que levam a isquemia di-
gital com o desenvolvimento a longo tempo de
complicaces como tlceras digitais e necroses®>*,
que cicatrizados sao chamadas cicatrizes estelares.

Cicatrizes estelares estiveram presentes em 66%
do total de pacientes deste estudo, em 60% dos pa-
cientes com EScl e em 80% dos pacientes com
EScd. Guidolin e cols. encontraram cicatrizes es-
telares em 65,5% dos seus pacientes, valor seme-
lhante ao encontrado neste estudo’.

As tlceras digitais (UD) sdo uma complicagdo
freqiiente nos pacientes com ES, com uma fre-
qliéncia estimada de 30% a 50%'*'® e influenciam
a vida pessoal e profissional do paciente porque
sdo extremamente dolorosas e causam deteriora-

¢ao significativa da funcdo das maos'.

Neste trabalho, foram avaliadas tilceras cutane-
as atuais e pregressas, considerando ulceras em
polpas digitais, tlceras sobre as articulagdes inter-
falangeanas das maos e dos pés, tlceras nos pés e
tornozelos. Ulceras cutaneas foram observadas em
58% dos pacientes, 42,8% dos pacientes com EScl
e 93,3% dos pacientes com EScd, sendo esta dife-
rencga estatisticamente significante. Alivernini e
cols. mostraram que a ocorréncia de tlceras cuta-
neas € mais freqliente em pacientes com envolvi-
mento cutaneo difuso, apesar de encontrarem ul-
ceras em apenas 26,2% do total de sua populacao®.
A freqiiéncia de ulceras digitais em uma grande
coorte de pacientes italianos foi recentemente es-
timada por Ferri e cols., em 48% no inicio e 54%
ap6s um periodo de sete anos de acompanhamen-
to'®3, Hanitsch e cols. encontraram tlceras digitais
em 23,8% do total de sua populagdao que contou
com 1200 pacientes, e mostrou que quanto maior
o ECRm, maior a freqiiéncia de ulceras digitais,
sendo que em pacientes com ECRm maior que 14,
a frequiéncia de udlceras digitais foi 39,6%%.
Arias-Nuiies e cols. observaram tlceras digitais em
41% dos pacientes?'. Sunderkotter e cols. em 22%
dos pacientes com EScl e em 34% dos pacientes
com EScd*.

Conclusao

Manifestagdes cutaneas sdo muito freqiientes nos
pacientes com ES, e apesar de ndo contribuir para
o aumento da mortalidade dos pacientes, colabo-
ra bastante com o aumento da morbidade dos
mesmos.

Surpreendeu-nos o maior nimero de pacientes
com telangiectasias, calcinose, microstomia e ul-
ceras cutaneas quando comparados com estudos
recentes, principalmente a freqiiéncia elevada de
calcinose subcutéanea e tlceras cutdneas na EScd.
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AND PHYSICIANS'
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IMPROVEMENT.

THE CASE OF RHEUMATIC DISEASES

J.A.P.da Silva’, S. Ramiro™, S. Pedro™, A. Rodrigues™, ].C.Vasconcelos™, E. Benito-Garcia™

Abstract

Objectives: To compare the health priorities elec-
ted by patients with rheumatic diseases and by heir
attending rheumatologists.

Patients and Methods: We undertook a cross-sec-
tional study among patients and rheumatologists
in Portuguese rheumatology outpatient clinics.
75% of all Portuguese Rheumatology Departments
agreed to participate. Rheumatologists from non-
participating hospital departments were asked to
collaborate through their private practices. All pa-
tients were eligible for inclusion except if they were
under 18 years of age or had a mental disorder that
would affect their participation. Data were collec-
ted through dedicated questionnaires. Patients
were asked to indicate 3 priorities forimprovement
out of 12 health domains (Arthritis Impact Measu-
rement Scale 2) regarding their rheumatic disease.
Rheumatologists were asked similar questions fo-
cused around rheumatoid arthritis (RA) and osteo-
arthritis (OA).

Results: 1,868 patients and 56 rheumatologists en-
tered the study. The most commonly selected prio-
rities by patients with rheumatic diseases were:
“Rheumatic pain” (70%), “Walking and bending”
(45%), and “Hand and Finger Function” (40%). The
main priority for improvement among patients
with RA was “Rheumatic Pain” (69%), while rheu-
matologists more commonly elected “Work” (55%)
as their main priority for these patients. Among pa-
tients with OA, “Rheumatic Pain” was the first pri-
ority for both patients and doctors (elected by 75%,
and 55% of respondents, respectively).
Conclusions: Our study showed discordance
between the priorities for improvement elected by
patients and by their respective physicians. This

*Department of Rheumatology, Hospitais da Universidade de
Coimbra, Portugal, **Department of Rheumatology, Hospital
Garcia de Orta, Portugal,

**Bjoepi Clinical & Translational Research Center, Taguspark,
Nucleo Central, 241,2740-122 Oeiras, Portugal.

was more pronounced in RA than in OA. Studying
and addressing such differences may support
physicians and institutions to better achieve the
prime goal of incorporating and responding to pa-
tients’ needs and preferences.

Keywords: Patients report priorities; Pain; Function.

«What this paper adds» hox

¢ Physicians seem to have a tendency to focus
on markers of biological processes and long-
-term structural prognoses rather than pa-
tients' needs and preferences. There is a con-
sistent call by diverse international groups and
regulatory bodies towards the development
and regular use of patient-reported outcomes
in clinical research. However, current know-
ledge on patient's preferences is scarce.

¢ This paper finds that priorities elected by Por-
tuguese patients with rheumatic conditions
are quite consistent with those observed in dif-
ferent European countries; however, there is
considerable discordance between patient
and their rheumatologists” elected priorities.
Such studies may assist physicians in giving
appropriate consideration to patients' values
and expectations when designing their clini-
cal strategies.

Introduction

Physician and patient assessment of patients” health
status and health priorities may diverge'. Physicians
may have a tendency to focus on markers of biolo-
gical processes and long term structural prognosis
rather than patients’ needs and preferences?. In are-
cent study, the International Classification of
Functioning, Disability and Health (ICF) of WHO
was used to contrast patient and physician’s views.
Patient focused groups confirmed 74 out of 76 ICF
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categories previously selected by physicians to be
included in the Comprehensive ICF Core Set for
RA. However they identified 62 additional catego-
ries which should be considered, mainly related to
bodily functions, environmental factors, activities
and social participation®.

Shared patient and physician decision-making
in disease management ranks very high among pa-
tient’s concerns and inclusion of patients’ views in
assessment and research can contribute to better
doctor-patient communication, leading to more
appropriate therapeutic options*”. Workshops at
OMERACT (Outcome Measures in Rheumatoid
Arthritis Clinical Trials) reviewed outcome measu-
res used in rheumatoid arthritis® and suggested the
inclusion of patients’ perspectives including their
priorities for treatment, using measures like the
Arthritis Impact Measurement Scale 2. The same
group has recently promoted the concept of PLIMs
(Personal Life Impact Measures)®. The Food and
Drug administration of the USA has recommended
that patient reported outcomes should be develo-
ped and used to incorporate patient’s perspectives
in clinical trials'’. The National Institutes of Health
of the USA are actively promoting an ambitious
program to address the same needs (PROMIS - Pa-
tient Reported Outcomes Measurement Informa-
tion System)*’.

Literature on patient’s preferences is scarce and
few studies have been specifically applied to the
rheumatic diseases. Patients with rheumatic di-
seases tend to prefer treatments that increase their
degree of independence!*'3. However, cultural di-
versity in patients’ preferences in some particular
aspects of health care has been demonstrated and
several other factors might be influential®!'*'6. Por-
tuguese patients, for instance, seem to be less pro-
active and more dependent on their physicians’
views and tend to give more importance to an in-
dividualized approach with a focus on emotional
and personal issues rather than on shared deci-
sion-making regarding their treatment®.

Understanding such diversities will be pivotal to
incorporate patients’ perspectives and fine tuning
therapeutic strategies towards endpoints that are
relevant to patients®. We determined and compa-
red the aspects of rheumatic diseases where Por-
tuguese patients and physicians would most like to
see improvements. We investigated whether these
priorities were affected by sex, age, profession, and
educational level, type of rheumatic disease, pain
or emotional status of patients.

Patient and Methods

Setting and patients. This cross-sectional multi-
center study was carried out between March 2007
and January 2008 in outpatient clinics of Portu-
guese rheumatology departments. Rheumatolo-
gists from non-participating hospital departments
were asked to collaborate through their private
practices.

Patients. All patients attending the rheumato-
logy outpatient clinics of the collaborating hospi-
tals were invited to participate. Patients were only
excluded if they were aged under 18, refused to
participate, presented any mental disturbance
which could affect the interview or if they were at-
tending their first appointment, as no diagnosis or
therapeutic management could be assigned to the
visit. The number of patients included from each
hospital was proportional to the hospitals’ affluen-
ce, varying from 60 to 300. Private practices inclu-
ded 30 to 50 patients per rheumatologist.

Patients were interviewed in the waiting room
and questionnaires included demographic varia-
bles, diagnoses, drug treatments currently used,
pain level, and the identification of the rheumato-
logist responsible for their treatment.

Rheumatologists. All rheumatologists working
at the collaborating Hospitals were invited to par-
ticipate. Rheumatologists from non-participating
hospitals were invited to allow access to patients
from their private practices. Information from
physicians was collected by a self-administered
questionnaire, which included physician’s demo-
graphic characteristics (age and gender), and a self-
reported measure of “aggressiveness” in the treat-
ment of pain.

Assessment of priorities for health improve-
ment. Patients were asked to elect three priorities
for improvement in their disease by answering
question 60 of Arthritis Impact Measurement Sca-
le 2 (AIMS2). This includes 12 areas of health (le-
vel of mobility, walking and bending, hand and fin-
ger function, arm function, self-care tasks, house-
hold tasks, social activity, support from family and
friends, rheumatic pain, work, level of tension and
mood). Rheumatologists were asked to answer the
same question, separately considering their pati-
ents with rheumatoid arthritis (RA) and with oste-
oarthritis (OA).

Other variables of interest. Since many factors
may influence patients’ priorities, we registered
patients’ age, gender, educational level, marital
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and work status, profession, diagnosis, disease du-
ration, pain severity and emotional status. Rheu-
matologists’ age and gender were also recorded.

Profession. We used the national classification of
professions (Portuguese Institute for National Sta-
tistics) and grouped them into two categories: non-
active (unemployed, domestic, retired and stu-
dents), and active. The latter included: non-quali-
fied workers, manual workers (services and sales;
farmers and qualified workers of the agricultural
and fishing industries; workers, artifices, and ins-
tallations and mounting workers) and intellectual
workers (armed forces; public administration se-
nior managers, company leaders and senior mana-
gers; intellectual and scientific professions specia-
lists and scientific professionals; technicians and
professionals of intermediate level; administration
personnel).

Diagnoses: Patients’ self-reported diagnoses
were used and a main diagnosis was attributed.
These included RA, systemic lupus erythematosus
(SLE), psoriatic arthritis (PA), other seronegative
spondyloarthropathies (SpA), fibromyalgia (FM),
localized soft-tissue disease (STD), osteoporosis,
and osteoarthritis (OA). Other diagnoses were
grouped into 3 categories: 1) Other Connective Tis-
sue Diseases (OCTD), including systemic sclerosis
(Scl), Behget’s disease (BD), Sjogren’s syndrome
(SS) and overlapping syndromes (ex: RA and SLE
or RA and Scl); 2) Peripheral/Axial joint pain (PAJP):
cervical pain, low back pain, spine disturbances
and non-specific arthralgia; 3) Other diseases, in-
cluding gout, Paget s disease (PD) and diverse rare
diagnoses. Whenever patients referred having
more than one disease, the main diagnosis was es-
tablished in accordance with the highest of the fol-
lowing hierarchy: RA, SLE, OCTD, PA, SpA, OP, OA,
FM, PAJP, STD and other diseases.

Patient’s self-reported bodily pain. The bodily
pain dimension of health status from the Short-
-Form-36 was chosen. Bodily pain is scored as a
continuous variable ranging from 0 to 100, where
0 indicates worst pain. It is constructed based on
2 variables, each assessed by a question — Pain In-
tensity (“How much bodily pain have you had du-
ring the past 4 weeks?”) and Pain Interference with
Work (“During the past 4 weeks, how much did
pain interfere with your normal work?”). The cons-
truction of these instruments is explained in detail
elsewhere and they have been validated for the
Portuguese population'”*.

Patients’ mental health status. This was assessed

through the SF-36 Mental Component, ranging
from 0 to 100, where 0 indicates worst mental he-
alth status. The mental health subscale of SF-36 is
composed of 5 questions: “How much of the time
during the past 4 weeks”: 1) “have you been a very
nervous person?”; 2) “have you felt so down in the
dumps that nothing could cheer you up?”; 3) “have
you felt calm and peaceful?”; 4) “have you felt
downhearted and blue?”; 5) “have you been a hap-
py person?”.

Confidentiality and ethical approval: Patients’
confidentiality was assured by the non-existence of
personal identifiers. Patients identified their rheu-
matologist but this information was only used if
the physician expressed the wish to receive a per-
sonalized analysis regarding his group of patients
(with no patient identifiers, since these were non-
existent). This option was introduced with the aim
of contributing to physicians’ education. Otherwi-
se, data was confidential. The study was approved
by each Hospital’s Ethics Committee.

Statistical analyses. Descriptive statistics were
used to describe demographic and clinical cha-
racteristics. Continuous data were presented as
means and standard deviations (SD). Categorical
data were described as percentage (number).

Logistic regression models were used to deter-
mine which sociodemographic and clinical factors
were associated with the choice health priorities by
patients. We present Odds Ratios (OR) and respec-
tive 95% confidence intervals. Univariate and age
and sex-adjusted models were carried out. Statis-
tical significance was considered at the 5% level.

Data were analysed using the statistical softwa-
re package Stata version SE 10.

Results

Socio-demographic and clinical characteristics.
Nine of the twelve Portuguese public hospital rheu-
matology departments agreed to participate. De-
mographic and clinical characteristics of patients
are shown in Table I. Data from 1,868 patients, 79%
women, with a mean age of 56.8 years and a mean
educational level of 7.1 (SD 4.5) years, were ana-
lyzed. Eighty-one percent were followed in outpa-
tient clinics of nine public hospitals and 19% were
recruited in private practices. Thirty-six percent of
the patients were professionally active, and 64%
were non-active, 41% being retired. RA was the
most commonly reported main diagnosis (37%),
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Table 1. Socio-demographic and clinical patient
characteristics
Mean (SD)
or % (n)
Variables (n=1868)
Sex, female 79 (1468)
Age, years 56.8 (14.2)
Level of Education, years 7.1 (4.5)
Retired 41 (770)
Active 36 (671)
Married/living together 73 (1354)
Duration of rheumatic disease, years 11.4 (10.9)
SF-36 Mental health (0-100,0 is worst) | 53.5 (24.3)
SF-36 Bodily Pain (0-100,0 is worst) 37 (23)
Main Diagnosis:
RA 37 (667)
SLE 5 (94)
OA 19 (336)
OCTD 5 (96)
FM 7 (125)
SpA + PA 4 (71)
OP 12 (209)
Other diseases 2 (32)

Note. Missing data: age — 3 cases; gender — 4 cases; Education — 20 cases;
Mental health — 2 cases.
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Figure |.Rheumatoid arthritis: patients and physicians'
priorities. Columns represent the percentages of RA patients
(n=667) and physicians who included the respective area
among their three main priorities for improvement in RA. (R.
pain: Rheumatic pain;W&B:Walking and bending; H&F: Hands
and finger function; Mob: Mobility; Ten: Psychological tension
and anxiety; HT: Household tasks; Arm:Arm function; FS
Family support; SA: Social activities; SC: Self care)

followed by OA (19%) and OP (12%). The average
duration of the rheumatic disease was 11.4 (SD
10.8) years.

Fifty-six rheumatologists (27 women), 11 repre-
senting private practices, entered the study. This
represents over 50% of all rheumatologists practi-
sing in Portugal. The average age of these physi-
cians was 42.3 (SD 9.7) years.

Overall priorities of patients with rheumatic
diseases and their relation with pain severity.
Overall, the top 3 priorities for improvement elec-
ted by the patients were: “Rheumatic pain” (70%,
n=1,315), “Walking and bending” (45%, n=841),
and Hand and Finger Function (40%, n=747). The-
se were followed by “Mobility” (29%, n=545), “Le-
vel of tension” (21%, n=388), “Arm function” (21%,
n=383), “Household tasks” (17%, n=325), “Mood”
(12%, n=223), “Family support” (5%, n=101), “So-
cial activities” (4%, n=75), “Self-care” (4% (n=74).
To study the impact of pain severity on the selec-
tion of priorities we performed a similar analysis
restricted to the patients who reported more pain
(the top 25%): there were no relevant differences
(data not shown).

Priorities for RA: patients’ and rheumatologists’
perspectives

Priorities for improvement for RA, by rheumatolo-
gists and by patients with this disease (n=667) are
presented in Figure 1. Physicians and patients
agreed in electing “Hand and finger function” as
their second most important priority, with a simi-
lar expression in both groups (51% of patients and
45% of physicians). However, the first priority for
RA patients, “Rheumatic pain”, elected by 69% of
patients, was selected by only 38% of physicians
(third in rank). The third of patients’ priorities,
“Walking and bending” was elected out by 48% of
patients but only by 5% of rheumatologists.

“Work” was the most commonly elected priority
by physicians regarding RA (55%). This that was
not so important for RA patients (11% of patients
elected work, making it the 8" priority in ranking).
Two other areas showed a greater gap (>10%)
between patients and doctors selections. These
were “Arm function”, selected by 22% of the pa-
tients and 4% physicians, and “Self-care” (5% pa-
tients and 23% physicians).

Investigating the factors that might be associa-
ted with the choice of “Rheumatic pain” as a prio-
rity among RA patients, we found that only the se-
verity of pain reported by the patient (by the SF-36
bodily pain) was significantly associated. The elec-
tion of “rheumatic pain” as a priority was more fre-
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Table 1. Univariate and age and sex-adjusted logistic models for the first priority of RA and OA patients.

Rheumatic pain for RA patients Rheumatic pain for OA patients
Independent Variables Univariate Age and sex- Univariate Age and sex-
model adjusted model model -adjusted model
OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI)
Age (ref age>67)
58-67 0.76 0.79
(0.49, 1.16) (0.42, 1.45)
48-57 1.05 0.74
(0.66, 1.67) n.a (0.38, 1.45) n.a
38-47 1.20 1.12
(0.67,2.14) (0.38, 3.27)
18-37 0.83 0.17*
(0.41,1.71) (0.04,0.75)
Sex (male= [) 1.02 na. 1.09 na.
(0.68, 1.52) (0.62, 1.92)
Education (years) 1.02 1.02 0.97 0.98
(0.99, 1.07) (0.98, 1.07) (0.92, 1.03) (0.93, 1.05)
Marital status 0.97 0.96 1.04 1.00
(married/ living together= |) (0.67, 1.40) (0.65, 1.40) (0.59, 1.83) (0.55, 1.82)
Profession I.15 1.08 0.50* 0.47*
(active vs. non active) (0.80, 1.65) (0.70, 1.67) (0.30,0.84) (0.26, 0.86)
Public (yes) 0.74 0.74 1.49 1.58
(0.48, 1.16) (0.47, 1.16) (0.84, 2.64) (0.88,2.81)
Rheumatic disease duration 0.84 0.86 1.43 1.41
(median >8 years) (0.60, 1.17) 0.61,1.21) (0.87,2.36) (0.84, 2.38)
Bodily Pain 0.989* 0.989* 0.998* 0.987*
(sub-scale SF-36) (0.982,0.996)* (0.982, 0.996)* (0.977,0.999) (0.975, 0.999)*
Mental health 0.99 0.99 1.00 1.00
(sub-scale SF-36) (0.99, 1.001) (0.99, 1.001) (0.99, 1.01) (0.99, 1.01)

* Statistically significant factors; n.a: not applicable

quent among patients with more pain (Table II).

Priorities for OA: patients’ and doctors’ perspective.
Regarding OA (Figure 2), patients (n=336) and rheu-
matologists agreed on the election of “Rheumatic
Pain” as the first priority (elected by 75% patients
and 55% physicians). “Walking and bending” was
the second choice for patients (50%) and physicians
(43%). The third priority for patients, “Hand and Fin-
ger Function” was selected by 41% of respondents
but was highlighted by only 5% of the rheumatolo-
gists. Together with “Walking and bending” physi-
cians elected “Mobility” and “Work” as their second
most popular priority regarding their OA patients,
but “Mobility” was only chosen by 27% of the pa-
tients (4"in rank) and “Work” by 10% (8"in rank).
Physicians and patients also diverged in the

ranking of other priorities. None of the Rheuma-
tologists chose “Arm function” as a priority while
23% of the patients did. On the contrary, 23% of the
physician’s chose “Family support” as a priority
whereas only 5% of the patients felt this was among
their most pressing problems.

The exploration of factors related to the selec-
tion of “Rheumatic Pain” as a top priority among
patients with OA (Table II), showed that this was
especially common among those professionally
“non-active” (twice as much when compared to
active patients, OR 0.50; 95% CI 0.30-0.84) even
when adjusted for age and sex. Younger patients
with OA (below 37 years of age) tended to elect
rheumatic pain less often than older patients. Pa-
tients with more severe bodily pain also elected
pain more often as priority.
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Figure 2. Osteoarthritis: patients and physicians' priorities.
Columns represent the percentages of OA patients (n=336)
and physicians who included the respective area among their
three main priorities for improvement in OA. (R. pain:
Rheumatic pain;W&B:Walking and bending; H&F: Hands and
finger function; Mob: Mobility; Ten: Psychological tension and
anxiety; HT: Household tasks; Arm:Arm function; FS Family
support; SA: Social activities; SC: Self care)

Discussion

Overall, the most commonly selected priorities for
improvement among patients with rheumatic di-
seases were “Rheumatic pain”, “Walking and ben-
ding”, and “Hand and Finger Function”. Results
showed differences in priorities between patients
with RA and OA: as expected, patients with diffe-
rent diagnoses had different health needs.

For patients with RA the most important priori-
ties were “Rheumatic Pain”, “Hand and Finger
Function”, and “Walking and bending”. Our results
showed relevant and meaningful differences
between patients’ and rheumatologists’ priorities.
Doctors priorities for RA were “Work”, “Hands and
Finger Function”, and “Rheumatic Pain”. The elec-
tion of “Rheumatic Pain” as a priority by RA pa-
tients was only associated with the severity of re-
ported pain and it was not related to age, gender,
profession, educational level, disease duration or
mental health status.

OA patients referred “Rheumatic Pain”, “Walking
and bending”, and “Hands and Finger Function” as
the mostimportant areas in need ofimprovement,
and Rheumatologists also elected “Rheumatic
Pain” as the first priority, but this was followed by
“Mobility” and “Work” and only then by “Walking
and bending”. The choice of “Rheumatic Pain” as
a priority by OA patients, was more common
among those who reported more severe bodily,
were aged more than 37 years and were professio-

nally non-active. This was not related to gender,
educational level, disease duration or mental he-
alth status. Interestingly, in both diseases, physici-
ans gave higher priority to psychological and so-
cial aspects of the disease than patients did.

We are very confident that our results are a good
representation of reality in Portugal: we included
patients and rheumatologists from the vast majo-
rity of rheumatology departments in the country
and all patients attending the outpatients de-
partment were invited to participate with very li-
mited exclusion criteria. Very few patients refused
to answer the questionnaires. However, while in-
terpreting our results it is important to keep in
mind that physicians selected their priorities based
on a general view of their practice and concerns for
RA and OA, but not specific to each patient. Al-
though the inclusion of a large number of patients
and physicians can be expected to reduce the in-
fluence of individual variations, it is not impossi-
ble that priorities of doctors and patients would
have been closer if we had asked doctors to res-
pond to this question considering specific cases.

Patients’ and physicians’ priorities may be ex-
pected to differ according to cultural background.
Although we did not find a significant influence of
educational level on the selection of the main prio-
rity by patients and despite a good parallel with
published studies from other countries, our results
cannot be generalised to other settings without
caution. The number of years of formal education
(quite low in our case compared with European
standards), the universal access to the national
health system and to social security are just a few
of many confounders that can come into play. The-
refore, we do not mean that our conclusions apply
elsewhere but rather wish to stress that similar stu-
dies may be equally useful in other settings.

Overall, our findings followed a trend also seen
in other European countries: the first choices of
improvement were seen among physical aspects of
disease and the last choices were made on emotio-
nal and social aspects of life®'*!*. They may be in-
terpreted in line with Ahlmen et al., who found, in
a qualitative study, that patients with rheumatic
diseases wanted improvements in areas related to
increased independence and undertaking of daily
living activities'2.

Our results are in close agreement with those of
studies performed in Norway and in the Nether-
lands where pain was also the major cause for con-
cern among RA patients'*!. The second and third
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priorities are also similar: “Hand and Finger func-
tion” was considered more important than “Wal-
king and bending”. It is interesting to note that, in
a recent study, patients with RA from 10 different
European countries reached very similar conclu-
sions when asked to identify and rank the most
important domains of their disease®.

Regarding RA, our physicians elected “Work” as
their most pressing priority, in clear contrast with
patients. The same first priority was elected by four
American rheumatologists according to Kwoh and
Ibrahim, but this was also the case with 62% of the
79 rheumatic patients included?. Regarding OA,
“Work” was, again in our study, given a higher prio-
rity by physicians than by patients.

The priorities set by physicians and their com-
parison with those of patients in the present study
raise three main considerations:

Physicians may be too focused on classical pa-
radigms of the disease: High rank for “hands and
finger function” with low rank for “Walking and
bending” in RA. High rank for “Walking and ben-
ding” as well as for “Mobility” with low rank for
“hands and finger function” in OA. Patient’s prio-
rities seem to call physicians for a broader perspec-
tive of the disease in terms of anatomical areas of
impact.

Physicians rank the ability to work as a much
higher priority than patients. Although, this may be
related to the reasonable access of our patients to
social security support, the reasons behind this re-
markable discrepancy cannot be addressed on the
basis of this study. However, they certainly deser-
ve attention as efforts to keep patients professio-
nally active can drive physicians into more aggres-
sive therapies whilst not serving the patient’s ob-
jectives and values.

Physicians gave the psycho-social dimensions
of these rheumatic diseases a higher priority than
patients did. This may represent a true difference
in the representation of the disease, but other fac-
tors, including patients’ formal educational level
and education about the disease, need to be con-
sidered before practical implications can be drawn.

Facing the results of this and similar studies,
physicians and policy makers may find reasons to
reconsider how much (scientific and personal)
attention we are paying to the diseases we treat as
opposed to the persons we care for. They also give
us reason to re-visit our paradigms regarding the
main objectives of treatment: disease process and
productivity versus quality of life.

We see no reason why these issues would be li-
mited to rheumatic diseases. Similar observations
have been made in other areas and more will su-
rely emerge if more studies are performed!®!!2>2,
This supports the need to promote the incorpora-
tion of validated patient reported outcomes in the
evaluation of diseases and treatments if physicians
are to achieve the most noblest aim of the profes-
sion: patient’s satisfaction and quality of life.
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ARTIGO ORIGINAL

MENSURACAO DE PREFERENCIAS EM SAUDE:
UMA COMPARACAO DO SF-BD0 BRASIL COM

DERIVACOES DO SF-36,

EM PACIENTES

COM ARTRITE REUMATOIDE

Alessandro Gongalves Campolina’, Adriana Bruscato Bortoluzzo™, Marcos Bosi Ferraz', Rozana Mesquita Ciconelli*

Resumo

Objetivo: Comparar as medidas de preferéncia de-
rivadas do SF-36, por diferentes métodos, com me-
didas de preferéncia obtidas a partir da versao bra-
sileira do questiondrio Short-Form 6 Dimensions -
Brasil (SF-6D Brasil). Métodos: Estudo observacio-
nal e transversal. Foram aplicados os instrumentos
de avaliacdo de qualidade de vida: HAQ), SF-36 e SF-
6D. Foram obtidas medidas de preferéncia deriva-
das do SF-36 conforme os algoritmos desenvolvi-
dos por Fryback, Nichol, Lundberg e Shmueli. Es-
tatisticas descritivas e coeficientes de correlagdo
foram usados para a andlise dos resultados. Resul-
tados: Foram avaliados 200 pacientes portadores de
artrite reumatéide. O SF-6D e as preferéncias deri-
vadas a partir do SF-36 apresentaram correlagdes
significativas entre si, com coeficientes de Pearson
variando de 0,69 a 0,92 (p<0,01). Conclusdo: O SE-
6D e os diferentes métodos de derivacao de prefe-
réncia a partir do SF-36 apresentam correlacdes
moderadas a fortes entre si. Tanto a aplicagcdo do
questiondrio SF-36, como a do questiondario SF-6D
Brasil, podem ser fontes importantes de medidas
de preferéncia paraaaplicacdo em andlises econd-
micas em saude, no contexto brasileiro.

Palavras-chave: Artrite Reumatoéide; SF-36; SF-6D;
Utilidade; Qualidade de Vida.

Abstract

Objective: To compare the preference measures de-
rived from the SF-36 by different methods, with
preference measures derived from the Brazilian

*Disciplina de Reumatologia, Departamento de Medicina,
Universidade Federal de Sao Paulo, Brasil
**Insper — Instituto de Ensino e Pesquisa, Sio Paulo, Brasil

version of the Short Form-6 Dimensions - Brazil
(SF-6D Brazil). Methods: Observational cross-sec-
tional study. Quality of life measures were applied:
HAQ, SF-36 and SF-6D. We obtained preference
measures derived from the SF-36 in accordance to
the algorithms developed by Fryback, Nichol,
Lundberg and Shmueli. Descriptive statistics and
correlation coefficients were used to analyze the
results. Results: We studied 200 patients with rheu-
matoid arthritis. The SF-6D and preferences deri-
ved from the SF-36 showed significant correlations
with each other, with Pearson coefficients varying
from 0.69 to 0.92 (p <0.01). Conclusion: The SF-6D
and the different methods of preference derivation
from the SF-36 showed moderate to strong corre-
lations between them. Both application of the
SF-36, as the SF-6D, may be important sources of
preference measures for the implementation of
economic analysis in health.

Keywords: Rheumatoid Arthritis; SF-36; SF-6D;
Utility; Quality of Life.

Introducao

Recentemente, as andlises de decisao em saude e
as andlises econdmicas tém empregado ampla-
mente os anos de vida ajustados por qualidade
(QALYs) como desfecho clinico e como medida de
beneficio, capaz de integrar quantidade e qualida-
de de vida'.

O conceito do indicador QALYs foi desenvolvi-
do na década de 70 a partir dos estudos pioneiros
de Torrance, no Canad4, e Kaplan e colaboradores,
nos Estados Unidos. A vantagem da utilizacao des-
te indicador de satide € que ele permite simultane-
amente capturar ganhos com a reduc¢do da morbi-
dade (ganhos em qualidade) e ganhos com a redu-
¢do da mortalidade (ganhos em quantidade), inte-
grando-os em uma tnica medida; ao mesmo
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tempo em que permite somar beneficios obtidos
por intervencdes distintas, em diferentes condi-
¢oes de saude?

O modelo QALYs é o mais amplamente empre-
gado para a avaliacdao de desfechos em andlises
econdmicas de cuidados de satide por ser intuiti-
vo, préatico e de facil compreensdo para clinicos e
tomadores de decisdo. A construc¢ado desta medida
s6 é possivel, entretanto, pelo fato de que qualida-
de de vida pode ser quantificada aplicando o con-
ceito de utilidade, com base na teoria da decisao
sob incerteza publicada em 1944 por John von
Neumann e Oscar Morgenstern, a partir da qual,
se entende que individuos tém preferéncias por
diferentes estados de satde®.

Nos ultimos anos, varios autores tém procura-
do meios para construir QALYs a partir de preferén-
cias extraidas do instrumento genérico de qualida-
de de vida «Medical Outcomes Study 36-Item
Short-Form Health Survey» (SF-36), por ser este
um questiondrio amplamente avaliado, aplicado
em mais de 200 doencas e traduzido em 40 paises*.

Até o presente, seis publicagdes, com oito algo-
ritmos diferentes, tém detalhado métodos para de-
rivar utilidades do SF-36'5%. A crescente aplicacdo
das medidas de preferéncia e do modelo QALYs
para a anélise econdmica do impacto de novas dro-
gas faz com que o aperfeicoamento destas técni-
cas de mensuracao seja fundamental.

Objectivos

O presente estudo tem por objetivo comparar as
medidas de preferéncia derivadas do SF-36, por di-
ferentes métodos, com medidas de preferéncia ob-
tidas a partir da versao brasileira do questionério
Short-Form 6 Dimensions — Brasil (SF-6D Brasil).

Material e Métodos

Participantes

A amostra foi selecionada no ambulatério de Reu-
matologia da Universidade Federal de Sdao Paulo
(Unifesp), de Abril de 2005 a Abril de 2006.

Foram incluidos pacientes com diagnéstico de
artrite reumatoide, conforme os critérios do Colé-
gio Americano de Reumatologia - ACR!, com ida-
de maior que 18 anos e menor ou igual a 65 anos,
em acompanhamento no servigco, que concorda-
ram em colaborar com o estudo e assinar o termo

de consentimento livre e esclarecido, aprovado
pelo Comité de Etica em Pesquisa da Unifesp. Esta
populacao foi escolhida por ser a mesma avaliada
previamente para a traducao, adaptacgdo cultural e
validacgdo do questionario SF-36 para o Brasil.

Foram excluidos pacientes que apresentam ou-
tras doencgas reumaticas associadas, doencas psi-
quiétricas ou fibromialgia diagnosticadas e/ou na
vigéncia de tratamento para estas condicoes. Pa-
cientes com déficit cognitivo grave que impossibi-
litem a compreensao dos instrumentos de pesqui-
sa, também foram excluidos.

Instrumentos de Avaliagao

Medical Outcomes Study 36-Item Short-Form
Health Survey (SF-36)

O SF-36 é um questiondrio genérico de qualidade
de vida formado por 36 itens (questdes), engloba-
dos em 8 dominios e sumarizados em um compo-
nente fisico e um componente mental. A pontua-
¢do para cada um dos 8 dominios varia de 0 (pior
estado de saude) a 100 (melhor estado de saude).
A versao brasileira do questiondrio ja encontra-se
disponivel na literatura cientifica e foi utilizada
para este estudo''.

O Short-Form 6 Dimensions (SF-6D)

O SF-6D é um questiondrio estruturado em 6 do-
minios (capacidade funcional, limitagdo global,
aspectos sociais, dor, satide mental e vitalidade);
com itens extraidos do SF-36, com escore que va-
riada0al (0= piorestado de satide); capaz de des-
crever 18.000 estados de satide diferentes, permi-
tindo a obtencdo de medidas de preferéncia em
saude. Este questionario foi desenvolvido a partir
de duas técnicas para a mensuracdo direta de pre-
feréncias: a escala visual analégica (EVA) e o stan-
dard gamble (SG), em duas versdes publicadas em
1998 e 2002. A versdo brasileira do questionério
SF-6D, baseada no modelo de 1998, ja se encontra
disponivel na literatura cientifica, com validacao
realizada nesta mesma amostra'2. Assim, neste es-
tudo optamos por trabalhar com a segunda versao
do questiondrio, apresentando sua tradugao para
o contexto brasileiro em anexo (SF-6D Brasil).

A partir da aplicacao do SF-36, pode-se também
obter o escore tinico do SF-6D, ja que seus itens fo-
ram extraidos daquele questiondrio, conforme os
modelos de 1998 e 2002 de Brazier e colaboradores®®.

Health Assessment Questionaire (HAQ)
O Health Assessment Questionaire (HAQ) é umins-

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:200-206 I

201



UMA COMPARACADO DO SF-60 BRASIL COM DERIVACOES DO SF-36

trumento especifico de qualidade de vida desen-
volvido para permitir a avaliacdo de estados de
satide em ensaios terapéuticos envolvendo pacien-
tes com artrite reumatéide’®. A escala possui um to-
tal de 20 itens, agrupados em 8 categorias, com
duas ou trés questdes, de acordo com as ativida-
des de vida didria a que se referem. O escore para
cada categoria varia de 0, atribuido para a ausén-
cia de dificuldade, a 3, para aincapacidade de rea-
lizar determinada atividade. A partir dos escores
das categorias obtém-se o escore final do instru-
mento que também varia de 0 a 3.

Derivacao de Preferéncias do SF-36

As medidas de preferéncia foram derivadas a par-
tir do SF-36 conforme quatro publicagdes, que tém
detalhado algoritmos diferentes para a derivacao
de preferéncias.

Fryback e colaboradores predizem escores do
questiondrio para a mensuracao de preferéncias
Quality of Well-Being (QWB) a partir dos dominios
do SF-36, através de técnicas de regressdo linear
multipla. A equacao final obtida contou com a par-
ticipagao de seis variaveis, obtidas de 5 dominios do
SF-36, capazes de prever 57% da variacao do QWB®.

Shmueli utilizou-se de um modelo de regressao
linear multipla, tratando os oito dominios do SF-
36 como varidveis independentes e as preferén-
cias (medidas pela técnica de escala visual anal6-
gica) como variavel resposta’.

Lundberg e colaboradores utilizaram a andlise
deregressao linear e estimaram preferéncias medi-
das pelas técnicas de escala visual analégica (EVA)
e time trade-off (TTO), a partir de questdes do SF-
36. Neste estudo os itens do questionario Short
Form - 12 (SF-12) foram utilizados por reproduzir
os 8 dominios do SF-36 em estudos de grande
amostragem. Aidade, o sexo e 11 itens do SF-12 fo-
ram incluidos no modelo de regressao miltipla
para a estimativa dos valores de EVA e TTO?®.

Nichol e colaboradores utilizaram-se de um mo-
delo de regressdo linear, empregando escores do
questiondrio para mensuracao de preferéncia He-
alth Utilities Index Mark 2 (HUI2) para estrutura-
rem uma equacao preditiva, contendo os oito do-
minios do SF-36'.

Andlise Estatistica

O foco da analise é a comparacgdo das medidas de-
rivadas do SF-36, pelos 4 algoritmos descritos, com
amedida de preferéncia obtida com o questiona-
rio SF-6D Brasil.

As andlises foram realizadas através o pacote es-
tatistico SPSS® Versdo 11.0 para Windows®. Estatis-
ticas descritivas foram empregadas para a carac-
terizacdo da amostra, a partir da avaliacdo clinica
e s6cio-demogréfica da amostra. As correlacées
entre as preferéncias derivadas do SF-36 e as obti-
das pelo SF-6D foram determinadas utilizando o
coeficiente de correlacdo de Pearson. Para este es-
tudo, adotamos p<0,05 (alfa = 5%) para valores es-
tatisticamente significativos.

Resultados

Foram avaliados 200 pacientes que preenchiam os
critérios da ACR para artrite reumatoide e que con-
cordaram em participar do estudo. Dos 200 indi-
viduos avaliados, 200 completaram o SF-36 e o SE-
6D, e 199 completaram o HAQ.

A idade média dos participantes foi de 49,22
anos (DP = 10,0), sendo 78,0% deles, pertencentes
ao sexo feminino. A maior parte dos individuos re-
feria apresentar cor de pele branca (41,0%) e par-
da (56,5%). A maioria era casada (56,5%) e inativa
no mercado de trabalho (62,0%). A média da esco-
laridade foi de 6,38 anos (DP = 4,1); a média da
renda per capita familiar foi de 366,88 reais
(DP = 367,6) e a média do numero de habitantes
por domicilio foi de 3,80 habitantes (DP = 1,8).

O tempo médio de doenca foi de 11,16 anos
(DP =8,4), sendo que a maior parte dos participan-
tes pertenciam as classes funcionais mais leves da
doenca (I e 11, 33,0% e 38,5%, respectivamente) e
apresentavam um HAQ médio de 1,02. Setenta e
quatro e meio por cento dos individuos ndo apresen-
tavam manifestacoes extra-articulares e 73,0% apre-
sentavam deformidades articulares. No momento
da avaliacdo, amédia do ntimero de articulacdes do-
lorosas foi de 5,56 e o de articulac6es edemaciadas
foi de 7,35. A auto-avaliacdo de dor e de estado ge-
ral pela EVA teve uma médiade 41,42 mm (DP =25,1)
e 67,30 mm (DP = 20,7), respectivamente, onde
100mm = dor intensa ou melhor estado de satide.

A Tabela I apresenta a média dos dominios e
componentes sumarios obtidos a partir do SF-36.

A Tabela IT apresenta as médias obtidas para as
medidas de preferéncia obtidas a partir do SF-6D
e pelos algoritmos de derivacao, a partir do SF-36.

A Tabela III revela correlacdes significativas
(p<0,01) entre os algoritmos de derivagao de pre-
feréncias a partir do SF-36 e o SF-6D, com coefi-
cientes de correlagdo variando de 0,69 a 0,92.
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Tabela I. Média dos dominios e sumarios do SF-36 de 200 pacientes com artrite reumatéide
Média DP Minimo Maximo
Dominio'
Capacidade funcional 47,97 25,6 0,00 100,00
Limitagdo por aspectos fisicos 43,62 43,5 0,00 100,00
Dor 51,28 22,8 0,00 100,00
Estado geral de satide 52,03 17,2 5,00 92,00
Vitalidade 55,00 19,9 5,00 100,00
Limitagdo por aspectos sociais 71,46 25,9 13,00 100,00
Limitagido por aspectos emocionais 61,33 44 4 0,00 100,00
Satide mental 63,74 20,4 12,00 100,00
Sumério?
Fisico 36,20 1,1 14,27 61,82
Mental 48,12 9,7 21,15 68,04

' 0= pior estado de satide e 100 = melhor estado de satde
2média da populagdo americana = 50,DP = 10

Tabela 1. Média das medidas de preferéncia por estados de satide dos pacientes com artrite reumatdide
Medida de preferéncia n Média DP Minimo Maximo
SF-6D! 200 0,81 0,1 0,41 0,99
Shmueli EVA? 200 0,55 0,1 0,27 0,82
Lundberg EVA® 200 0,66 0,1 0,41 0,93
Lundberg TTO? 200 0,77 0,1 0,60 0,96
Nichol HUI2* 200 0,70 0,1 0,43 1,00
Fryback QWB?* 200 0,62 0,1 0,51 0,81

! Brazier | et al.] Health Econ 2002;21:271-292.

2 Shmueli A. Med Decis Making 1999; 19: 122-127.

® Lundberg L et al. Med Decis Making 1999; 19: 128-140.
* Nichol MB et al. Med Decis Making 2001;21: 105 -112.
® Fryback DG et al. Med Decis Making 1997; 17: 1-9.

Discussao

Com o nimero crescente de andlises econémicas
publicadas na literatura cientifica, sem duavida, o
aprimoramento das ferramentas de medida tem
sido objeto de especial interesse, inclusive no que
se refere a praticidade de aplicacao.

Os métodos classicamente empregados para a
mensuracao de preferéncias tém empregado técni-
cas trabalhosas e de dificil compreensdo por parte
dos pacientes, como a escala visual analégica, o
time trade-off e o standard gamble. Estas técnicas
tém tido sua aplicacdo questionada em populagoes
com baixa escolaridade ou comprometimento cog-
nitivo, em funcdo dos vieses que podem produzir.
Lenert e Kaplan chamam a atencdo para o fato de
que a habilidade cognitiva, a aversdo ao risco e as

habilidades numéricas podem afetar a mensuracao
pelo SG, efeito conhecido como variagao irrelevan-
te de construto'*. Mesmo assim, estas ferramentas
tém sido consideradas como as mais adequadas
para as andlises de custo-utilidade, em funcao de
serem teoricamente mais fundamentadas.

Ao longo dos anos os sistemas multi-atributos,
baseados em questiondrios, tiveram um papel im-
portante na disseminacdo da aplicacao das medi-
das de preferéncia, por tornarem mais praticos os
processos de avaliacdo e por sofrerem menos in-
fluéncia do estado cognitivo e das condicGes sécio-
-econdmicas dos individuos avaliados®.

Especificamente em relacdo a derivacao de me-
didas de preferéncia a partir do SF-36, as informa-
¢oes disponiveis na literatura tém-se revelado in-
conclusivas. Primeiramente, os 8 algoritmos exis-
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pacientes com artrite reumatéide

Tabela I11. Correlacdo entre as medidas de preferéncia derivadas do SF-36, por diferentes equacées, em 200

SF-6D Shmueli Nichol Fryback Lundberg EVA | Lundberg TTO
SF-6D' 1,00
Shmueli? 0,75%* 1,00
Nichol® 0,84+ 0,92%* 1,00
Fryback* 0,82 0,88** 0,75%* 1,00
Lundberg EVA® 0,72%* 0,89+ 0,84+ 0,86** 1,00
Lundberg TTO? 0,78%* 0,78** 0,69+ 0,82%* 0,88** 1,00
#p < 0,01

! Brazier | et al.] Health Econ 2002;21:271-292.

2 Shmueli A. Med Decis Making 1999; 19: 122-127.

? Nichol MB et al. Med Decis Making 2001;21: 105 -112.
* Fryback DG et al. Med Decis Making 1997; 17: 1-9.

® Lundberg L et al. Med Decis Making 1999; 19: 128-140.

tentes derivam diferentes medidas de preferéncia
e foram obtidos por procedimentos metodolégicos
distintos e em populacdes diversas. Os métodos
desenvolvidos por Brazier em 1998 e 2002 derivam
medidas diretas de preferéncia (EVA e SG), foram
obtidos a partir de valoragdes de cendrios hipoté-
ticos construidos a partir do SF-36 em uma amos-
tra da populacao inglesa®®, passando a constituir
o questiondrio SF-6D. O método desenvolvido por
Nichol deriva uma medida indireta de preferéncia
(HUI2), que originalmente foi construido a partir
de utilidades mensuradas com a técnica de SG, em
uma populacao norte-americana que realizou a
valoracdo do seu préprio estado de satde!. O mé-
todo desenvolvido por Shmueli estimou medidas
de EVA em uma populagao israelense, também nao
empregando cendrios hipotéticos’. J4 Fryback, es-
timou medidas indiretas de preferéncia (QWB) em
uma amostra da popula¢do norte-americana, tam-
bém empregando auto-valoracdo de estados de
saude®. E por fim Lundberg, em uma amostra da
populacdo sueca, estimou medidas de EVA e TTO,
usando procedimentos parecidos com os de
Fryback®. Assim, como aliteratura aponta diferen-
c¢as entre preferéncias obtidas por diferentes mé-
todos, a principio ja se espera que os algoritmos
apresentem comportamento distintos, exibindo
resultados diferentes’®.

A medida que estima o SG (SF-6D), revelou os
valores mais altos, as medidas que estimam EVA
(Shmueli e Lundberg EVA) revelaram os valores
mais baixos, com os demais métodos gerando va-
lores intermedidrios. Apesar das diferencas gera-
das, que podem prejudicar a comparacao de estu-

dos que utilizem métodos diferentes, os algoritmos
avaliados apresentaram correlagoes de moderada
a forte entre si, 0 que a principio sugere que este-
jam medindo o mesmo construto.

De uma maneira geral, os métodos apresenta-
ram comportamentos muito semelhantes quando
comparados entre si. Entretanto, as diferencas
apresentadas dificultam a comparacao de estudos
que empregam ferramentas de mensuracao dis-
tintas e mesmo desencorajam abordagens de to-
mada de decisdo baseadas em League Tables'®. Em
revisdo sobre as diferentes abordagens para a men-
suracao de preferéncia, Torrance, Furlong e Feeny
chamam atencdo para este fato, aconselhando a
utilizacdo de medidas diretas de preferéncia (em
especial 0 SG) em estudos de andlise de decisao, re-
servando as abordagens baseadas em questiona-
rios para estudos do tipo custo por QALYs'.

Apesar de ndo ser possivel precisar um melhor
desempenho de um ou outro método para a deri-
vacao de preferéncias, algumas caracteristicas dos
algoritmos de derivacdo podem ser ressaltadas
para facilitar a opcdo por um destes métodos em
futuros estudos. Dos algoritmos existentes, ape-
nas os de Nichol, Fryback e Shmueli permitem tra-
balhar com dados secundarios, convertendo os es-
cores dos dominios do SF-36 de estudos realizados
previamente em medidas de preferéncia, mesmo
se os 36 itens do instrumento nao estiverem dis-
poniveis. Estes algoritmos podem, assim, ter papel
importante em modelagens e meta-andlises. Os
Unicos métodos que estimam medidas diretas de
preferéncia sdo os de Brazier (SF-6D), Shmueli e
Lundberg, os demais derivam medidas indiretas.
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O método de Brazier € o Ginico que estima o SG,
mas também é o tinico que utiliza cendrios hipo-
téticos na valoracdo, ou seja, os individuos avalia-
dos ndo avaliam seus préprios estados de satide. A
literatura destaca uma tendéncia a obtencdo de
valores mais altos, quando se utiliza cenarios hi-
potéticos, conforme também observamos em nos-
so estudo'’. Por outro lado, o Painel de Custo-Efe-
tividade em Satide e Medicina tem defendido a uti-
lizacdo de valores obtidos na comunidade, e ndo
em pacientes, na realizacao de anélises economi-
cas'®. Aamplitude das escalas oferecidas pelos mé-
todos também € diferente, o que pode implicar em
efeitos teto ou solo, em especial nas estimativas do
QWSB, que tem apresentado desempenho limitan-
te em individuos gravemente enfermos ou com
minimo comprometimento de satide. O método de
Brazier tem sido mais usado em estudos mais re-
centes, em especial a versao de 2002, o que pode
no futuro contribuir para uma melhor avaliagdo da
validade de construto do SF-6D.

Algumas limitacoes deste estudo devem ser des-
tacadas. Em primeiro lugar, a amostra seleciona-
da a partir de um centro de referéncia pode néo ser
uma boa representacdo do universo de pacientes
com artrite reumatéide. Em segundo lugar, neste
estudo ndo avaliamos a responsividadade dos al-
goritmos as mudancas no quadro clinico da doen-
¢a ao longo do tempo. Entretanto, o estudo de Ka-
plan e colaboradores revelou boa responsividade
dos algoritmos de Fryback, Nichol e Brazier".

Conclusodes

Os diferentes métodos de derivacgao de preferéncia
a partir do SF-36 apresentam correlacdoes modera-
das a fortes com as preferéncias medidas com o SF-
6D. Este comportamento sugere que tanto a apli-
cacdo do questiondrio SF-36, como a do questiona-
rio SF-6D Brasil, podem ser fontes importantes de
medidas de preferéncia para a aplicacdo em andli-
ses econOmicas em saude, no contexto brasileiro.
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ANEXO
SF-6D ADAPTADO PARA LINGUA PORTUGUESA - BRASIL (SF-6D BRASIL)

Instrucdes: Estas informagdes nos manterdo informa-
dos de como vocé se sente e quanto vocé é capaz de fa-
zer suas atividades de vida diaria. Por favor, marque para
cada questido o item que mais se aproxima da maneira
como vocés se sente. Se estiver em divida de como res-
ponder, por favor tente responder o melhor que puder.

Capacidade Funcional

I. Sua satide ndo dificulta que vocé faga atividades vigorosas

2. Sua saude dificulta um pouco que vocé faga atividades
vigorosas

3. Sua saude dificulta um pouco que vocé faga atividades
moderadas

4. Sua saude dificulta muito que vocé faca atividades mo-
deradas

5. Sua satde dificulta um pouco para vocé tomar banho
ou vestir-se

6. Sua saude dificulta muito para vocé tomar banho ou
vestir-se

Limitacdao Global

|. Vocé ndo teve problemas com o seu trabalho ou algu-
ma outra atividade didria regular como consequéncia
de sua saude fisica ou algum problema emocional

2. Vocé esteve limitado no seu tipo de trabalho ou em
outras atividades como consequéncia de sua saude
fisica

3. Vocé realizou menos tarefas do que vocé gostaria como
consequéncia de algum problema emocional

4.Vocé esteve limitado no seu tipo de trabalho ou em

outras atividades como consequéncia de sua salde fi-
sica e realizou menos tarefas do que vocé gostaria co-

mo consequéncia de algum problema emocional

Aspectos Sociais

|. Sua saude fisica ou problemas emocionais nio interfe-
riram com as suas atividades sociais em nenhuma par-
te do tempo

2. Sua saude fisica ou problemas emocionais interferiram
com as suas atividades sociais em uma pequena parte
do tempo

3. Sua saude fisica ou problemas emocionais interferiram
com as suas atividades sociais em alguma parte do
tempo

4. Sua saude fisica ou problemas emocionais interferiram
com as suas atividades sociais ha maior parte do tempo

5. Sua saude fisica ou problemas emocionais interferiram
com as suas atividades sociais todo o tempo

Dor

I. Vocé nido teve nenhuma dor no corpo

2. Vocé teve dor, mas a dor nio interferiu de maneira al-
guma com o seu trabalho normal (incluindo tanto o
trabalho fora de casa e dentro de casa)

3. Vocé teve dor que interferiu um pouco com o seu tra-
balho normal (incluindo tanto o trabalho fora de casa
e dentro de casa)

4.Vocé teve dor que interferiu moderadamente com o
seu trabalho normal (incluindo tanto o trabalho fora
de casa e dentro de casa)

5. Vocé teve dor que interferiu bastante com o seu tra-
balho normal (incluindo tanto o trabalho fora de casa
e dentro de casa)

6. Vocé teve dor que interferiu extremamente com o seu
trabalho normal (incluindo tanto o trabalho fora de
casa e dentro de casa)

Saude Mental

I. Vocé nunca tem se sentido uma pessoa muito nervo-
sa ou desanimada e abatida

2. Vocé tem se sentido uma pessoa muito nervosa ou de-
sanimada e abatida em uma pequena parte do tempo

3. Vocé tem se sentido uma pessoa muito nervosa ou de-

sanimada e abatida em alguma parte do tempo
4. Vocé tem se sentido uma pessoa muito nervosa ou de-

sanimada e abatida na maior parte do tempo
5. Vocé tem se sentido uma pessoa muito nervosa ou de-
sanimada e abatida todo o tempo

Vitalidade
|. Vocé tem se sentido com muita energia todo o tempo
2. Vocé tem se sentido com muita energia na maior par-

te do tempo
3. Vocé tem se sentido com muita energia em alguma par-
te do tempo

4.Vocé tem se sentido com muita energia em uma pe-

quena parte do tempo
5. Vocé tem se sentido com muita energia nunca
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DEVELOPMENT AND USE OF TOUCH-SCREEN

COMPUTER-ASSISTEDO SELF

INTERVIEWING

IN PORTUGBUESE PATIENTS WITH CHRONIC
IMMUNE DISEASES:
ELECTRONIC VERSION OF SF-3bve

Claudia Ribeiro’, Luis Moreira™, Augusta Silveira™, Isabel Silva™, Juan Gestal

Abstract

Aim: The major purpose of this study was to evalua-
te alternative automated methods of collecting data
on health related quality of life (HR-QoL). In order
to achieve this, we developed a study with the fol-
lowing objectives: (1) to evaluated the feasibility of
electronic version in patients with different chronic
pathologies of the immune system using Short Form
36version2 (SF-36v2), (2) to evaluate the construct
validity of SF-36v2 using the electronic data captu-
re, and (3) to compare electronic version ques-
tionnaires with paper questionnaires in terms of pa-
tients” acceptance, data quality, and reliability.
Methods: Out-patients with chronic immune dise-
ases (HIV infection, lupus, scleroderma, rheuma-
toid arthritis, Behcet and Sjogren), were randomly
selected to completed electronic and paper SF-
36v2 (n=50) before consultation in Clinical Immu-
nology Unit, in Hospital Santo Anténio-Centro
Hospitalar do Porto (CI-HGSA).

Results: There were very high correlations in SF-
36v2 responses (p< .001) between the paper and
electronic forms. Internal reliability coefficients
(Cronbach’s o) showed good internal consistency
for all reported responses in either, computer and
paper. There were no missing data in electronic ver-
sion or paper. About 84% of the patients prefer to
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, Carlos Vasconcelos

use the computer version in future.

Conclusion: The electronic HR-QoL assessment is
technically possible and it can provide reliable and
valid clinically significant information which can
either be used in routine care appointments.

Keywords: SF-36v2; Electronic Data Capture; Qua-
lity of Life; Immune Chronic Diseases.

Introduction

Chronic dysfunction of the immune system, like im-
munodeficiency and pathogenic autoimmunity can
affect multiple organ systems and lead to increased
mortality. However, with more effective treatment'?,
chroniclong-term morbidity and relapse are now the
most significant aspects of such diseases. Improved
survival with continuing morbidity highlights the
need for accurate assessment of patients suffering
from these diseases and their response to therapy®.
Systematic health related quality of life (HR-
QOL) assessment might facilitate patient manage-
ment*5, detection of health problems®” and com-
munication between patients and physicians® wi-
thout prolonging encounters. Nevertheless, pa-
tients’ HR-QOL has rarely been systematically
monitored on a regular basis, because there are se-
veral requirements to be achieved to optimally uti-
lize this procedure in routine medical care: (1) data
should be collected completely and accurately with
little effort’; (2) data scoring and comparisons to
previously collected information should be auto-
mated and take place during the office visit'?; (3) re-
sults should be presented in a user-friendly format,
for patients and physicians be able to easily under-
stand and discuss them'?; (4) results should be as-
signed to the respective electronic patient record
to allow easily monitoring and follow-up over time.
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Successful evaluation of disease status relies upon
efficient information collection and management
and the immediate availability of results. With con-
tinual improvement in technology, the development
and implementation of electronic information sys-
tems aimed at addressing clinical problems is desi-
rable and is becoming more common'"3.

Thorough ploting of all procedures concerning
complex interventions (such as the implementa-
tion of electronic questionnaires into routine care)
isrecommended before their effect can be studied
within larger representative studies!'.

The aim of our study is to implement a tool for
electronic HR-QOL assessment and evaluation,
comparatively, the original paper methods and
newly developed simple electronic system for
SF-36v2 data capture, in the population of patients
with disorders of the immune system followed in
ambulatory CI-HGSA.

Methods

Procedure

The survey was conducted from May 2009 to July
2009. The sample under study was selected by con-
venience. During medical consultation, all patients
followed in this service were approached and invi-
ted to participate in this research. The patients
were informed of our intention to conduct the
study and what it entailed, including the need to
use a computer. All patients invited, have agreed
to participate. Patient’s written informed consent
was obtained either for the electronic assessment
and paper version. Each patient was asked either
to complete the computerized version before and
the paper version after their clinical consultation.

Study Population and Recruitman

Patients
The project enrolled 50 participants of both gen-
der and was developed in the ambulatory CI-
-HGSA. This unit is dedicated to treatment of pa-
tients with diagnosis of immune system diseases,
like systemic autoimmune diseases and primary
and secondary (HIV) immunodeficiency’s. As a cri-
terion for inclusion of patients it was considered
the diagnosis: infection with HIV or autoimmune
disease.

A total of 50 participants completed version pa-

per and digital form, 35 women and 15 men, with
a mean age of 45.2 years with a SD = 15. 3. Regar-
ding the marital status, 48.0 % (n = 24) the indivi-
duals are married, 28.0% (n = 14) are single 6.0%
(n=3) are widow and 18.0% (n=9) have other ma-
rital status. About 13.0% (n = 26) of the individuals
are employed and 46% (n = 23) (had less than five
years of schooling. According to the diagnosis, 74%
(n = 37) had autoimmune disease (24% of indivi-
duals have lupus, 6% have scleroderma, 34% have
rheumatoid arthritis, 6% have Behcet, 4.0% have
Sjogren) and 26% (n = 13) was infected by HIV. The
mean disease duration is 7.0 years with a SD = 6.9
and the mean follow-up is 6.8 years with a SD=5.8.
(Table I summarizes the main characteristics of
the sample studied).

Table 1. Sample characteristics according to
demographic, socioeconomic and clinical
variables (n = 50)

Characteristics n %
Gender
Male I5 30
Female 35 70
Marital Status
Married 24 48
Single 14 28
Window 3 6
Other 9 18
Education years
0-4 27 54
5-12 I5 30
>12 8 16
Diagnosis
Rheumatoid arthritis 17 34
Behget 3 6
HIV 13 26
Lupus 12 24
Scleroderma 3 6
Sjorgren 2 4
Employment Status
Employed 13 26
Student 10 20
Retired 13 26
Unemployed 14 28
Age: X (SD) 45.2 (15.3) -
Disease Duration: X (SD) 7.0 (6.9) -
Follow Up Disease: X (SD) 6.8 (5.8) -

X — Mean; SD — Standard Deviation

I ORGADO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:208-214 I

209



EVALUATION OF AN ELECTRONIC VERSION SF-36V2

Instruments and Technical Procedures

QOL instruments

SF-36v2 was original designed as a generic indica-
tor of health status for use in population surveys
and evaluative studies of health policy, and more
recently, is being used to complement disease-spe-
cific measures in clinical trials®>. HR-QOL refers to
functioning and well-being in physical, mental and
social dimensions of life.

The SF-36 is the most frequently used multi-item
HR-QOL instrument'®'”. The SF-36 is composed of
8 multi-item scales (35 items) assessing physical
function (10 items), role limitations due to physi-
cal health problems (4 items), bodily pain (2 items),
general health (5 items), vitality (4 items), social
function (2 items), role limitations due to emotio-
nal problems (3 items), emotional well-being (5
items)'® and one single item dimension on health
transition. Thisitem, which asks about health chan-
ge, is not included in the scale or summary scores.
These eight scales can be aggregated into two sum-
mary measures: the Physical (bodily pain, general
health, physical function and physical problems)
and Mental (vitality, social function, mental health
and emotional problems) Component Summary
scores'®. Both components were obtained from fac-
tor analysis of components key after the data has
been subjected to orthogonal rotations!®.

Studies have suggested that electronic da-
ta—capturemethods were preferred over traditional
paper-and-pen methods by volunteers and pati-
ents'®. Surveys conducted in patients with chro-
nic diseases reported that the interactive compu-
ter programs were well accepted by the patients
and provided reliable information?"%.

Design of touch-screen questionnaire
The electronic interface was designed using a sim-
ple computer interface of an Access 97 form pro-
grammed with Visual Basic for Applications (Mi-
crosoft), the data being collected in underlying ta-
bles. The questions posed on the computer screen
were phrased exactly the same way as those in the
paper questionnaire and were presented in the
same style (with the same words underlined and
the same punctuation). The design of the interfa-
ce (Figure 1) was such that the text was presented
in large, easily read type and the buttons were lar-
ge and easily navigable.

A computerized version of the SF-36v2 test was
developed and a touch screen computer was set up

Lo

T B
4 | 5
2
(1] [ il 8

Figure |. Screen showing graphical user interface for an
electronic version.

in a relatively undisturbed area of the outpatient
department. Questions were presented indivi-
dually on the screen, and respondents entered
their answers by touching the corresponding but-
tons on the screen. Questions were presented with
the same instructions and in the same response as
the originals. It was not possible to move on the
next question without completing the previous
one, but it was possible to go back and change pre-
vious responses. As this study involved a change to
the normal routine of SF-36v2 data collection in
Clinical Immunology Unit, we used unique iden-
tifiers for the patient. All patients invited to par-
ticipate agreed to do so. Each patient was asked
either to complete the computerized and paper
version (or vice versa) before their clinical consul-
tation.The median time between the two adminis-
trations was 1 hour. Each patient was assessed in-
dividually in a private room of the main patient re-
ception area, thus maintaining patient confiden-
tiality throughout the study and also reducing
disruption to the normal functions of the clinic.
The study initiated after obtaining Institutional
Ethics Committee approval.

Analyses

RELIABILITY

We compared the answers reported on the paper
form vsthe electronic version using split-half. The
internal reliability of the SF-36v2 scales scores was
measured using Cronbach's alpha coefficient. A
Cronbach's alpha value of .70 or higher was gene-
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rally considered to be satisfactory to demonstrate
internal consistency?.

PATIENT’S PREFERENCE

Patient’s preferences for the two versions of
SF-36v2 were recorded. This included their opi-
nions on the ease of use and clarity of the layout.
We asked the patients which system they prefer to
use and which one they would like to see adopted
for future use.

RESULTS

Paper and Stencil VS Digital Data Analysis
RELIABILITY

Internal consistency coefficients (Cronbach's o
and split-half reliability) showed that all reported
responses had good to excellent internal consis-
tency for both the digital and the paper form,
which were very similar to those reported for each
SF-36 dimension. Cronbach’s o ranged from .627
to .954 (paper and pencil version) and .647 to .939
(digital version). The split-half reliability coeffi-
cient ranged .627 to .956 (paper and pencil ver-
sion) to .647 to .950 (digital version) (Table II).

VALIDITY

1. Factor Analysis

Eight factors were created with a cumulative va-
riance proportion of 76.345% to paper and pencil
version, and 74.733% to digital version. The dimen-
sions were in accordance with the theoretical cons-
truction of SF-36v2.

2. Convergent validity

Spearman correlation analysis showed that the
correlations between the dimensions and items
inside were higher than those between the dimen-
sions and items outside (Table II).

Test-retest reliability Digital and paper Data
Analysis

The responses given to any on the facets of the
SF-36v2 by all patients when they used the electro-
nic system or the standard paper questionnaires
are related. Correlations ranged fromr =.711 (VT)
tor=.892 (MH) for the whole patient group (Table
III). These were all highly significant (p <.001).

PATIENT PREFERENCE
Of the 50 patients tested on the computer, all were

=50)

Table Il. Paper and pencil data vs digital data: Reliability and Validity Analysis (n
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Table I11. Test-Retest reliability digital and paper data analysis (n=50)

Paired samples correlations

N Correlation | Sig.
Pair | | Physical Function (digital data) & Physical Function (paper and pencil) 50 ,831 ,0001
Pair 2 | Physical problems (digital data) & Physical problems (paper and pencil) 50 ,828 ,0001
Pair 3 | Body Pain (digital data) & Body Pain (paper and pencil) 50 ,857 ,0001
Pair 4| General Health (digital data) & General Health (paper and pencil) 50 ,889 ,0001
Pair 5| Vitality (digital data) & Vitality (paper and pencil) 50 1 ,0001
Pair 6 | Social Function (digital data) & Social Function (paper and pencil) 50 ,809 ,0001
Pair 7| Emotional Problems (digital data) & Emotional problems (paper and pencil) 50 ,829 ,0001
Pair 81 Mental Health (digital data) & Mental Health (paper and pencil) 50 ,892 ,0001

very keen to complete the task; no-one refuse to fi-
nish the paper or computer test. Eighty four per
cent, 42 of patients preferred the computerized
version to the paper version. When asked their pre-
ferences for adoption of these systems in future,
the same 84% (n=42) requested the computerized
version. Nevertheless, participants did not skip a
question. Although results could be immediately
printed out we did not take advantage of this op-
tion in this pilot study.

Discussion

For many years, paper questionnaires have been
the rule. When information is simple and requires
little post-translation, this may be adequate.
However, in the case of assessments used for mo-
nitoring chronic diseases, which would benefit
from immediate feedback and the ability to moni-
tor change against previous responses, this is not
feasible solely with paper forms.

With the burgeoning developments in informa-
tion technology, simple and effective yet highly
specialized electronic data capturesystems can be
easily developed and implemented with the inten-
tion of improving practices .

The literature review showed a very high corre-
lation in SF-36 responses (p<0.001) between the
paper and electronic forms. Internal reliability co-
efficients (Cronbach's alpha) showed good internal
consistency for all reported responses in either
computer or paper forms?. Electronic methods of
data collection (QOL recorders?' and interactive
computer programs) look promising for imple-
mentation in clinical practice.

These studies suggest that ease of use and ac-

ceptance by patients with immunological chronic
diseases present no barrier to use of digital version
questionnaires in Clinical Immunology and digi-
tal version questionnaires need take no longer to
complete than the equivalent paper and pencil ver-
sion.

It was developed a system which allows effecti-
ve collection of SF-36v2 data from patientswith lit-
tle or no intervention by the clinical or nursing
staff. This circumvents the need to transpose the
information from the paper questionnaires which
the patient has previously completed. This facili-
tates the information-gathering process and redu-
cesthe delay in monitoring the changes in patient
responses, and the information becomes available
to the clinician immediately.

The results of this study suggest the electronic
assessment of HR-QOL data is technically feasible
in general practice, it is welcomed by patients and
can provide clinically significant information and
indicators to marked HR-QOL impairments, which
can be useful for clinical or research purposes. We
have developed a simple electronic graphical (Fi-
gure 1) user interface for the SF-36v2, prepared in
line with guidelines for such design*.

Although this was an initial version tested for
usability, we tried to incorporate into the design
aspects which we thought would be helpful to pa-
tients hindered by the limitations of conditions
such as HIV infection, lupus, scleroderma, rheu-
matoid arthritis, Behget and Sjogren. This included
large, easy-to-read text, easy navigable interfaces
and large, simple-to-use buttons for them to record
their responses.

The computerized version of the SF-36v2 was
well accepted by patients, the majority preferring
it to the paper version. With better design of the
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computerized SF-36v2, it may be possible to in-
troduce a system which is acceptable to all pa-
tients.

Internal consistency coefficients (Cronbach’s o
and Spearman’s correlation) showed that all repor-
ted responses had good to excellent internal con-
sistency for both the computer and paper form,
which were very similar to those previously repor-
ted for each SF-36v2. Cronbach’s oo was high for the
touch-screen score and for the paper score, de-
monstrating that the touch-screen version had a
high level of internal consistency. There was good
comparability of the touch-screen and paper
SF-36v2.

The literature shows as hypothesized, that the
routine collection and dissemination of HR-QOL
—related information in the outpatient with chro-
nic disease resulted in a significant increase in the
frequency with which HR-QOL issues were discus-
sed. Like other study® we demonstrated that the
use of touch screen questionnaires is a feasible way
of data collection in chronic immune diseases.
Application of interactive computer systems in
practice daily routine may be the provision of
health information.

With the use of electronic questionnaires, some
ofthe problems with the process of data entry may
be overcome®. Results can be compiled automati-
callyin a database and canbe immediately availa-
ble for use in clinical practice health services out-
come studies, and clinical trials. A major advanta-
ge of the computerized questionnaires is the abi-
lity to collect good quality data without missing or
problematic responses.

Conclusion

The integration of electronic HR-QOL assessment
into general practice brings it the prospect of reci-
procal transfer of knowledge from patient rated
outcomes research into clinical practice and from
clinical practice to research. Combining such HR-
QOL data with information from electronic patient
records would provide a basis for scientific analy-
ses of associations between HRQoL and patients'
characteristics, disease and treatment.

The availability of HR-QOL score immediately
during the consultation could contribute to pa-
tient centered care, help to focus the patient-physi-
cian consultation, supporting the definition of the-
rapeutic goals as well as the evaluation of their

achievement, and provides standardized data,
which can be compared intra- and inter- indivi-
dually.

In this pilot study we have demonstrated that
the use of touch-screen digital questionnaires in
the clinic is a feasible way of overcoming many
practical issues that currently limit the collection
and utilization of outcome data in routine immu-
nology practice. Touch-screen questionnaires can
produce comparable results to paper, eliminate
the need for data entry, afford immediate access to
resultsand to be a highly acceptable and in many
cases a preferable option to paper and pencil ver-
sion.
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I ARTIGO ORIGINAL I

PREVALENCE OF RHEUMATIC OCCUPATIONAL

DISEASES —

PROUD STUDY

Luis Cunha-Miranda’, Filomena Carnide”, M. Fitima Lopes™

Abstract

Introduction: Work related musculoskeletal dise-
ases (WRMSDs) have a huge social and economic
impact being a public health problem.
Objectives: To determine the prevalence of WRMS-
Ds in Portuguese active workers.

Methods: A questionnaire was sent by regular mail
to the occupational physician of 822 large dimen-
sion companies in Portugal (over 250 employees).
This questionnaire was addressed to the physician
and contemplated data on file from the occupati-
onal medical doctor of clinically relevant WRMSDs
(rather than addressing workers complaints). A re-
ply form and a telephone reminder were used to as-
sure a higher number of respondents.

Results: Of the selected 822 companies, 515 res-
ponded (response rate of 62.3%) involving a total
population of 410 496 workers.

The prevalence of clinically relevant WRMSD
was of 5.9% (24 269 cases). The more prevalent
WRMSD were back pain with a prevalence of low
back pain of 2.27% (n=9310, 38.4% of total
WRMSD). Thoracic pain 0.82% (n= 3379, 13.9% of
total WRMSDs) and cervical pain 1.13% (n=4651,
19.2% of total WRMSD). Back pain accounts
for 4.22% (n= 17340) and a total of 74.9% of all
WRMSDs.

Regarding the upper limb we found a prevalen-
ceof1.61% (n=6493). From this total, shoulder ten-
donitis was 0.59% (n= 2398, 9.9% of total WRMS-
Ds), carpal tunnel syndrome 0.29% (n=1170, 4.8%
of total WRMSDs), elbow tendonitis 0.29% (n=1202,
5% of total WRMSDs) and hand tendonitis 0.44%
(n=1823, 7.5% of total WRMSDS). A lower preva-

*Reumatologista, Médico do Trabalho, Instituto Portugués de
Reumatologia

**Ergonomista, Professora da Faculdade de Motricidade Humana
*#*Médica do Trabalho, em representacio da Sociedade
Portuguesa de Medicina do Trabalho

Trabalho realizado no Ambito do Plano Nacional de Luta Contra
as Doencas Reumiticas da Direc¢do Geral de Satde

lence was observed in the lower limbs with lower
limb tendonitis of 0.08% (n=336, 0.01% of total
WRMSDs).

Discussion/Conclusion: Our work was represen-
tative of 11% of the working Portuguese populati-
on. We have found a prevalence of clinically rele-
vant WRMSD of 5,9%. If we extrapolate for the to-
tal of the working population we would have 220
467 workers with WRMSDs.

Our data are in conflict with national social se-
curity services regarding these diseases with much
lower reported diseases that proves the inefficacy
of the national reporting system.

There are clear differences in our data when
compared with the literature. We found a higher
number of back pain, and in proportion of cervical
pain, and lower numbers of upper and lower limb
WRMSDs. In the upper limb we found a higher le-
vel of hand tendonitis and a decrease of elbow ten-
donitis and carpal tunnel syndrome.

This work was a first effort to characterize
WRMSDs in Portugal. Due to the study design we
believe that further studies aimed for higher risk
populations should be performed.

Keywords: Occupational Health; Work Related

Musculoskeletal Diseases (WRMSDs); Tendonitis;
Back Pain.

Introduction

Currently, work related musculoskeletal diseases
(WRMSDs) are a worldwide problem, constituting
a public health issue with remarkable social and
economic impact.

As stated before, WRMSDs have a worldwide
economic impact. For example, in 2002, in Canada,
the costs were over 16 billion dollars in medical ex-
penses and reduction in incomes and productivity,
numbers surpassed only by cardiovascular disea-
ses. The increase of figures from 1991 to 2001 was
progressive, with more than 500,000 cases reported
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from 1996 to 2001 (representing a 2% increase)'2.
In 1994, 332,000 WRMSDs were reported in the
United States, which represents 65% of all occupa-
tional diseases. The associated costs were of 2.1
billion dollars in wage costs and of 90 millions in
indirect costs per year®. In United Kingdom, occu-
pational rheumatic diseases are the most frequent
in the workplace. In 1995, 1 million workers belie-
ved that the muscle skeletal diseases had been cau-
sed or aggravated because of the working condi-
tions*. In 2003, the WRMSDs in France represented
2/3 of the occupational diseases; the incidence rate
was higher than 1 per 1,000 workers®.

WRMSDs cover a wide range of inflammatory
and degenerative conditions affecting muscles,
tendons, nerves, joints and vessels. These diseases
include clinical syndromes, such as tendinopathies
and related conditions (tendonitis, tenosynovitis,
epicondylitis and bursitis), compression of nerves
(Carpal tunnel syndrome, sciatica) and osteoar-
thritis. These also include myalgia, low back pain
and other regional painful syndromes with an un-
known aetiology.

The body regions more frequently affected are
the lumbar area, cervical spine, shoulders, elbows,
hands and also, with a lower incidence, the lower
limbs.

Incidence and prevalence indicators of the mus-
cle skeletal injuries present discrepancies among
different geographic areas. This fact seems to be re-
lated with the definition given by each country to
what is legally considered a professional disease
and, within this one, what is understood by occu-
pational muscle skeletal disorders. Therefore, the-
re are several classification of occupational disor-
ders. This fact does not allow to accurately asses-
sing the real dimension of the problem and it
makes the evaluation of the impact on the active
working population harder to achieve.

Effectively, workers’ compensation statistics are
probably showing only one part of the occupatio-
nal muscle skeletal injuries, not only because its
clinical definition is not perfectly clear (i.e. of what
is considered an acceptable complaint), but also
because other mechanisms may be involved and
may have an impact on the number of disorders re-
gistered (e.g. high turnover or the "healthy worker
effect").

In Portugal there are few data on the prevalen-
ce of occupational muscle skeletal disorders, as the
responsible organizations, namely Social Security
and insurance institutions, do not treat them syste-

matically. The pathology is frequently unidentified
and included in a wider undifferentiated group.

Social Security data points out to an increase in
certified occupational rheumatic diseases without
incapacity that includes tendonitis, tenosynovitis
and chronic myotenosynovitis, humeroscapular
periarthritis among others. From 296 cases in 2003,
662 in 2004 we achieved 1,274 in 2005 and 1,103 in
2006.

If we consider the certified occupational disea-
ses with occupational incapacity within the same
period, we can find 321 in 2003, 751 in 2004, 201 in
2005 and 164 in 2006. This evidences that, unlike
in other countries, there are no sustained results.
These are extremely variable in each year, with an
increase of around 100% from 2003 to 2005 in the
diseases without incapacity followed by a reduc-
tion in 2006. Even less understandable was the in-
crease of diseases with incapacity in 2003 and 2004
(increase of 2.3 folds) followed by a reduction in
2005 and 2006 (to values 4 to 5 folds lower to the
ones from 2004).

A better strategy to assess WRMSDs in Portugal
would be the use of a method similar to the one
used in the United Kingdom, where there are two
different methods to report WRMSDs: one is focu-
sed on the rheumatologist (MOSS musculoskele-
tal occupational surveillance scheme) and the
other one on the occupational physician (OPRA -
occupational physicians reporting activity).

Although there are two different methods of
data collecting we still can find some discrepan-
cies. The annual mean/million rate of this disea-
sesreported by the occupational physicians was of
1,643 and rheumatologists reported an annual
mean rate/million of 94 mean rate/million. This
difference may demonstrate that only a minority
of patients is seen by a rheumatologist. Many are
assessed by primary health care providers or do
not seek for any medical help apart from the occu-
pational physician®.

Several active population self-questionnaires
have reported a prevalence of upper limbs symp-
toms of approximately 20 to 30%°.

Low back pain and wrist injuries have received
a major attention in literature because of the high
prevalence and the high costs associated to inju-
ries affecting these body segments™ 6.

Cervical pain prevalence has been increasing in
the lastyears. This contributes to a higher demand
for health services and resources and it also has an
impact in work absenteeism and reduced working
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capacity'. In 1998, in United Kingdom, the cost
associated to low back pain was calculated in 12
million pounds. From these costs the higher per-
centage was due to lower productivity and health
costs.

This concurs to the wide increase in subsidies
due to disease and disability associated to lowback
pain. If we consider that only low back pain is a
huge burden to society we can see however that
this disease is just a fraction of the total burden of
WRMSDs?.

In recent years there is an increase of work-as-
sociated injuries involving the shoulder joint that
are currently the second site most frequent for in-
jury, because of that there is a growing need to con-
centrate efforts to conduct epidemiologic studies,
aswell as of developing ergonomic and correspon-
dent validation of ergonomic interventions in this
specific area'®%.

This work has the purpose of assessing the Por-
tuguese prevalence of occupational muscle skele-
tal disorders within the active population in gene-
ral and by economic activity sector and also trying
to understand the best surveillance strategy for
these injuries.

Material and Methods

A questionnaire was sent to the occupational
physician from 822 large dimension companies in
Portugal (with more than 250 collaborators), in ac-
cordance to the data supplied by the Ministry of
Work. This instrument was elaborated for collec-
ting data regarding the muscle skeletal injuries
diagnosed by a specialist: cervical pain, shoulder
tendonitis, wrist/hand tendonitis, carpal tunnel
syndrome, thoracic pain, low back pain and lower
limbs tendonitis — and included questions about
demographic characteristics of the company wor-
kers, the sector of activity and complementary in-
formation concerning the diagnosis and preven-
tion measures. The clinical questionnaire referred
to clinically significant diagnoses, which required
the occupational physician’s intervention rather
than complaints self-referred by the patient. The
patient was maintained anonymous and only the
global numbers of each company was considered.

The questionnaire was sent by the Direccao Ge-
ral da Satde (Portuguese Health Authority) by re-
gular mail at the attention of the occupational
physician of the selected companies. A one-month

deadline was established for the reply. The return
ofthe questionnaire was also made by regular mail
through a RSF envelope. This last stage took place
between June and July 2006.

After the pre-established deadline, a contact by
telephone was conducted to the companies that
did not reply and the questionnaire was sent again,
this time by e-mail. The data collection process
was concluded in November 2006.

The statistical evaluation was conducted with
the statistic analysis software SPSS, version 14.0°.
Taking into consideration the information concer-
ning the number of injuries diagnosed, the demo-
graphic characteristics and the type of activity, a
descriptive statistical analysis was obtained as well
as a Spearman bivariate correlation statistical ana-
lysis. A Kruskal-Wallis test for the analysis of the
multiple and confirmatory comparison of the bi-
variate analysis was applied assuming the relevant
results of the previous treatment.

Results

From the 822 selected companies 515 replied to
the inquiry. 3 companies were excluded because
they did not fulfil the eligibility criteria. This resul-
ted in aresponse rate of 62.3% This corresponds to
a total amount of 410,496 workers.

The relative frequency of responses was higher
among the “Services” companies (34.8%), followed
by “Other Industry” (25.2%) (Table I).

Among the studied companies, a balance in the
distribution of the mean number of workers per
sex, activity sector and mean age was observed (Ta-
ble II).

From the 515 companies that replied, we had a
total amount 0f 410,496 workers, which represents
11.1% of the Portuguese working population and
0.3% of the Portuguese companies. If we take the
micro-enterprises (less than 9 workers) out of the-
se figures, we observe that the universe of workers
reaches 19.8% of the Portuguese working popula-
tion, which corresponds to 11.1% of all companies
in these conditions.

There is a predominance of man in our group
with a mean age of 39,5 years. Workers are mostly
from the production activity sector.

When we analysis by activity sector, it has been
observed that the prevalence of male workers oc-
curs mainly in the auto Industry, construction in-
dustry, Fishing and Mining. The production areas
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Table I. Absolute and relative frequency of the number of companies per economic activity sector

Company Workers
N % N %

Automotive Industry 29 5.66 16,994 4.14
Assembling of electric or electronic 14 2.73 10,861 2.65
components industry
Building Industry 34 6.64 20,799 5.07
Machinery industry 32 6.25 12,228 2.98
Fishing | 0.20 596 0.15
Mining | 0.20 821 0.2
Other industry 129 25.20 64,745 15.77
Services company 178 34.77 224,979 54.80
Other 89 17.38 52,726 12.84
Total 507 99.02 40,4749 98.6
Did not reply 5 0.98 5,747 1.4
Table I1. Description of the parameters of the demographic characteristics main trend
Nr. of Workers N Mean sd Median Min. Max.
Sex

Female 498 425 1,524 165 | 22,760

Male 497 3,990.4 7,060.8 233 3 9,647
Sector

Administrative 462 1,440.4 402.9 60.5 2 5,749

Production 408 478.5 642.4 294 3 5,905
Age

More than 45 years old 486 221.9 436.3 123 | 5,605
Female mean 461 379 5.1 38 18 55
Male mean 462 395 5.7 40 18.5 60

with mainly female labour are the Electric and
Electronic Components Industry and Services
Companies (Table III).

If we consider the distribution of workers per
age over 45 years, in relation to sex and activity sec-
tor we found that the Fishing and Mining sectors
present workers with mean age higher than 49 and
42 years, respectively. All workers present a medi-
an value, for both sexes, higher than 35 years old.
In other sectors of activity we found a relevant hi-
gher age (over 45 years) in construction industry
and service industry (Table IV).

Globally, the higher prevalence of muscle skele-
tal injuries was reported for the three segments of
the vertebral spine and shoulder.

The most prevalent injury was low back pain
(X=18.2), followed by cervical pain (X=9.1), dorsal pain
(X=6.6) and shoulder tendonitis (X=4.7) (Table V).

Regarding the total amount of workers involved
in the study, it may be observed that the number
of clinically relevant injuries was of 5.9% (24 269 ca-
ses). From these, 4.22% (17,340 cases) resulted
from diagnoses of back pain, 1,13% (4,651 cases)
of cervical pain; 0.82% (3,379 cases) of dorsal pain
and 2.27% (9,310 cases) of low back pain. The
other identified injuries involved the upper limb,
in which the number of cases was higher for the
shoulder tendonitis — 0.6%.

Analyzing the distribution of the injuries preva-
lence by activity sectors, we have observed that, in
the Construction Industry, Machinery and “Other
Industry”, low back pain prevail (2.85%, 2,92%,
3,66%, respectively), and that in the Automobile,
Electric and Electronic Components Assembly In-
dustries, the upper limbs injuries are the most pre-
valent ones (2.43%, 2.16% and 1.5%, respectively),
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Table I11. Distribution of workers per sex, regarding the activity sector

Gender
Male Female
X Sd med X Sd med

Automotive Industry 433.93 495.02 312 152.07 175.05 62
Assembling of electric or

electronic components industry 311.71 318.59 311.71 464.07 367.75 373.50
Building Industry 553.65 575.82 403.00 58.09 42.00 42.00
Machinery industry 315.25 239.84 256.00 66.88 46.00 60.19
Fishing 473.00 473.00 123.00 123.00
Mining 756.00 756.00 65.00 65.00
Other industry 263.77 454.13 197.00 246.03 431.35 162.00
Services company 522.56 1,048.72 218.00 811.77 2,526.10 263.00
Other 322.76 342.20 226.50 290.34 352.74 193.50

Table IV. Characterization of the mean age and number of workers with more than 45 years old, by activity sector

Mean Age
Female Male > 45 years old (n)

Activity Sector X Sd Med X Sd med X Sd med
Automotive Industry 35.72 3.57 36.00 35.95 4.29 35.00 95.66 85.48 75.00
Assembling of electric 36.56 5.61 38.00 36.56 5.05 35.00 | 106.29 88.53 99.50
or electronic

components industry

Building Industry 36.71 4.68 36.34 41.17 2.55 41.00 | 244.55 | 282.37 | 153.00
Machinery industry 38.51 4.54 39.00 39.32 4.95 40.00 | 133.16 | 142.62 98.50
Fishing 49.00 49.00 49.00 49.00 | 450.00 450.00
Mining 42.00 42.00 41.00 41.00 | 281.00 281.00
Other industry 39.15 4.56 39.00 40.77 4.75 41.00 | 180.34 | 453.19 | 117.50
Services company 37.45 5.38 38.39 38.37 6.45 40.00 | 309.28 | 594.03 | 137.00
Other 38.12 5.23 38.50 40.60 6.19 40.95 | 209.44 | 232.03 | 133.00

especially shoulder and wrist tendonitis. The pre-
valence differences were owed, very likely, to the
specificity of the nature of the working conditions.

In the Mining and Fishing activity sectors we
found and very high level of diseases but because
of the small numbers of companies evaluated we
cannot extrapolate for the hole of this activity sec-
tor. However this numbers should be viewed as an
indicator of severity.

These facts have been confirmed by the multi-
ple comparison analysis results, in which it was
possible to observe significant statistic differences
between the activity sectors in the number of diag-
nosed cases of, shoulder tendonitis, carpal tunnel
syndrome, elbow tendonitis and wrist tendonitis
(Table VI).

Along with the absolute mean values of muscle
skeletal injuries, the relative frequency analysis of
injuries by activity sector was also conducted in
relation with the total number of operators in each
sector (Table VII). We found that the relative values
kept the same trend of the observed for the analy-
sis of the absolute values of the injuries, i.e., the
predominance of low back pain, followed by the
other injuries in the vertebral spine. The Electric
and Electronic Components Assembly Industry
and Services presented higher prevalence relative
values of muscle skeletal injuries related to work.

Sexis positively correlated with all injuries (with
the exception of lower limbs tendonitis). In males,
there are correlations only with the elbow and lo-
wer limbs tendonitis (Table VIII).
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Table V. Description of central trend parameters of the injuries studied, concerning the number of evaluated

companies

N Mean sd Median Min Max
Cervicodynia 511 9.1 244 2 0 400
Shoulder tendinitis 512 4.7 27.9 I 0 600
Carpal tunnel syndrome 512 2.3 5.8 0 0 70
Shoulder tendonitis 511 24 5.8 0 0 60
Hand and fist tendinitis 512 3.6 9.3 | 0 110
Dorsal pain 510 6.6 14.2 2 0 200
Low back pain 512 18.2 40.4 2 0 500
Lower limb tendinitis 512 0.7 2.7 0 0 36

Table VI. Results of the multiple comparison analysis between activity sectors by type of analyzed injury

Carpal Hand and Lower
Shoulder | tunnel Elbow fist Dorsal Low limb

Cervicodynia | tendinitis | syndrome | tendinitis | tendinitis pain back pain | tendinitis
QK 43.53 46.86 44.72 34.08 16.69 15.29 15.39 12.62
Df 8 8 8 8 8 8 8 8
PP 0.000 0.000 0.000 0.000 0.034 0.056 0.052 0.125
Table VII. Relative frequency of skeletal muscle injuries in relation with the activity sector
% A.l E.E.I B. M.L M. O.l. S.C. OTH.
Cerv | 2.10£1.77 | 1.31%2.38 | 1.13£2.20 | 1.39+£2.00 11.81 2.54+391 1.40+£3.00 | 1.70+3.28
S.T. 0.76+1.95 | 2.04+3.72 | 0.40+1.20 | 0.63x1.10 3.05 1.0942.52 | 0.41+1.37 | 0.76x1.88
CTS | 047%1.13 | 1.00+1.23 | 0.25+0.72 | 0.34+0.57 0.12 0.81+1.68 | 0.29+0.65 | 0.35+1.19
ET 0.46+1.09 | 0.83+£1.09 | 0.33+0.72 | 0.41+0.46 0.97 0.69+1.57 | 0.27+0.86 | 0.34+0.73
HFET | 0.75£1.82 | 1.39+2.16 | 0.47+1.47 | 1.00+2.28 0.97 1.00£1.99 | 0.38+0.88 | 0.77+2.22
Dors. | 1.36£2.56 | 0.84+0.97 | 1.09£1.69 | 0.78+0.98 4.02 2.08+3.05 | 1.44+2.32 | 1.34+2.7I
B.P. 3.61£578 | 1.61+2.45 | 3.91+594 | 3.71+6.08 36.18 4.74+£6.29 | 2.82+4.95 | 3.46+5.73
LLT | 0.97+578 | 0.29+0.10 | 0.26+0.80 | 0.04+0.11 2.31 0.13+0.40 | 0.48+0.17 | 0.97+0,30

When performing the same analysis per activity
sector, we found positive correlations between the
Administrative Sector and the shoulder tendonitis.
In the Production Sector, we found positive corre-
lations in all pathologies analyzed.

The results confirm the ones previously obtai-
ned for the characterization of the companies in
which there is a balanced distribution of workers
per sexand a predominance of effective workers in
the production sector. It must also be mentioned
that 26% of the workers have more than 45 years
old (Table IX).

Regarding the distribution of workers per sex,
we observe that the automobile, construction and

machinery industries active population is mostly
male, contrasting to the services companies whe-
re there are mostly female effective workers.

As for the organization of sectors, most workers
are integrated in the production sector, indepen-
dently of the company’s economic activity sector.

Finally, the sectors of Construction, Machinery
Industry, Services Companies and Other Activity
Sector present a marked frequency of workers with
more than 45 years old (>30%) (Table X).

Considering the total amount of the workers’
sample, we identified that the most prevalent pa-
thologies were low back pain and cervical pain (Ta-
ble XI).
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Table IX. Characterization of the companies'
workers by sex, sector and older than 45 years old
(absolute and relative frequency)

N %

Sex

Female 212012 51.56

Male 198484 48.35
Sector

Administrative 66701 16.25

Production 107841 47.56
Age > 45 years old 107841 26.27

In an identical analysis by the activity sector, it
has been observed that, along with these patholo-
gies, others deserve to be mentioned, such as
shoulder tendonitis (automobile industry, electric
and electronic components assembly industry, mi-

ning and other sector of activity), hand tendonitis
(auto industry, machinery industry and mining),
lower limb tendonitis (mining) and dorsal pain
(other activity sector) (Table XII).

Discussion

In our study the presence of clinically relevant
WRMSDs is of 5.9% in a population of 410,496,
which is thought to be representative of the Portu-
guese business sector, i.e. 24,269 workers have a
muscle skeletal pathology related to work consi-
dered to be clinically relevant by the occupational
physician.

The good response rate (62.3%) is probably re-
lated, on the one hand, with the fact that the ques-
tionnaire was sent in the scope of a relevant natio-
nal entity within the clinical practice and, on the

Table X. Characterization of the companies' workers by sex, sector and older than 45 years old (absolute
and relative frequency), in relation with the activity sector

Sex Sector Age higher
Female Male Administrative Production than 45 y.o.
N(%) N(%) N(%) N(%) N(%)

222012 (51,6) 198484 (48,4) 66701 (16,3) 195225 (47,6 107841 (26,3

Al 4,410 (26%) 12,584 (74%) 3,086 (18.2) 13,185 (77.6%) 2,274 (26.3%)
EEI 6,497 (59.1%) 4,364 (40.2%) 1,996 (4.4%) 8,419 (77.5%) 1,488 (13.7%)
B 1,975 (9.5%) 18,824 (90.5%) 3,109 (14.9%) 16,517 (79.4%) 8,070 (38.8%)
M 2,140 (17.5%) 10,088 (82.5%) 1,943 (15.9%) 10,032 (82%) 4,261 (34.8%)
SC 137,189 (61%) 87,790 (39%) 30,113 (13.4%) 69,406 (30.9%) 49,484 (30%)
OAS 56,215 (47.9%) 61,256 (52.2%) 25,432 (21.7%) 71,533 (60.9%) 40,525 (34.5%)

Al — Automotive Industry; EEl — Electric and Electronic Components Assembly Industry; B — Building; MI — Machinery Industry; SC — Services Companies;

OAS — Other Activity Sectors

relative frequency)

Table XI. Characterization of the pathologies diagnosed in the replying companies (absolute and

Absolute Frequency Relative Frequency WRMSIs Percentage

Cervicodynia 4,651 1.13 19.2
Shoulder tendinitis 2,398 0.59 9.9
Carpal tunnel syndrome 1,170 0.29 4.8
Shoulder tendinitis 1,202 0.29 5
Hand Tendinitis 1,823 0.44 7.5
Dorsal pain 3,379 0.82 13.9
Low back pain 9,310 2027 384
Lower limb tendinitis 333 0.08 0.01
Total 24,269 591
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Table XII. Characterization of the pathologies diagnosed in the companies that responded to the
questionnaire, by activity sector (absolute and relative frequency)

Al EEI B Mi SC OAS
Cervicodynia 141 0.72 0.91 1.07 0.86 1.63
Shoulder tendinitis 10.3 1.29 0.35 0.54 0.46 0.74
Carpal tunnel syndrome 0.37 0.81 0.14 0.29 0.16 0.50
Shoulder tendinitis 0.86 0.52 0.22 0.42 0.16 0.44
Hand tendinitis 1.40 0.87 0.22 1.00 0.20 0.73
Dorsal pain 0.61 0.66 0.73 0.62 0.60 1.35
Low back pain 2.26 I.10 2.85 2.92 I.64 3.0
Lower limb tendinitis 0.06 0.0 0.18 0.01 0.05 0.1

other hand, with the simplicity and reduced size of
the questionnaire. This simplification had impro-
ved the response rate but limited some of the con-
clusions intended. Nevertheless, the balance
between simplicity and relevance seemed to have
been achieved.

The request for a clinically relevant diagnosis to
the occupational physician and not just a com-
plaint, and the fact that the occupational physici-
an was the one that made de diagnosis is conside-
red to be a strength of this work. The absence of cre-
dible and large dimension national data makes this
work a simple first approach of the WRMSDs im-
pact in Portugal.

With these results, we point out the predomi-
nance of back pain, with the prevalence for low
back pain of 2.27% (n = 9,310, 38.4% of the
WRMSDs), dorsal pain of 0.82% (n= 3,379, 13.9%
of the WRMSDs) and cervical pain of 1.13%
(n=4,651, 19.2% of the WRMSDs). Back pain corres-
ponds to 4.22% (n = 17,340) and to 74.9% of all
WRMSDs identified.

Upper limb injury showed a prevalence of
1.61%, corresponding to 6,493 collaborators with
upper limb injuries, divided in shoulder tendino-
pathy 0.59% (n = 2,398, 9.9% of the WRMSDs), car-
pal tunnel syndrome 0.29% (n =1,170, 4.8% of the
WRMSDs), elbow tendinopathy 0.29% (n = 1,202,
5% of the WRMSDs) and hand tendinopathy 0.44%
(n=1,823, 7.5% of the WRMSDs). We had a much
lower value for lower limb tendinopathy, with
0.08% (n = 336, 0.01% of the WRMSDs).

From the literature, we know that the muscle
skeletal disorders of the upper limbs and neck are
a common cause of morbidity and, in some pro-
fessional groups, represent an important contri-
bution to the loss of time derived from work?-%.

Community-based inquiries have stated a pre-
valence of 4-20% in specific places for neck pain
and upper limb, with prevalence throughoutlife as
high as 60%?2%-%.

In another study involving inquiry directed to
the population (n = 5,133), it was assessed a pain
prevalence in the last month 0f 50.5% (2,539/5,032)
of the ones replied. The prevalence of pain in each
one of the areas was as follows: neck, 24.0%; shoul-
der (s), 31.7%; elbow (s), 13.9%; forearm(s), 14.9%;
hand(s), 19.2%.

The prevalence of pain associated to work was
around 44%°'.

In OPRA (Occupational Physicians Reporting
Activity) study, from 1996 to 1999, 800 occupatio-
nal physicians observed that49.1% of the reported
cases were of WRMSDs, with an annual incidence
of 20.6 per 100,000 workers, in a total amount of
21,480 cases preferentially distributed by the
upper limb (37.5% of the cases), lower spine and
trunk (27.9%), elbow (9.5%), cervical and thoracic
spine (7.7%), shoulder (7.4%) and, in a lower per-
centage, hip and knee (4.8%)%.

In the subsequent registry, OPRA demonstrated
that 47% of the reported occupational diseases
were WRMSDs, preferentially distributed by the
upper limbs (54%), vertebral spine (35%), lower
limbs (6%) and other diagnosis (4%). In the United
Kingdom, 12% of the working population has ac-
cess to an occupational physician.

After 6 years, thisregistry reached a total amount
of 66.000 cases of occupational diseases from the-
se 48% WRMSDs. In another registry of rheumatic
occupational diseases conducted by rheumatolo-
gists (MOSS - Musculoskeletal Occupational Sur-
veillance Scheme) in the first 3 years, revealed 8,442
new cases reaching hand/wrist (44%), shoulder
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(12%), elbow (10%), neck/spine (25%), hip/knee
(3%) and foot/ankle (4%) in most of the cases
attributable to repetitive traumas and not single
trauma®.

In other countries, the WRMSDs prevalence
data are similar. In one Canadian study, 1.3 million
occupational diseases were found. Approximately
50% were WRMSDs. 63.3% of these were upper
limb diseases and 36% were in the spine and lower
limbs. The most affected areas were wrist/hand
(39%), shoulder (29%) and elbow (27%)2.

In Netherlands, on the other hand, the prevalen-
ce oflowback pain is 0of 44%, cervical pain is of 31%,
shoulder pain is of 30%, elbow pain 11% and wrist
pain of 18%.

It is known that, given the prevalence, the mul-
tiple location in these cases is frequent and, and
patients who report pain in more than one loca-
tion, may vary from 37% to 66%. In a study Ijzelen-
berg W, et confirmed that patients with low back
pain had a higher possibility (68%) of having
other co-morbidities and that these are associated
to the intensity of low back pain reported®.

In a population based study in a region of Fran-
ce that corresponded to 5% of the country wor-
kers, there was an upper limb WRMSDs prevalen-
ce rate of 58% in women and 53% in men throu-
ghout the 12 previous months and 35% of women
and 27% of men reported symptoms during the
last week. The clinically diagnosed injuries were of
11% in men and 15% in women. The most preva-
lent situations were the rotator cuff syndrome
(6.8% of men and 9% of women), followed by car-
pal tunnel syndrome (2.3%/4%) and epicondylitis
(2.2%12.7%)°.

Over the last years, the carpal tunnel syndrome
(CTS) has become a very relevant disease within
WRMSDs. For example, in the United States, in
1993, it represented 13% of all WRMSDs and it was
estimated that 50% of all CTS cases had an occu-
pational origin. In this study, there are in Portugal
obvious differences from what was observed in the
international literature. On one hand, there is a lar-
ger supremacy of the back pain and, relatively, an
important cervical pain value; on the other hand,
there is a clear decrease in the values of upper and
lower limbs WRMSDs.

Furthermore, within upper limb WRMSDs, a
higher value for hand tendinopathy and a reduced
value of the elbow tendinopathies and of the car-
pal tunnel syndrome were observed.

The reason for this fact may not be clear. As this

is the first transversal study on the prevalence of
WRMSDs within the large Portuguese companies,
these results may demonstrate only that the Por-
tuguese business sector, of its working population
and the anthropometric, social, and labour trai-
ning characteristics, result in relevant clinical pa-
thologies different from the international literatu-
re. Another explanation is that the clinical relevan-
ce given by Portuguese occupational physicians
may be different from the one given by physicians
from other countries or by patients themselves in
international studies.

Finally, and given the simplicity of this ques-
tionnaire, these results may have several design or
response biases that were not anticipated by its
authors.

The global data found is clearly contrary to the
social security data, in what concerns to the repor-
ted occupational diseases and, therefore, corrobo-
rate the deficit in the national registry system of
these diseases.

If we consider that our work review the impact
of WRMSDs in 11% of the Portuguese working for-
ce and found a prevalence of 5,9% (24,249 patients)
we could try to extrapolate to the entire Portuguese
workforce and we would found 220,467 workers
with a relevant pathology for the occupational
physician. This is not so linear and it is just an
exercise because other issues can influence the re-
sult of the global work force (type of activity, size
of the company, presence of occupational health
services etc.).

Nevertheless, in the 2005 Social Security data
reported 1,274 occupational diseases without in-
capacity and 201 with incapacity, in a total amount
of 1,475 certified WRMSDs¥. The important ques-
tion here is to understand the reason for this diffe-
rence. Maybe the occupational physicians do not
systematically report the diseases because of dif-
ficulties related with the occupational medicine
practice in Portugal or maybe they do not percei-
ve them as important for the workers or for the
country. Other reasons would be the inexistence of
a simplified system for working pathologies or
maybe it is understood that the sending of this in-
formation for the Centro Nacional para Prevengdo
das Doengas Profissionais (National Centre for the
Prevention of Occupational Diseases) (CNPRP)
does not give any added-value for the workers, for
the company or for the occupational physician it-
self. In any case, these pathologies correspond to
40.7% of all diseases certified in Portugal in 2005

I ORGAO OFICIAL DA SOCIEDADE PORTUBUESA DE REUMATOLOGIA - ACTA REUMATOL PORT. 2010:35:215-226 I

224



LUIS CUNHA-MIRANDA E COL.

which, despite being below the numbers from
other countries, demonstrates its clinical and so-
cial importance3®-3.

Conclusion

WRMSDs have replaced other occupational disea-
ses worldwide, such as deafness or respiratory pa-
thology, in terms of labour and social impact.

However, the data that we have obtained de-
monstrate that, in Portugal, there are still some
obvious needs in the appreciation of these disea-
ses and in the occupational physicians, employers
and state structure responsibility.

The absence of clinical guidelines and the diffi-
cultin identifying these diseases has been influen-
cing for many years the true reality of these inju-
ries in Portugal. New registry and clinical guidan-
ce systems must be implemented in order to pre-
vent a non-controlled increase of these injuries,
with clear implications in the use of health re-
sources.

The data obtained, which point out to a preva-
lence of around 6%, was obtained by of a shortand
simple questionnaire , the number of replies and
the sample size as well as clinical evaluation ins-
tead of workers complaints are a strength of this
study. How ever we should consider some weak-
nesses. The non-identification of the diseases re-
lation with the type of work or a better characteri-
zation of the affected group in relation to sex, age
and work description has weakened the extrapo-
lations we could have obtained. Nevertheless, the-
se limitations were contemplated in the study de-
sign having into account the multiple types of trai-
ning of the specialists who replied, the type of con-
tract, the time to reply to the questionnaire, the
several types of registry systems for medical appo-
intments and diseases implemented by the seve-
ral occupational physicians and the need to de-
sign a representative study of the Portuguese bu-
siness sector.

With this study, we were able to have a better
vision on the number, location and type of
WRMSDs in Portugal.

This study was a first epidemiologic approach to
the theme and, due to its design, it will be neces-
sary to perform further studies focused on speci-
fic pathologies or added-risk activity sectors, in or-
der to more accurately understand the real impact
of these diseases in Portugal.
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Abstract

The herein report illustrates how a synovial tissue
heavily infiltrated by neutrophils in the first weeks
of arthritis, can evolve in few months to a synovial
infiltration by lymphocytes with a characteristic
pattern of rheumatoid arthritis (RA). This observa-
tion suggests a critical initial role of neutrophils in
RA onset, which is eventually surpassed by the ac-
tivation of the adaptive immune system. In addi-
tion, this patient, despite the absence of rheuma-
toid factors and anti-cyclic citrullinated peptide
antibodies, progressed to a highly destructive and
disabling disease, that was only controlled adequa-
tely with rituximab, due to the lack of response to
methotrexate and serious adverse effects with TNF
blockers therapy.

Keywords: Early Rheumatoid Arthritis; Synovitis;

Neutrophils; Adverse Drug Reaction; Anti-Tumour
Necrosis Factor Agents.

Introduction

Rheumatoid arthritis (RA) is a chronic systemic in-
flammatory disease characterized by synovial
hyperplasia caused by a large cellular leukocyte in-
filtrate and high expression of proinflammatory
cytokines, leading to erosions and increased remo-
delling of joint cartilage and bone. The herein case
report demonstrates how the presence of a syno-
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vial tissue heavily infiltrated by neutrophils can oc-
cur during RA onset, being latter on converted into
the classic synovial pattern of this disease. Despite
the absence of rheumatoid factor (RF) and anti-
cyclic citrullinated peptide antibodies (anti-CCP),
the clinical evolution of this patient was poor. The
difficulties in the clinical management were increa-
sed by the lack of response to methotrexate and to
the occurrence of severe adverse events with TNF
antagonists. These drawbacks led to the introduc-
tion of rituximab therapy with an adequate clinical
response.

Case report

A 33 year-old woman presented with an acute
asymmetric oligoarthritis initiated in the previous
week, involving the left ankle, right knee and wrist
with associated tenosynovitis. She also referred
morning stiffness lasting 30 minutes and on clini-
cal observation no skin lesions or fever could be de-
tected. Her past and family history were irrelevant

Laboratorial evaluation showed normal blood
count, elevated erythrocyte sedimentation rate
(38 mm/1* hour) and C reactive protein (2.5 mg/
/dL). Serum RE, anti-CCP antibody, antinuclear an-
tibodies were not detectable and HLA B27 was also
negative. Serological tests to Human Immunodefi-
ciency Virus, Borrelia burgdorferi, Cytomegalovi-
rus, Epstein-Barr virus, B and C hepatitis virus were
negative as well as urinary sediment and bacterio-
logical exam of vaginal swab. Hands and wrists, an-
kles and knees, feet, chest and sacroiliac radio-
graphs were normal. Synovial biopsy of the right
knee revealed the presence of an acute inflamma-
tory infiltrate with predominance of polymorpho-
nuclear cells, suggesting an infectious process (Fi-
gure 1a). Despite of a negative synovial fluid cultu-
re she was treated with ceftriaxone (1 gim/day), du-
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ring 8 days, due to the diagnostic hypothesis of go-
nococcal arthritis, and with diclofenac 150mg/dL.
Asno clinical improvement occurred she was star-
ted on a low dose of oral prednisone with a partial
clinical response. Two months later, she develo-
ped additional involvement of the left wrist and
metacarpophalangeal joints of the left hand. By
that time, she began treatment with sulphasalazi-
ne (up to 2.5 g daily), later associated with metho-
trexate (up to 20 mg weekly), again only achieving
a partial clinical and laboratorial response. Due to
signs of high inflammatory activity in the left wrist
asecond synovial biopsy was performed, 8 months
after disease onset. This second biopsy showed fi-
brosis, moderate diffuse lympho-plasmocitary in-
filtrate and a few scattered neutrophils (Figure 1b).
By this time, she already presented hand and feet
erosions and clearly fulfilled the ACR classification
criteria for RA'.

The disease became aggressive and disabling,
with the need for surgical synovectomy and partial
arthrodesis of the wrist. At that time (two years af-
ter disease onset) she was started on infliximab
(3mg/Kgiv every 8 weeks, plus 15 mg/week of me-
thotrexate), due to intolerance to 20 mg/week of
methotrexate and persistent disease activity
(DAS28: 5.8). In the day after the first infusion she
developed sneezing and on the second infusion a
severe angioedema occurred after 10 minutes of
perfusion, requiring hydrocortisone treatment.
She was switched to adalimumab (40 mg sc eow)
and after 2 months she developed erithematous-
descamative plaques involving both hands, feet
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Figure la. Synovial biopsy of the right knee in the first
weeks of the disease revealing the presence of an acute
inflammatory infiltrate with predominance of neutrophils.
(Hematoxilin- Eosin, 1000 X).

and scalp with total alopecia (Figures 2a and 2b).
The skin biopsy was compatible with a psoriatic
like skin reaction (Figure 3). These skin lesions di-
sappeared 4 months after stopping adalimumab
therapy and application of calcipotriol+dipropio-
nate of betamethasone in the lesions. As described,
there was no family history of psoriasis and there
was a complete remission of the skin lesions after
stopping adalimumab without subsequent psoria-
tic lesions recurrence. She was then proposed for
treatment with rituximab (DAS28: 5.6).

Currently, 6 months after rituximab treatment
and on 15 mg/week of methotrexate, she has a low
disease activity (DAS28: 2.8) with no side effects re-
ported. She only maintains tenderness of the left
ankle, which will be treated surgically due to pro-
gressive radiological damage.

Discussion

This case report has interesting implication for the
concept of early RA pathogenesis. In fact, the first
biopsy, obtained in the initial weeks of RA onset,
showed a synovial tissue highly infiltrated by neu-
trophils, which evolved into a different synovial
cellular pattern as the disease became chronic.
This observation reinforces a critical initial role of
neutrophils in RA onset, which is later surpassed
by the activation of the adaptive immune system.
Despite the fact that RA has been classically con-
sidered as a T cell driven disease, recent studies
showed that neutrophils are also prominent
players in this disease?. In fact, neutrophils are the
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Figure Ib. Synovial biopsy of the left wrist 8 months
after disease onset showing fibrosis and moderate diffuse
lympho-plasmocitary infiltrate (Hematoxilin-Eosin, 1000 X).
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Figure 2a. Erythematous and well demarcated
papulosquamous lesion of left hand with a few sterile
pustules on the palm.

Figure 2b. Alopecia of the frontal area.

most abundant cells in the synovial fluid of pa-
tients with active RA and this fluid contains large
quantities of cytokines that are secreted by these
cells and macrophages [e.g. interleukin (IL) 18, IL6,
IL8, tumour necrosis factor (TNF) and transfor-
ming growth factor (TGF) B]**¢. Moreover, the dis-
turbed neutrophils apoptosis that was previously
reported both in synovial fluid and peripheral
blood of RA patients™ may create the appropriate
conditions for an inflammatory vicious cycle that
might contribute to the self-perpetuation of an
acute arthritis episode and creating the appropria-
te conditions for the onset of an unremitting joint
inflammatory disease.

In addition, this case report also illustrates how
a RF and anti-CCP antibody negative RA can be
also aggressive and documents two serious adver-
se events that can occur with TNF antagonist the-

Figure 3. Spongiform vesicle with neutrophils on the top
close to the corneal layer, with parakeratosis, compatible
with psoriasis (Hematoxilin- Eosin, 1000 X).

rapy: allergic reaction and psoriasis-like skin ma-
nifestations. Other reports of new-onset psoriasis
during TNF blockers therapy have been publi-
shed®'*.We emphasize the absence of a family his-
tory of psoriasis and the clear cut coincidence
between starting adalimumab and the onset of the
skin lesions in the absence of other treatment mo-
difications. Moreover, there was a complete clea-
rance of the skin lesions after stopping adalimu-
mab without future psoriatic lesions recurrence.
Finally, despite the possible reduced efficacy of ri-
tuximab in RF and anti-CCP antibody negative RA
patients’, this particular patient exhibited an ex-
cellent clinical response.
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Abstract

Tuberculosis, a polymorphic disease, is a diagnos-
tic challenge, particularly when arises concomi-
tantly to an autoimmune disease such as rheuma-
toid arthritis (RA). Herein, the authors describe a
33-year-old woman with nodular RA who was
being treated with methotrexate, sulfasalazine and
corticosteroids and presented with subcutaneous
nodules simultaneously with aseptic meningitis.
Mpycobacterium tuberculosis was identified in cul-
tures from a biopsy of an axillary nodule. The pa-
tient also developed polyuria and polydipsia with
normal glycemia; antidiuretic hormone (ADH)
treatment before and after a 3% saline infusion test
was performed and diabetes insipidus was diagno-
sed. An encephalic MRI showed sellar and supra-
sellar masses, suggesting central diabetes insipi-
dus (CDI). The patient received standard tubercu-
losis (TB) treatment for 6 months and also DDAVP
(desmopressin acetate) during this period. Control
of CDIwas observed. A pre-surgical magnetic reso-
nance imaging (MRI) showed no pituitary mass. It
is known that intrasellar tuberculoma occurs in
only 1% of TB patients. TB should be considered in
the differential diagnosis of CDI, especially in im-
munosupressed patients and in countries where
this infection is a serious public health problem.

Keywords: Diabetes Insipidus; Rheumatoid Arthri-
tis; Tuberculosis; Tuberculoma; Nodulosis.

Introduction

Tuberculosis (TB) is a granulomatous disease cau-
sed by Mycobacterium tuberculosis bacilli that

*Rheumatology Division, Hospital das Clinicas da Faculdade de
Medicina da Universidade de Sao Paulo, Sdo Paulo-SP, Brazil
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mainly affects the lungs. Before the era of HIV, the
risk of contracting this infection in most develo-
ping countries had been declining by 1-5% per year.
Since the mid-1980s, however, with the explosion
of HIV, the incidence of TB has increased conside-
rably. Even in industrialized countries, significant
TBincidences are observed due to increased immi-
gration from developing countries, the interaction
between tuberculosis and HIV infection and the
decline in the health care infrastructure related to
tuberculosis control programs!.

The most common form of infection is by inha-
lation of bacilli, which are then engulfed by alveo-
lar macrophages. These bacilli continue replicating
and are disseminated throughout the body inside
infected macrophages. Once a cell-mediated im-
mune response develops, the infection is brought
under control, and granulomas develop in a pro-
cess mediated by cytokines, primarily tumor ne-
crosis factor (TNF). In approximately 90% of affec-
ted individuals, the infection remains latent, with
the bacilli inside the granulomas. In some patients
(particularly those who are immunocompromi-
sed), the infection progresses to tuberculosis dise-
ase?. Due to its polymorphic presentation, tubercu-
losis is always a difficult diagnosis, a statement that
is supported by epidemiological data.

Aside from concern about co-infection of tuber-
culosis and HIV, another serious issue is the deve-
lopment of active tuberculosis disease in patients
receiving anti-TNF therapy, which is primarily used
to treat rheumatoid arthritis®. TNF is the crucial
cytokine in responding to a variety of infectious
agents, particularly intracellular pathogens such as
Mycobacterium tuberculosis. TNF is essential in the
formation and maintenance of the granulomas that
physically contain the infection?. Moreover, TNF
directly activates macrophages, which are respon-
sible for phagocytosis and pathogen death*. Aswith
HIV-positive individuals, TB frequently occurs in
anti-TNF-treated patients in an atypical fashion,
with extra-pulmonary manifestations or dissemi-
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nated disease, resulting in a serious diagnostic
challenge®.

We describe the occurrence of a pituitary tuber-
culoma that manifested as central diabetes insipi-
dus (CDI) in a patient with RA and nodulosis. In
this case, the main goal was to differentiate the
rheumatoid nodule in the CNS from other massle-
sions, primarily tumors or infections.

Case Report

A 33-year-old woman was admitted to investigate
an asymptomatic pulmonary nodule. She had suf-
fered from Rheumatoid Arthritis (RA) for 10 years
(ACR criteria). The disease was controlled with me-
thotrexate (MTX) (17.5 mg weekly), sulfasalazine
(SSA) (1 gdaily), deflazacort (15 mg daily) and non-
steroidal anti-inflammatory drugs. The histopa-
thology of the nodule, obtained by open lung bi-
opsy, was compatible with a rheumatoid nodule.
At that time, chloroquine (250 mg daily) was intro-
duced, the SSA dose was increased to 2 g daily
and MTX was maintained at a lower dose (10 mg
weekly).

After remaining asymptomatic for the next se-
ven months, the patient developed subcutaneous
nodules in the left axilla, supraclavicular area, right
arm, forearms and legs. Some of the nodules in the
arms and legs became painfully ulcerated, and
their biopsy result was suggestive of rheumatoid
nodules with negative cultures. The axillary nodu-
le evolved into an abscess, which was submitted to
surgical intervention, after which the material was
sent for culture (fungus and mycobacterium in-
cluded). Antibiotic therapy led to complete reso-
lution of the abscess.

Concomitantly, the patient presented with hea-

dache, vomiting and photophobia. Examination
of the cerebrospinal fluid revealed lymphocytic
meningitis (550 cells, 69% lymphocytes, 19% mo-
nocytes, protein 72 mg/dL, glucose 46 mg/dL).
Thoracic radiographs were unremarkable, tuber-
culin and anti-HIV tests were negative, but Myco-
bacterium tuberculosis was identified in the mate-
rial from the axillary abscess. Next, the patient de-
veloped polyuria and polydipsia with normal
glycemia; a saline 3% infusion test and antidiure-
tic hormone (ADH) treatment before and after in-
fusion were performed, and diagnosis of diabetes
insipidus was presupposed. Encephalic magnetic
resonance imaging (MRI) showed sellar and su-
prasellar masses (Figs. 1 and 2), strengthening the
diagnosis of central diabetes insipidus (CDI). Sur-
gerywas scheduled and the patient was placed un-
der careful medical supervision while receiving
standard TB treatment (Rifampin, Isoniazid and
Pyrazinamide) for 6 months and DDAVP (desmo-
pressin acetate) during diabetes insipidus symp-
toms. Regression of the subcutaneous lesions and
control of CDI were observed. A pre-surgical MRI
showed no pituitary mass (Figs. 1 and 2). At the
time of the last visit, the patient’s RA activity was
controlled with SSA and chloroquine diphospha-
te. No new nodules or CDI manifestations were re-
ported.

Discussion

More than 34 cases of intrasellar tuberculoma have
been documented in the literature, most of them
in India.It is an unusual condition, reported in au-
topsy series, rarely with clinical manifestations®.
TB central nervous system (CNS) involvement,
more commonly manifested as meningitis, results
from a distant focus of Mycobacterium tuberculo-

Figure 1. Mass lesion with cystic aspect in sellar and
suprasellar regions before and after treatment. Magnetic
resonance imaging (MRI) on T| sequence, sagittal
incidence.

Figure 2. Mass lesion with cystic aspect in sellar and
suprasellar regions before and after treatment.
Gadolinium-enhanced Magnetic resonance imaging (MRI),
coronal incidence.
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sis, secondary to hematogenous spreading. In de-
veloping countries such as Brazil, CNS is affected
in about 20% of the cases of extra-pulmonary in-
fection. Even in these endemic areas, intracranial
tuberculoma is uncommon (1% of TB patients) and
is frequently associated with miliary tuberculosis.
It is usually located in the cerebral cortex and ce-
rebellum but has also been reported in the thala-
mus, cavernous sinus, cerebellopontine angle and
very rarely in the pituitary®.

This is the first case of pituitary tuberculoma in
an immunosuppressed patient with RA. The ma-
jority of cases described in the literature were
observed in healthy individuals with no evidence
of immunosuppression®.

Similar to the symptoms of our patient, heada-
che and visual symptoms were the most frequent
initial complaints®. Hypopituitarism was observed
in about 60% of the cases. Other cases presented
with hypogonadism, hyperprolactinemia or no en-
docrine manifestations. CID has already been
reported as occurring subsequent to successfully
treated tuberculosis meningitis” but not as a con-
sequence of pituitary compression by tubercu-
loma.

This patient had ganglionary and cutaneous TB,
in addition to a cerebrospinal fluid examination
compatible with lymphocytic meningitis. Clinical
or laboratory evidence of concomitant meningitis
in patients with CNS tuberculoma is extremely va-
riable and is observed in 10% to 50% of patient®®.
The recommended treatment for tuberculoma is
an anti-tuberculosis traditional therapeutic sche-
me (Isoniazid, Rifampicin and Pyrazinamide), ad-
ding ethambutol or other drugs only in the pre-
sence of previous treatment for TB or antibiotic-re-
sistant Mycobacterium'. During follow-up, cases
demonstrated a reduction in size or disappearan-
ce of the lesion or, in cases of mass persistence,
surgical excision.

The recent increase in morbidity and mortality
from tuberculosis is mainly related to HIV infec-
tion, butis also related to age-related immunosup-
pression or immunosuppressive drugs used for au-
toimmune diseases?, as was the case of our patient.
This RA patient did not receive anti-TNF therapy,
but she could be considered immunosuppressed
due to methotrexate and corticosteroid treatment,
aswell as to RA itself. Anergy or decreased delayed-
-type hypersensitive responses to recall antigens,
including tuberculin, has been observed in RA pa-
tients and could explain the negative PPD test even

in the presence of active TB!!"'2.

In this case, one important differential diagno-
sis was the CNS rheumatoid nodule, especially un-
der MTX therapy, which accelerates nodulosis for-
mation. Nodules in RA occur in 50-60% of patients
and are commonly localized in the subcutaneous
tissue, but have also been described in the heart,
lungs, gastrointestinal tract and CNS®.

Jackson et al", in their review of 14 cases of CNS
rheumatoid nodules, reported that RA was long-
standing and erosive. Subcutaneous nodules were
also observed concomitantly in most reported ca-
ses. CNS nodulosis was largely asymptomatic un-
less there was concomitant vasculitis or meningi-
tis. In this series, meningeal involvement was more
common than parenchymal disease, which was
observed in only 1 patient with nodules in the left
cerebral hemisphere.

In another review of inflammatory CNS involve-
mentin RA'", less than half of the patients had acti-
ve articular RA when CNS nodulosis was diagno-
sed. The majority of cases had debilitating cuta-
neous disease with important subcutaneous nodu-
losis, leg ulcers and gangrene, although the
frequency of other RA extraarticular features was
not reported. Our patient did not have aggressive
RA and had been in remission when the neurolo-
gical problem developed.

This case highlighted the importance of tuber-
culoma in the differential diagnosis of an intracra-
nial mass lesion. It also should be considered an
alert for considering a TB diagnosis in the most va-
ried clinical settings, particularly in immunosup-
pressed patients, and especially at the present time
with the widespread use of anti-TNF drugs.
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Resumo

Abstract

Oldapus eritematoso sistémico (LES) é uma doenca
auto-imune, com envolvimento multissistémico.
Sintomas gastrointestinais sdo comuns (nduseas,
vomitos e epigastralgia). A pancreatite (PA) é uma
manifestacdo incomum do LES, diagnéstico dife-
rencial importante na avaliacdo da dor abdominal.
Os pacientes, normalmente, apresentam dor de in-
tensidade variavel, algumas vezes simulando abdo-
me agudo. Vérios fatores tém sido implicados na
patogénese desta condicgdo, tais como fendmenos
autoimunes, vasculite, anticorpos antifosfolipides
e drogas. O papel dos corticosteréides como um
fator etiolégico é ainda controverso. Devido a rari-
dade de LES e pancreatite aguda, relatamos o caso
de duas pacientes com ltipus com quadro inflama-
torio grave. Em um caso, utilizou-se corticoéide em
doses altas durante o tratamento, com boa evolu-
¢do. No outro, a paciente evoluiu com 6bito por ro-
tura espontanea de pseudocisto pancredtico e suas
complicacdes hemodindmicas no pés-operatorio.
Nos casos relatados nao foram evidenciados fato-
res predisponentes para PA, portanto, esta foi con-
siderada manifestacao de atividade do LES.

Palavras-Chave: Lipus Eritematoso Sistémico;
Pancreatite; Pseudocisto Pancreatico; Corticoste-
réide.
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Systemic Lupus Erythematosus (SLE) is an autoim-
mune disease, with multisystemic involvement.
Gastrointestinal symptoms are common, like nau-
sea, vomiting and dyspepsia. Acute pancreatitis is
an unusual manifestation of SLE, being an impor-
tant differential diagnosis in evaluation of abdo-
minal pain. The patients usually presents with pain
of variable intensity, some occasions simulating
acute abdomen. Several factors have been implica-
ted in the pathogenesis of this condition, such as
vasculitis, drugs and antiphospholipid antibodies.
The role of corticosteroids as etiologic factor re-
mains controversial. Due to the rarity of SLE asso-
ciated to pancreatitis, we report two cases of pa-
tients with severe inflammatory process. In one
case, it was used corticosteroids in high doses du-
ring treatment, with good outcome. In another, the
patient died because of pancreatic pseudocyst rup-
ture and its postoperative hemodynamic compli-
cations. In the reported cases, predisposing factors
for acute pancreatitis were not verified, so it was
considered a primary manifestation of SLE activity.

Keywords: Systemic Lupus Erythematosus; Pan-
creatitis; Pancreatic Pseudocyst; Corticosteroids.

Introducao

O lapus eritematoso sistémico (LES) é uma doen-
¢aauto-imune, que envolve multiplos 6rgaos e sis-
temas, caracterizada pela presenca de autoanticor-
pos contra proteinas celulares do organismo, aco-
metendo principalmente mulheres na fase repro-
dutiva. A prevaléncia da doencga varia de 14,6 a 122
casos por 100 mil habitantes’,

Os sintomas gastrointestinais ocorrem em cer-
cade 30% a 40% dos pacientes com LES, podendo
fazer parte das manifestagdes clinicas desta doen-
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¢a, ser secunddrio a terapéutica em uso ou repre-
sentar outra patologia?

O envolvimento do pancreas no LES é uma ma-
nifestacdo rara e incomum, sendo que o primeiro
relato dessa associacdo foi feito por Refeinstein em
1939%. Causas comuns de pancreatite na populacdo
em geral sdo obstrucdo mecéanica do ducto pan-
credtico (mais freqiliente na coledocolitiase) e to-
xicidade metabdlica (secunddria a ingestdo de &l-
cool, algumas drogas, hipercalcemia, ou hipertri-
gliceridemia), porém pacientes com LES podem
desenvolver pancreatite aguda com tais etiologias
ou serem de causa idiopatica*>®.

A patogenia da pancreatite associada ao LES é
incerta, existindo divergéncias se seria uma mani-
festacao de atividade da doenca, conseqtiéncia de
vasculite, isquemia relacionada a anticorpos anti-
fosfolipideos, ou secunddria ao uso de corticoide
e azatioprina®”,

Devido a raridade da associacdo de LES e pan-
creatite aguda (PA), relatamos dois casos, sendo
que um deles evoluiu com formacao de pseudocis-
to e rutura espontanea, acarretando o 6bito da pa-
ciente.

Caso Clinico

Caso 1

Paciente feminina, 27 anos, em acompanhamen-
to ambulatorial no Servico de Reumatologia da
Universidade Federal do Amazonas, com diagnés-
tico de LES desde setembro 2007, conforme os cri-
térios do American College of Rheumatology (ACR)
—fotossensibilidade, erupcao malar, artrite, serosi-
te, psicose, tlcera oral, anemia hemolitica auto-
imune e leucopenia com linfopenia, nefrite e an-
ticorpos antinucleares (FAN) com padrdo misto
nuclear homogéneo 1:320, pontilhado 1:5120 e ci-
toplasmatico 1:320. Fazia uso irregular de predni-
sona e cloroquina.

Em Novembro de 2008 evoluiu com queixa de
tosse produtiva, dor torécica e febre, sendo diag-
nosticada pneumonia e introduzido antibioticote-
rapia (ceftriaxone 2 g/dia e claritromicina 1/g dia).
No terceiro dia de internagado evoluiu com dor em
abdome superior, de forte intensidade, com irra-
diacdo para dorso, nduseas e vomitos. Ao exame
apresentava-se ictérica, com sinais de abdome
agudo. SLEDAI de 20. Exames de laboratério: ami-
lase 1728 mg/dL (N=0 a 125), leucécitos 20.260
mm? (N= até 11.000), glicemia 248 mg/dL (N=70 a

110), TGO 400 UI/dL (N= 0 a 32), DHL 634 UI/dL
(N= até 320), fosfatase alcalina 2000UI/dL (N= até
300U1/dl), GGT 2830 UI/dL (N= até 32), bilirrubi-
nas direta 3,95 mg/dL (N= 0 a 0,3), e indireta
1,56 mg/dL (N=0 a 1), albumina 2,5 mg/dL (N=3),
uréia 43mg/dL (N= 10 a 50), creatinina 0,5 mg/dL
(N=0,6 a 1), triglicerideo 795 mg/dL (N= até 150),
colesterol 353 mg/dL (N= até 240). Os critérios de
Ranson computaram 4 pontos. Ultra-sonografia
(US) abdominal: vesicula biliar hipodistendida e
colédoco de calibre preservado. Leve aumento fo-
cal cabeca do pancreas (processo inflamatorio in-
cipiente) e ascite. A tomografia computadorizada
(TC) do abdome: derrame pleural bilateral, vesicu-
la biliar pouco distendida, pancreas discretamen-
te aumentado de volume, de densidade homogé-
nea, com colecdo circundando a glandula, esten-
dendo-se aos espacgos pararrenais e goteiras pari-
etocdlicas, compativel com pancreatite edematosa
aguda (Figura 1). Iniciado tratamento, dieta zero,
hidratacdo venosa, controle hidrico, analgesia,
sonda nasogdstrica, metronidazol, ceftriaxone e
metilprednisolona 125 mg/dia endovenoso.
Paciente evolui com piora do quadro clinico,
com oliguria (diurese: 300mL/dia), anasarca e sin-
drome da resposta inflamatéria sistémica (Pulso
>90 bpm, PCO2 < 35 mmHg, leucécitos > 12.000
mm?), com elementos anormais do sedimento
(EAS): leucocituria, cilindraria e albuminuria
(+++). Foi transferida para Unidade de Terapia In-
tensiva, sendo necesséria ventilagao mecanica, uso
de drogas vasoativas. Metilprednisolona foi man-
tida na dose de 125mg/dia endovenoso, bem como
os antibiéticos Evoluiu com melhora clinica e la-
boratorial: hemograma 14.450 mm?®e amilase 844
mg/dL. Apresentou hiperglicemia transitdria, con-
trolada com insulina, e obteve alta hospitalar com
glicemias controladas com niveis de 80 a 92 mg/dL,
mantendo-se no momento em corticoterapia e an-
timaldricos e sem sinais de atividade lipica.

Caso 2

Paciente feminina, 20 anos, evoluiu em Junho 2009
com astenia as atividades didrias, nduseas e artri-
te. Posteriormente, apresentou febre didria men-
surada em 38 e 39°, fezes diarréicas, cinco vezes ao
dia, liquida sem sangue ou muco, que persistiram
por cinco meses. Na evolucao, surgiram lesoes ma-
culo-vesiculares em face e dorso, evoluindo para
ulceras rasas e limpas, tlcera oral, queda de cabe-
lo, episédio pontual de epistaxe e perda ponderal
de 14 kg no periodo. Apés sete meses, com a piora
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Figura |. Caso | Tomografia abdominal com edema de
parénquima pancredtico.

do estado geral, procedeu-se com internacao hos-
pitalar no Servico de Reumatologia da UFAM, ten-
do sido feito o diagnéstico de LES, conforme os
critérios do ACR (artrite, serosite, tlcera oral e FAN
positivo, com titulacao de 1:2540, padrdo nuclear
homogéneo). A admissdo, queixava apenas astenia
e artralgia, tratada apenas com o uso de analgési-
cos. Ao exame fisico, apresentava-se emagrecida,
hipocorada, tlcera em palato, com aparelhos res-
piratério, cardiovascular e digestivo sem altera-
¢oes. Apos dois dias de internacdo evoluiu com dor
em andar superior de abdome de inicio stibito, as-
sociada a nduseas e vomitos, evoluindo para qua-
dro de abdome agudo em 24 horas. SLEDAI de 20.
Exames de laboratério: amilase 2993 mg/dL (N=0
a125),leucdécitos 20.480 mm?® (N=até 11.000), TGO
237UI/dL (N=0a32), DHL955 UI/dL (N= até 320),
associado a fosfatase alcalina 561 U/dL (N= até
300), GGT 248 UI/dL (N= até 32), bilirrubina dire-
ta 0,7 mg/dL (N= 0 a 0,3), e indireta 0,16 mg/dL
(N=0a 1), glicemia 92 mg/dL (N=70 a 110), albu-
mina 3,6 mg/dL (N=3), uréia 104mg/dL (N= 10 a
50), creatinina 2,16 mg/dL (N= 0,6 a 1), trigliceri-
deo 169 mg/dL (N= até 150), colesterol 89 mg/dL
(N=até 240). EAS: leucdcitos 15 por campo, hema-
cias 12 por campo, cilindros granulosos e sem al-
bumindria. Proteintria de 163 mg/24h. Os critérios
de Ranson computaram 5 pontos. TC abdome com
derrame pleural a esquerda, vesicula biliar sem al-
teracdo, pancreas discretamente aumentado de
volume, de densidade homogeénea, ascite (Figura
2). No quarto dia de internacgdo foi realizada nova
TC abdominal, demonstrando éareas de heteroge-
neidade no parénquima pancredtico, com borra-
mento intenso de seus limites, presenca de liqui-

Figura 2. Caso 2 Tomografia abdominal no primeiro dia
dos sintomas, com aumento volumétrico do pancreas.

do livre em cavidade, derrame pleural bilateral e
derrame pericardico. Iniciado tratamento com die-
ta zero, hidratacdo venosa, controle hidrico, anal-
gesia, sonda nasogastrica, ciprofloxacino 1g/dia e
metilprednisolona 125 mg/dia endovenoso.

A despeito da gravidade do quadro, tendo a pa-
ciente apresentado oligtria (diurese: 300mL/dia)
e sindrome da resposta inflamatéria sistémica
(Pulso >90 bpm, PCO2 < 35 mmHg, leucécitos >
12.000 mm?), com o tratamento de suporte houve
melhora clinica e laboratorial, demonstrada por
amilase de 321 UI/dL (N=0 a 125), leucdcitos de
12.300, normalizacdo da funcdo renal [Uréia
15mg/dL (N=10a50), creatinina 0,5mg/dL (N=0,6
a 1)], e hepatica [TGO 35UI/dL (N= 0 a 32)]. Ap6s
8 dias de estabilizacao clinica, houve piora do es-
tado geral com dor abdominal discreta, aumento
progressivo da amilase para valores de 517UI/dL
até 1.355U1/dL, porém, sem sinais de resposta in-
flamatéria sistémica. TC de controle : diminuigdo
volumétrica, com pseudocisto pancreatico em for-
macao (Figura 3). Apés 20 dias evoluiu com qua-
dro de abdome agudo, sendo submetida a laparo-
tomia exploradora de urgéncia, constatando-se
ruptura de pseudocisto. Na UTI seguiu com cho-
que hipovolémico refratério, vindo a ébito no ter-
ceiro dia de pds operatério.

Discussao

Manifestacdes gastrointestinais sdo comuns em
pacientes com LES, principalmente a dor abdomi-
nal. Porém o envolvimento do pancreas é uma
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Figura 3. Caso 2 Tomografia abdominal de controle com
areas de inflamagio em parénquima pancreatico.

complicacdo rara®.

A pancreatite é uma manifestagdo incomum do
LES e pode ser vista tanto em pacientes com doen-
caem atividade quanto naqueles com doenca qui-
escente. A incidéncia anual de pancreatite de cau-
sa idiopdtica ou associada ao LES é estimada em
0.4-1.1 por 1000 pacientes lipicos’.

A fisiopatogenia da pancreatite no lipus ainda
é pouco conhecida e parece ser resultante de va-
rios fatores. Apesar de 84% dos pacientes estarem
em atividade da doenca na vigéncia da PA*, outras
etiologias devem ser descartadas, como abuso do
alcool, doenca hepatobiliar mecanica e toxicidade
metabdlica® Drogas como corticosteréides e aza-
tioprina estdo entre as potencialmente causadoras
de pancreatite, sendo dificil afirmar ou descartar
que essas drogas sejam as responsaveis pela pato-
logia'®. A isquemia do 6rgdo secunddria a hipovo-
lemia, a doenca aterosclerética, a vasculites e a
trombose de artéria pancreética devido a sindro-
me do anticorpo antifosfolipideos tém sido postu-
ladas como provéaveis etiologias!'! Contudo, em es-
tudo de coorte americano realizado em 1.811 pa-
cientes, nao foi observada ligacdo entre presenca
dos anticorpos antifosfolipideos com uma maior
incidéncia de pancreatite. Entretanto houve asso-
ciacdo de hipertrigliceridemia acima de 200mg/dL
com pancreatite nos pacientes com lupos'.

Outros mecanismos potenciais para pacientes
com LES e pancreatite, como infeccoes virais (re-
latadas num estado de imunossupressao cronica)
ou exocrinopatia, sdo mais raros. A sindrome de
Sjogren também deve ser considerada®.

As manifestacoes da pancreatite no paciente
com LES sdo indistinguiveis dos néo lipicos, sen-
do que 88% manifestam dor abdominal*. Causas

comuns de pancreatite na populacao geral sdo se-
melhantes as dos pacientes portadores de LES,
sendo que alguns desenvolvem uma pancreatite
idiopética. A incidéncia da pancreatite subclinica
é maior que a sintomdtica. Um estudo encontrou
hiperamilasemia assintomatica em 30.5% dos pa-
cientes com LES, sugerindo alta ocorréncia de pan-
creatite subclinica'?

Nos presentes casos, 0s diagnésticos foram re-
alizados através de amilase sérica aumentada e de
imagem sugestiva em TC de abdome, cuja acura-
cia para diagnéstico de PA é de 70 a 90%".

Causas de pancreatite secundaria foram exclui-
das. O curso clinico das pacientes (caso 1 e 2) de-
monstrou estreita relacao entre a atividade do LES
e pancreatite. A associacdo com o uso de cortic6i-
des parece improvével, ja que houve melhora do
quadro apds tratamento com doses elevadas de
metilprednisolona. A raridade de PA em pacientes
ndo ldpicos em uso de corticosterdide levou Dun-
can et al a questionarem a participacdo de corti-
c6ides como agente etiolégico de PA, além de va-
rios relatos de casos de PA como manifestacdo ini-
cial do LES, e da resolucao de casos de PA com o
uso de corticéides'. Nos pacientes com PA em uso
de cortic6ide o mecanismo proposto € a toxicida-
de direta sobre o pancreas*'.

A elevacdo da mortalidade na pancreatite agu-
da no portador de LES tem associacdo com hipo-
calcemia e com as complicacdes como faléncia re-
nal e insuficiéncia respiratéria*

H4é poucos relatos de casos de complicagées de
PA por pseudocisto pancredtico em LES. Em uma
revisao incluindo 77 pacientes com LES associado
a pancreatite aguda e crénica, mostrou que nove
pacientes tinham essa complicagao'®.

Makol e Petri'* em 2010 em estudo retrospecti-
vo de 1811 pacientes com LES, 76 desenvolveram
um ou mais episédios de PA, quarenta e seis pa-
cientes mostraram resolu¢do completa e os outros
desenvolveram complicacées, recorréncias ou cro-
nicidade. Neste estudo, nove pacientes desenvol-
veram vdrias complica¢des da PA, incluindo seis
com pseudocisto pancredtico, quatro com diabe-
tes melito secunddrio e dois com insuficiéncia
pancredtica exdcrina.

Myung et al. 7 descreveu um caso de pseudocis-
to pancreatico em uma paciente do sexo feminino
de 33 anos, a qual desenvolveu também vasculite
em sistema nervoso central, evoluindo posterior-
mente pararuptura da capsula pancreatica drena-
da precocemente, fato que, segundo salientou o
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autor, foi preponderante para o desfecho satisfa-
tério do quadro.

As duas pacientes evoluiram com complicagdes
da PA, uma com diabetes melito transitoério, e ou-
tra com pseudocisto que apds duas semanas evo-
luiu para rutura espontanea e 6bito. Sabe-se que o
pseudocisto € uma condigdo rara, a qual surge
como complicacdo da PA em menos de 5% dos ca-
sos e em 20% a 40% dos casos de pancreatite cro-
nica. O diagnéstico pode ser feito através de ul-
trassonografia (US) de abdome, TC, US endosco-
pica e ressondncia nuclear magnética. As opcoes
terapéuticas para o PC podem ser observacional ou
intervencionista. No caso de pseudocisto associa-
do a PA ocorre resolucdo do cisto sem necessida-
de de intervencao e quando associados com pan-
creatite cronica sio menos propensos a resolver-
-se espontaneamente, necessitando de drenagem
através de US endoscépica com agulha fina'.

Sendo assim, LES associado a PA é incomum,
porém devido a sua potencial letalidade, todo pa-
ciente ltipico com dor abdominal deve ser investi-
gado, sempre associando o sintoma a niveis altera-
dos de amilase/lipase sérica e exame de imagem
acurado. Excluidos mecanismos de obstrucdo ou
toxicidade metabdlica, o tratamento com corticoi-
des deve ser iniciado como primeira linha, pois os
mesmos se mostraram em nivel superior de evi-
déncia clinica, a despeito das suspeitas de seu en-
volvimento na doenca. Nos casos 1 e 2 o mecanis-
mo vascular provavelmente estd envolvido na pa-
togénese, nao sendo listadas alteracdes de coagu-
lacdo ou hipertrigliceridemia. E mais comum o
curso agudo da inflamacdo pancredatica, porém o
curto seguimento ndo afasta a possibilidade de evo-
lucdo recidivante ou crénica da pancreatite, dadas
as evidéncias que relacionam esta entidade a um
maior escore de atividade lipica, bem como suas
complicacdes como a formacgdo do pseudocisto.
Sendo assim, estes pacientes devem continuar se-
guimento com exames de imagem periédicos.
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LUPUS ERITEMATOS0O SISTEMICO
MANIFESTANDO-SE COMO PAROTIODITE E

PANCREATITE AUTO-IMUNE

RELATO DE CASO

Geise Cristina Geraldino, Daniela Vichiato Polizelli, Camila Lobo Pedroso, Ricardo Acayaba de Toledo,

Glauce Rejane Leonardi Bertazzi, Roberto Acayaba de Toledo, Rita de Cassia Menin, Elisete Funes’

Resumo

Caso Clinico

O lapus eritematoso sistémico (LES) é uma doen-
¢a autoimune que pode acometer diversos siste-
mas, manifestando-se desde formas cldssicas até
quadros atipicos. Descreve-se aqui o caso de uma
jovem de 29 anos com diagnéstico recente de LES
que evoluiu com parotidite e pancreatite.

Palavras-chave: Lipus Eritematoso Sistémico;
Pancreatite; Parotidite.

Abstract

Systemic lupus erythematosus (SLE) is a multior-
gan autoimmune disease which can present from
classical to atypical forms. We discuss the case of a
young lady of 29 years-old recently diagnosed with
SLE that manifested parotitis and pancreatitis.

Keywords: Systemic Lupus Erythematosus; Pan-
creatitis; Parotitis.

Introducao

O LES é uma doenca do tecido conjuntivo com ca-
racteristicas de auto-imunidade mediada por auto-
-anticorpos podendo afetar vérios 6rgdos e siste-
mas. No entanto, algumas manifestacdes sdo mais
raras e consideradas atipicas como parotidite, pan-
creatite, hepatoesplenomegalia e linfoadenopatia
periférica, havendo poucos relatos na literatura'?.
Neste relato, descrevemos o caso de uma pacien-
te com ltpus que durante a atividade da doenca
apresentou quadro de pancreatite e parotidite.

*Servigo de Reumatologia — Faculdade de Medicina de Sdo José
do Rio Preto, SP, Brasil

Paciente feminina, 29 anos, branca, com diagnés-
tico de lipus eritematoso sistémico (LES) ha 2
meses, foi encaminhada ao servigo de reumatolo-
gia parainvestigacdo de aumento de parétidas, vo-
mitos de dificil controle e emagrecimento. Segun-
do a paciente, ha 20 dias, havia sido internada em
outro servico devido a pneumonia bacteriana sen-
do medicadana alta com levofloxacina (500mg/dia
por 7 dias), prednisona (20 mg/dia) e hidroxicloro-
quina (400mg/dia). Logo apds o término da anti-
bioticoterapia voltou a apresentar picos febris dia-
rios temperatura axilar: 39°C e lesdes de pele em
face e tronco. Além disso, apresentava dor abdomi-
nal em regido epigéstrica associada a vomitos p6s
alimentares.

Ao exame fisico apresentava-se hipocorada, de-
sidratada, febril, com aumento bilateral de paréti-
das, porém indolores a palpac¢do; ganglios de apro-
ximadamente 2 cm de didmetro, fibroelasticos e
indolores a palpacao, localizados em cadeia cervi-
cal anterior e submandibular. No tegumento obser-
vavam-se lesées papulo eritematosas, edemacia-
das, algumas com crostas no centro, localizadas na
face e no tronco (Figura 1). Os exames dos pulmdes
e do corac¢ao nao evidenciavam alteracoes e o
abdome era plano, flacido, sem visceromegalias,
doloroso a palpacgao superficial e profunda de epi-
géstrio e descompressdo brusca dolorosa ausente.

Na investigacdo, verificou-se hemograma com
hematdcrito de 33%, hemoglobina de 10,9 mg/dL,
1.800° leucécitos/mm? sendo 73% (1314) de seg-
mentados e 19% (342) de linfécitos tipicos, funcédo
renal normal, TGO 221 mg/dL, TGP 112 mg/dL,
amilase 609 mg/dL, Célcio: 6,9; Célcio ionizado:
0,75; provas inflamatoérias normais, C3 e C4 dimi-
nuidos, anti-DNA n3o reagente, anti-Ro e anti-La
ndo reagentes. Anticorpos antifosfolipidios: anti-
cardiolipina IgG e IgM negativos, anticoagulante
ltupico negativo. Eletroforese de proteinas eviden-
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Figura |. Lesdes papulo eritematosas em face e aumento
da parétida a esquerda.

ciando aumento de alfa 1 globulina e hipergama-
globulinemia. Urina I sem alteracdes do sedimen-
to. Sorologias para HIV, HCV, HBV, toxoplasmose,
rubéola, mononucleose, caxumba, FTABs e VDRL
negativas. Radiografia de térax sem alteragoes. Foi
também realizado ultrassonografia (US) de par6-
tidas e de regiao cervical que evidenciou aumen-
to homogéneo das glandulas paroétidas e linfono-
domegalia na cadeia cervical anterior de aspecto
ndo habitual bilateralmente. Apds esse resultado
foi submetida a puncdo aspirativa com agulha fina
(PAAF) guiada por US que demonstrou apenas hi-
perplasia linf6ide reacional inespecifica. Uma to-
mografia computadorizada (TC) de abdome foire-
alizada para investigacdo de possivel pancreatite e
mostrou aumento de volume difuso do pancreas,
contornos irregulares e dificil visualizacdo do duc-
to pancredtico principal compativel com pancre-
atite aguda (Figura 2), sem litiase biliar, no entan-
to observou-se espessamento da parede da vesicu-
labiliar secundaria a pancreatite. Foi também rea-
lizada endoscopia digestiva alta (EDA) com
achados de gastrite enantematosa endoscépica de
antro.

Diante dos achados foi feito diagnéstico de pan-
creatite e sialoadenite auto-imune. Foi realizada
pulsoterapia com metilpredinisolona (1g endove-
noso por 3 dias consecutivos) e tratamento clini-
co para pancreatite com hidratagao vigorosa, ome-
prazol endovenoso e jejum. Apés essas medidas
observou-se melhora clinica importante do qua-

Figura 2. Tomografia computadorizada abdémen
demonstrando espessamento da vesicula biliar (seta a
esquerda) e pancreas com aumento difuso e com
contornos irregulares.

dro da pancreatite, no entanto, a paciente persis-
tiu com aumento do volume das parétidas e picos
febris didrios. Dessa maneira, devido a ndao melho-
ra apenas com pulsoterapia foi optado pela intro-
ducio de antibioticoterapia, ja que sialoadenite
com infeccdo bacteriana secundéria é uma asso-
ciacdo freqiiente, principalmente em pacientes
imunossuprimidos.

Discussao

O LES é uma doenca auto-imune do tecido conjun-
tivo com acometimento multissitémico, e assim,
cada paciente com LES apresenta sua doenca de
forma impar?2.

As manifestacdes do trato gastrointestinal ocor-
rem em aproximadamente 25 a 40% dos pacientes
com LES, a maioria dos sintomas sdo inespecificos
e, freqiientemente refletem tanto as manifestacoes
do préprio ldpus quanto os efeitos colaterais das
medicacoes®*.

A dor abdominal acompanhada de nduseas e
vOmitos ocorre em aproximadamente 30% dos pa-
cientes com lapus. O diagnostico diferencial ndao
difere significativamente da populacao geral, no
entanto, algumas consideracoes especiais devem
ser feitas em relacao as manifestagdes que estdo as-
sociadas ao ltipus, como infeccoes, tilcera péptica,
vasculite mesentérica com infarto intestinal, pan-
creatite e doenca inflamatéria intestinal®.

A pancreatite é uma manifestacao rara, sendo
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descrita naliteratura com incidéncia de 2 a 8% nos
pacientes com lipus®. A apresentacdo inicial ocor-
re com dor abdominal em andar superior do ab-
dome, com distribuicdo em faixa, acompanhada
de nduseas, vomitos e aumento progressivo dos
niveis séricos de amilase. O aumento dos niveis
séricos de amilase ndo ocorre apenas na pancrea-
tite, podendo elevar-se em outras doencas como
as afeccdes da glandula parétida. A patogenia da
pancreatite no LES ainda é incerta, no entanto,
questiona-se o envolvimento de vasculite e oclu-
sdo trombética das artérias pancreaticas secunda-
ria a sindrome do anticorpo antifosfolipide’.

Os critérios diagnésticos de pancreatite auto-
imune foram propostos pela Sociedade Japonesa
de Pancreatite em 2002 e sdo os seguintes:

1. Estudo de imagem do pancreas mostrando es-
treitamento do ducto pancreético principal com
pancreas com as paredes irregulares e aumen-
to difuso;

. Dados laboratoriais demonstrando niveis ele-
vados de gama globulina e/ou IgG ou a presen-
¢a de auto-anticorpos;

. Exame histopatolégico do pancreas mostrando
alteragdes fibréticas com infiltracao de células
linfociticas e plasmadticas.

Para o diagndstico o primeiro critério é obriga-
tério associado a mais um dos dois critérios®.

No caso relatado, a paciente preenchia o pri-
meiro e o segundo critérios, ndo foi realizado exa-
me histopatolégico.

A boa resposta a corticoterapia reforgou nosso
diagnéstico de pancreatite auto-imune, compati-
vel com as evidéncias relatadas na literatura®.

A pancreatite auto-imune estd freqlientemente
associada ao envolvimento dos ductos biliares e
glandulas salivares.

A forma cléssica de sialoadenite auto-imune é
representada pela Sindrome de Sjégren e menos
freqiientemente associada ao LES, com uma pre-
valéncia de 2,5%".

Quando ocorre o acometimento atipico das
glandulas salivares no LES, é necessario realizar
uma pesquisa clinica e laboratorial ampla para
descartar doencas infecciosas e neoplasicas'.

Em nossa paciente foi descartado a Sindrome de
Sjogren pela negatividade do teste de Schirmer,
apds avaliacdo oftalmoldgica, e pelos auto anticor-
pos negativos (anti-Ro e anti-La). Outras doencas
infecciosas e neoplasicas também foram descarta-
das sendo confirmado o diagnéstico de sialoade-
nite auto-imune com infec¢do bacteriana secun-
déria e pancreatite auto-imune com boa evolucao
apos instituicdo do tratamento.
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NECROSE CUTANEA EXTENSA COMO
PRIMEIRA MANIFESTACAO DA SINDROME
ANTIFOSFOLIPIDICA

[SAF] SECUNDARIA

Alessandra de Sousa Braz’, Maria Luiza D. Capriglione™, Juliana Fernandes Sarmento™

Resumo

Lesdes necro-hemorragicas difusas, limitadas a
pele, na Sindrome Antifosfolipidica (SAF) secunda-
ria a Lupus Eritematoso Sistémico (LES) nao sao
frequentes. Reportamos o caso de uma mulher
branca, 37 anos, internada em Setembro de 2007
com histéria de psicose héd véarios anos, apresentan-
do poliartrite e lesdes cutdneas méaculo-papulo-
-bolhosas nos membros superiores e inferiores que
rapidamente evoluiram para necrose e ulceracao
cutanea extensas dos quatro membros, em que se
estabeleceu o diagnoéstico de LES com anticoagu-
lante ltipico positivo. Os autores chamam a atengao
paraaocorréncia de necrose cutanea de caracteris-
ticas catastréficas, como possivel manifestagao ini-
cial de SAF secunddria sem comprometimento vas-
cular sistémico que evoluiu satisfatoriamente com
o tratamento anticoagulante e imunossupressores.

Palavras-chave: Necrose Cutanea; Lupus Eritema-

toso Sistémico; Sindrome do Anticorpo Antifosfoli-
pidico.

Abstract

Diffuse necrotic-hemorrhagiclesions limited to the
skin in secondary antiphospholipid antibody
syndrome (APS) to systemic lupus erythematosus
(SLE) are not frequent. We report the case of a whi-
te woman, 37 years of age, hospitalized in Septem-
ber 2007 with a history of psychosis of several years’
duration, presenting with polyarthritis and erythe-
matous, maculopapular, bullous skin lesions on the
upper and lower limbs, rapidly followed by exten-
sive necrosis and skin ulceration on all four limbs

*Professora Doutora de Reumatologia da Faculdade de Ciéncias
Médicas da Paraiba (FCM)

**Alunos do Curso de Medicina da Faculdade de Ciéncias
Médicas da Paraiba (FCM)

who was diagnosed with SLE and positive lupus
anticoagulant. The investigators highlight the oc-
currence of skin necrosis of catastrophic characte-
ristics, as a possible initial manifestation of secon-
dary APS without systemic vascular involvement
that evolved satisfactorily with a combination treat-
ment of anticoagulantion and immunomodu-
lation.

Keywords: Necrosis Skin Lesions; Systemic Lupus

Erythematosus; Antiphospholipid Antibody Syn-
drome.

Introducao

O lapus eritematoso sistémico (LES) é uma doen-
cainflamatoéria cronica, auto-imune, com manifes-
tagdes clinicas diversas em associacao com anticor-
pos dirigidos contra componentes nucleares'=. A
sindrome antifosfolipidica (SAF) é uma desordem
sistémica, auto-imune, caracterizada por trombose
(arterial, venosa ou vasculopatia) e morbidade ges-
tacional, acompanhada de titulos moderados ou
elevados de anticorpos antifosfolipides (AAF),
como anticorpo anticardiolipina e/ou anti-beta
2-glicoproteinal e/ou pela positividade do antico-
agulante lapico (LAC)**°. Anticorpos antifosfolipi-
des ocorrem em 1 a 6% da populagdo geral® e po-
dem afetar qualquer 6rgdo sistémico, incluindo a
pele. Cerca de 8% dos pacientes com SAF priméria
evoluirao para LESY; no LES, cerca de 30% tém an-
ticorpo anti-cardiolipina positivo e, 25%, LAC. No
LES, a vasculite pode manifestar-se por urticéria,
purpura palpével, ulceracao digital ou do leito un-
gueal, telangiectasias ou pdpulas na palma das
maos e extremidades digitais''. Na SAF as altera-
¢Oes cutaneas podem representar a primeira ma-
nifestacdo em 40 % dos pacientes®”!2!3, sendo o li-
vedo reticular, aisquemia e ulceragdo digital as ma-
nifestagdes mais frequentes, e a necrose cutanea di-
fusarara'.
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Os autores descrevem um caso de necrose cu-
tadnea extensa grave em paciente com LES e LAC
positivo. Apesar de nao ter sido apresentado oclu-
sdes microvasculares envolvendo multiplos 6rga-
os simultaneamente, caracterizando uma SAF ca-
tastrofica, evoluiu de forma grave elimitada a pele,
sugerindo a presenca de SAF secundaria associa-
da a trombose de vasos dérmicos.

Relato do Caso

Paciente do sexo feminino, 37 anos, natural de
Campina Grande/PB e procedente de Jodo Pessoa/
/PB foi hospitalizada, em Setembro de 2007, com
quadro clinico de artralgias em interfalangeanas
proximais (IFPs) e joelhos e lesGes cutaneas nare-
gido anterior das pernas com cerca de cinco meses
de evolucdo. As lesdes inicialmente eram macula-
res e, duas semanas antes da internacao, evoluiram
para ulceracdo e necrose extensa nos membros in-
feriores. Em Outubro de 2007, evoluiu com de ar-
trite nas articulagdes supracitadas e desenvolvi-
mento de méculas escuras e extensas no antebra-
¢o esquerdo, circundadas por eritema, que evolui-
ram rapidamente com bolhas e necrose no
antebraco direito. Nos antecedentes pessoais, uma
gestacao a termo ha 18 anos, e portadora de dis-
tarbio psiquidtrico de dificil controle, diagnosti-
cado como esquizofrenia desde 1994. Negava ta-
bagismo, alergias, uso de contraceptivos orais,
abortos, hemotransfusdes e neoplasias.

Ao exame fisico, apresentava artrite em IFPs e
joelhos, rash malar discreto bilateral e lesdes cuta-
neas necroticas extensas, de bordos irregulares, na
regido anterior das pernas, medindo aproximada-
mente 20 x 15 cm na perna direita (Figura 1) e
15x10 cm na esquerda. Também apresentava ma-
culas escuras e extensas no antebrago esquerdo,
circundadas por eritema, de inicio hd menos de 24
horas, que evoluiram rapidamente com bolhas e

Figura |.Lesdo necrdtica extensa na perna direita.

necrose (Figura 2). Perfusao periférica normal, au-
séncia de fendbmeno de Raynaud ou livedo reti-
cular.

Diante do quadro clinico e com o histérico de
psicose de dificil controle, aventou-se a hip6tese
diagnéstica de LES. Foram solicitados exames
complementares e realizada fasciotomia na lesdo
da perna esquerda.

Os exames laboratoriais mostraram anemia he-
molitica (Hb: 8,2 g/dL; Ht: 25,2%,; reticulécitos: 2,8;
Coombs direto positivo); 7.200 leucécitos com lin-
fopenia (13%/936); velocidade de hemossedimen-
tacdo (VHS) de 52 mm na 12 h e proteina C reativa
(PCR) de 96 mg/dL. Sumaério de urina com 25 e he-
macias/campo e 100 leucécitos/campo, proteint-
ria de 24 horas de 696 mg. A determinacado dos
ANAs (imunofluorescéncia indireta) foi positiva:
1:1280 padrao nuclear homogéneo, niveis de com-
plemento reduzidos (CH 100 de 2,27 U/mLe C3 de
48 mg/dL); anti-dsDNA positivo (1/80); LAC posi-
tivo (método coagulométrico automatizado-fos-
folipideos e veneno de vibora de Russel-DRVVT) e
anticorpos antifosfolipides em titulos baixos: (IgG:
19,4 Gpl, IgM: 6 Mpl e IgA: 62,8 Apl). Material his-
tolégico de fasciotomia inconclusivo.

Foram normais ou nao reagentes: plaquetome-
tria, funcoes hepatica e renal; urocultura e hemo-
cultura; ultra-sonografia abdominal total, ecocar-
diograma com dopplertranstordcico e ecodoppler
venoso-arterial dos membros inferiores; radiogra-
fia de térax, maos e punhos; HBsAg, anti-HBsAg,
anti-HCV e proteinas C e S. Os demais autoanticor-
pos foram normais (Fator reumatéide, anti-P ri-
bossomal, ANCA e crioglobulinas séricas).

Foi tratada inicialmente com olanzapina
(5 mg/dia), antibioterapia (clindamicina e amica-
cina) e enoxoparina s6dica profilatica (40 mg
sc/dia) considerando-se a hip6tese de erisipela ne-
cro-hemorrégica. Foi estabelecido o diagnéstico
de LES (rash malar, poliartrite ndo erosiva, psico-

Figura 2. LesGes necro-hemoragico-bolhosas no
antebrago.
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se, FAN e Anti-DNA positivos), iniciado 60 mg/dia
de prednisona, hidroxicloroquina (400 mg/dia) e
suspenso o anti-coagulante devido hemattria. Em
funcao do agravamento importante das lesdes cu-
taneas, recebeu pulsoterapia com metilpredniso-
lona 1 g/dia 3 dias seguidos, sem melhora signifi-
cativa.

Ap6s 10 dias de interrupcgdo do anticoagulante, e
com a confirmacéao da positividade do LAC, foi re-
-introduzida a enoxaparina s6dica subcutanea
(60 mg 2x/dia), além dos cuidados de desinfeccao
local. Por persisténcia do quadro hematolégico e
cutaneo e a ocorréncia de episddios de hemattria,
decidiu-se utilizar imunoglobulina humana intrave-
nosa (400 mg/kg/dia -5 dias). Houve regressao im-
portante do quadro cutaneo (Figura 3), porém sem
melhora relevante da sintomatologia psiquidtrica.

Recebeu alta com programacao de pulsotera-
pia com ciclofosfamida intravenosa (1g/més), var-
farina sédica (5 mg/dia), prednisolona (40 mg/dia),
hidroxicloroquina (400 mg/dia) e olanzapina
(5mg/dia). Em consulta ambulatorial 30 dias ap6s
aalta, apresentava-se clinicamente bem, com me-
lhora progressiva das lesdes e confirmou-se a po-
sitividade do LAC. Em maio de 2008, ap6s 4 pulsos
mensais de ciclofosfamida, em uso de 7,5 mg de
prednisona (apés reducdo progressiva) e demais
medicamentos, seus exames laboratoriais estavam
normais (hemograma, PCR, VHS, clearance de cre-
atinina, proteintria de 24 h, anti-dsDNA, AAFs,
LAC, fragcdes do complemento e sumaério de urina)
e o INR de 2,32. A dose da olanzapina foi aumen-
tada para 10 mg / dia devido piora do quadro psi-
quidtrico.

Discussao

Neste relato, descreve-se o caso de uma paciente
que recebeu diagnéstico de LES com LAC positi-
vo, concomitantemente ao surgimento de lesdes

Figura 3. Lesdes necréticas em processo de cicatrizagio.

cutaneas necroticas extensas nos quatro membros
e que, apesar da gravidade e da extensdo das lesdes
dérmicas, ndo evoluiu com alteracdes vasculiticas
ou trombéticas sistémicas. A presenca de necrose
cutanea extensa em paciente com LES e LAC posi-
tivo, baseado nos achados clinicos e evolucgao te-
rapéutica descritos e nos achados semelhantes da
literatura™'>'7, levou-nos a suspeicdo diagnostica
de uma rara forma de apresentac3o inicial da SAF,
com trombose limitada a pele.

Lesoes necro-hemorrégicas difusas e catastrofi-
cas, limitadas a pele, na sindrome antifosfolipidica
secundaria sdo incomuns’, sendo mais freqliente-
mente observadas na sindrome antifosfolipidica
catastrdfica, caracterizada pela ocorréncia de oclu-
soes micro-vasculares difusas envolvendo multi-
plos érgdos simultaneamente, inclusive a pele'.

A nossa paciente ndo preencheu critérios clini-
cos para SAF, e, em funcdo da ndo comprovacao
histopatolégica de vasculopatia trombética asso-
ciada a presenca dos anticorpos antifosfolipides, é
importante abordar o diagnéstico diferencial en-
tre trombose cutanea possivelmente associada a
SAF secunddria ou vasculite cutdnea em pacientes
com LES.

Manifestacoes cutaneas em pacientes com LES
e SAF foram descritas pela primeira vez em 1986
por Grob e Bonerandi, cujos estudos histopatold-
gicos mostraram apenas micro-tromboses nos va-
sos dérmicos de lesdes maculo-papulo-ulcerosas
em duas pacientes lipicas, sem a presenca de vas-
culites'. Pouco depois, Amster et al. (1993) des-
creveram um caso semelhante em uma mulher de
23 anos, associado com anticorpos antifosfolipides
e deficiéncia de proteina S'.

Em 2002, Sharkey et al. descreveram o caso de
uma paciente de 34 anos com LES e anticorpos an-
tifosfolipides em titulos elevados, que vinha em
uso de anti-coagulantes orais por evento trombé-
tico prévio, mas que, ap6s uma virose, suspendeu
a anti-coagulacao sete dias e evoluiu com lesées
necro-hemorragicas na regiao cervical e no tron-
co'”. Di Francesco et al (2003) relataram um caso
clinico semelhante ao descrito, cuja primeira ma-
nifestacdo da SAF foi uma grave e extensa necrose
cutanea, alertando para aimportancia de anti-coa-
gulacdo na prevencao de eventos trombéticos sub-
seqiientes e de evolucao para SAF catastrofica'.

Dibgenes et al. (2004) realizaram um estudo em
60 pacientes com achados clinicos sugestivos de
SAEF objetivando investigar a freqiiéncia de acome-
timento cutaneo nestes pacientes. Entre estes, 25
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casos preencheram critérios clinicos e laboratoriais
para a sindrome primaria, e 14 para a secunddria.
Niveis persistentemente elevados de anticorpos an-
tifosfolipides sem histéria de eventos trombéticos
ou morbidade gestacional foram demonstrados em
21 pacientes. Alteracdes cutaneas foram os princi-
pais achados em 40% dos casos, €, mesmo sem
comprovacao histopatolégica, os autores conclui-
ram que, além de muito freqiientes, as manifesta-
¢oes dermatolégicas podem ser a primeira mani-
festacdo da sindrome antifosfolipidica®.

Livedo reticular € a lesdo de pele mais freqiien-
temente descrita na SAE Outras lesdes incluem ul-
ceracdes, gangrena digital, hemorragias subun-
gueais, trombose venosa superficial, parpura
trombocitopénica, manifestagdes pseudovasculi-
ticas e necrose cutanea”. Nossa paciente nao
apresentou livedo reticular. No entanto, embora
comum na SAE o livedo reticular é considerado
pouco especifico, e para Weinstein e Piette (2008)
purpura e/ou necrose sdo talvez as alteragdes cu-
tdneas mais caracteristicas de diferentes sindro-
mes de oclusdao microvascular cutianea, incluindo
a SAF™.

No LES, as vasculites podem se manifestar como
urticdria, purpura palpéavel, ulceracées digitais ou
no leito ungueal, pdpulas em maos e telangiecta-
sias, entre outras'!. Em uma cohort com 667 pa-
cientes com LES, a ocorréncia de vasculites foi de-
monstrada em 194 deles, confirmadas por bidpsia
em 46 casos. Vasculites cutaneas ocorreram em 160
pacientes, e, destas, s6 dois casos apresentavam
eritema com necrose'®. A prevaléncia e as caracte-
risticas clinicas de vasculites também foram obser-
vadas em 670 pacientes com LES, através de histo-
logia e/ou arteriografia, e clinicamente de acordo
com o achado de lesdes cutaneas caracteristicas.
As lesdes cutaneas foram as alteracdes mais fre-
qlientes (89% dos casos), e sua ocorréncia foi as-
sociada a presenca de livedo reticular, altos esco-
res de atividade de doenca, anemia, VHS elevado
e presenca de anticorpos anti-La/SS-B".

Posteriormente, Fukuda et al. (2009) avaliaram
a associacdo das manifestacgoes clinicas apresen-
tadas por 509 pacientes brasileiros e a presenca do
anticorpo anti-Ro/SS-A. Apés andlise multivaria-
da, observaram que pacientes com este anticorpo
tiveram um risco 1,63 vezes maior de desenvolver
vasculite cutanea do que os que ndo o apresenta-
vam. Concluiram que o anti-Ro representou um
marcador sorolégico independente para vasculites
cutaneas em pacientes com LES?.

A auséncia de alteragdo isquémica ou necrética
em polpas digitais, e de manifestacées vasculiticas
caracteristicamente descritas em pacientes com
LES e a auséncia dos anticorpos anti-Ro e anti-La,
direcionaram nosso raciocinio diagnéstico e a te-
rapéutica com anti-coagulantes, corticoster6ide
na forma de pulsos e de imunoglobulina humana
intravenosa, descritos por Asherson et al., 2006,
assim como plasmaféreses repetidas, terapia de
escolha para formas catastréficas da SAF’, obten-
do excelente resposta clinica e laboratorial.

Outro dado da paciente que mereceu atencao
foia presenca de uma psicose de dificil controle ha
varios anos, levando-nos a pensar em psicose la-
pica antecedendo em anos o seu diagndstico. De-
sordens psiquidtricas ocorrem em até 55% dos pa-
cientes com LES, e a psicose, em 5 a 28% destes;
raramente antecedendo em anos o seu diagnésti-
co. Pode ser secunddria a acao de anticorpos anti-
fosfolipidicos (incomum) e anti-P-ribossomal (até
50%), a aumento de interleucinas (I, II, IV e Inter-
feron gama), decorrer de efeito colateral de farma-
cos (principalmente os corticosterdides) ou estar
associada a ocorréncia de vasculites e vasculopa-
tiando inflamatéria dos pequenos vasos cerebrais'.

Sintomas psiquidtricos sdo raramente reporta-
dos como caracteristicainicial do LES. Trabalho rea-
lizado com 2.121 pacientes admitidos em um servi-
¢o psiquidtrico investigou a presenca de LES ou an-
ticorpos anti-nucleo especificos para esta patologia,
e osresultados apontaram o LES como causa de ad-
missao hospitalar em apenas 0,1-0,2 % dos casos?"%.
O tratamento € realizado utilizando psicotrépicos
especificos, corticosteréides e ciclofosfamida, com
evolucdo adequada na maioria dos pacientes?'.

Nao foi possivel estabelecer a causalidade da
psicose da nossa paciente. Afirmar que a psicose
foi a primeira manifestacdo do LES, ou que a mes-
ma faz parte do quadro neuropsiquiatrico da doen-
¢a, representa um desafio diagnéstico. Isto porque
a paciente possui histérico familiar e diagnéstico
prévio de esquizofrenia; a pesquisa do anti-P-ri-
bossomal resultou negativa; nao fazia uso de cor-
ticosteréides ou outros farmacos (exceto psicotro-
picos) até o diagndstico; a resposta a terapéutica
citotéxica empregada ndo mostrou resultado satis-
fatério em relacdo a psicose, para a qual ja fazia tra-
tamento ha mais de dez anos. Nao apresentou me-
lhora importante ou mesmo agravamento do qua-
dro durante o surgimento das demais manifesta-
¢oes do LES, além do fato de o quadro de lipus
neuropsiquiatrico geralmente ser muito grave para
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permanecer dez anos sem tratamento especifico e
a paciente ndo manifestar nenhuma seqiiela ou
conseqiiéncia fatal.

Por fim, ndo associamos a presenca de anticor-
pos antifosfolipidicos, também descrita na etiolo-
gia de psicose em LES e/ou SAE em func¢ao da evo-
lucdo prolongada da psicose e da auséncia de ma-
nifestacdes neuroldgicas outras comumente des-
critas na SAE em especial eventos trombéticos ou
nao (coréia ou mielite transversa)?'.

Os autores entendem que a raridade e a gravi-
dade do quadro merecem que o mesmo seja des-
crito, mesmo reconhecendo as limitacées na sua
confirmacdo diagnéstica, uma vez que nao foi pos-
sivel demonstrar a presenca de microtrombos dér-
micos no histopatolégico. No entanto, a relevan-
cia da descricdo também reside no fato de que,
diante de quadros raros e graves como este em es-
pecial como manifestacdo inicial da doenca, a sus-
peicdo diagnoéstica aliada a rapida tomada de de-
cisdo no tratamento de uma possivel SAF limitada
a pele, pode ter evitado a ocorréncia de complica-
¢oes sistémicas graves, a evolucao para formas ca-
tastréficas e até 6bito, anteriormente descritas por
outros autores.
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CASO CLIiNICD

VASCULITE LIVEDOIDE EM DOENTE
COM SINDROME ANTIFOSFOLIPIDO

S Serra’,M Jodo Saavedra™, M Jodo Salvador™, | Pedro Reis™,A Malcata™

Resumo

Introducao

Os autores apresentam o caso clinico de um doen-
te do sexo masculino, 30 anos de idade, internado
por dor e cianose recorrente dos dedos dos pés, com
um ano de evolucdo. Associadamente apresentava
também lesdes purptricas nas regidoes maleolares
externas, bilateralmente, uma delas ulcerada. A
existéncia de anticorpos anticardiolipina associado
a achados histolégicos de trombose intraluminal
nos vasos da derme na bidpsia cutanea dos dedos
dos pés, permitiu estabelecer o diagnéstico de Sin-
drome antifofolipido. As alteragdes cutaneas descri-
tas tém a designacao de Vasculite Livedéide.

Palavras-chave: Sindrome Antifosfolipido; Ulcera
Cutanea; Vasculite Livedodide.

Abstract

The authors present a clinical case of a 30 year old
male patient admitted to the hospital for recurrent
cyanosis and feet pain lasting for one year. In addi-
tion he presented bilateral purpuric lesions in the
lateral maleolar region, one of which with ulcera-
tion. The finding of anticardiolipin antibodies as-
sociated with intraluminal thrombosis in the der-
mal vessels, allowed to conclude for Antiphospho-
lipid syndrome. The cutaneous changes identified
are named livedoid vasculitis.

Keywords: Antiphospholipid Syndrome; Cuta-
neous ulcer; Livedoid Vasculitis.
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O Sindrome antifosfolipido é uma doenca auto-
-imune caracterizada por trombose vascular recor-
rente e/ou morbilidade gestacional, associada a
presenca de titulos elevados de anticorpos antifos-
folipidos.

AVasculite lived6ide é uma vasculopatia oclusi-
va de pequenos vasos da derme, idiopdtica, ou mais
frequentemente secundédria a estados de hipercoa-
gulabilidade, como o Sindrome antifosfolipido. A
apresentacdo clinica mais comum consiste no apa-
recimento de lesdes cutdneas purpuricas, com lo-
calizagcdo mais frequente nos membros inferiores,
e que depois evoluem para ulceras e placas cicatri-
ciais atréficas brancas. O diagnéstico é confirma-
do pela histologia que evidencia trombose intralu-
minal dos pequenos vasos da derme.

Caso Clinico

Doente do sexo masculino, 30 anos, raca branca,
casado, natural e residente em Leiria, fot6grafo pro-
fissional. Em Junho de 2007, inicia quadro de dor e
cianose de todos os dedos dos pés, sobretudo nas
zonas periungueais, por vezes com sensacdo de ca-
lor e ardorlocal. Referia dor intensa, continua, com
varios despertares nocturnos, agravamento com o
ortostatismo e alivio com o decubito, condicionan-
do marcada impoténcia funcional na marcha.
Objectivamente apenas notava cianose das polpas
dos dedos dos pés, sem nocao de tumefaccdo ou
outra alteracdo. A evolucdo do quadro era por sur-
tos, de inicio stibito, sem factor desencadeante apa-
rente, de duracao variavel (3-20 dias), autolimita-
dos, com resolucdo espontanea. Os periodos inter-
criticos, geralmente nédo superiores a 2 semanas,
eram assintomaticos.

Negava agravamento da dor ou limitacdo a mo-
bilizacdo dos dedos dos pés, bem como queixas em
qualquer outra articulacdo. Negava igualmente
qualquer queixa sistémica coincidentes com o ini-
cio do quadro clinico referido. Nos antecedentes
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pessoais referia psoriase desde a infancia, hepati-
te auto-imune assintomdtica desde 2004, medica-
da com Azatioprina 100 mg/dia (1,4 mg/Kg/dia),
e presenca de anticorpos anticardiolipina positivos
desde 1998.

Nos antecedentes familiares o pai falecera aos
49 anos, por Sindrome antifosfolipido catastréfico
com multiplas tromboses venosas e arteriais —
tromboses venosas profundas, tromboembolia
pulmonar, trombose das veias renais, Acidente vas-
cular cerebral (AVC), Enfarte agudo do miocérdio
(EAM).

Por indicacdo do seu médico assistente, em Se-
tembro de 2007, inicia dcido acetilsalicilico 100 mg,
id, sem melhoria parcial do quadro clinico. E en-
caminhado para a Consulta de Reumatologia dos
Hospitais da Universidade de Coimbra, e em Feve-
reiro de 2008, é internado no nosso Servico, en-
contrando-se em crise na altura, desta vez com ini-
cio um més antes, motivando absentismo laboral.
Ao exame objectivo apresentava-se com bom es-
tado geral, apirético, normotenso, pulsos periféri-
cos palpéaveis e simétricos nos quatro membros,
psoriase vulgar nos cotovelos, joelhos e terco infe-
rior dos membros inferiores, sem adenopatias pal-
paveis ou alteragcdes ao exame toraco-abdominal.
Eravisivel um eritema violdceo nas polpas dos de-
dos dos pés, com ligeira dor a pressdo local, e ma-
culas acastanhadas dispersas no terco inferior da
perna e regioes maleolares, sugestivas de purpura
cicatricial (Figuras 1A, 1B e 2). Ainda sobre os ma-
léolos externos, bilateralmente, existiam lesdes ac-
tivas de purpura, uma delas ulcerada (Figura 3).
Sem alteragdes ao exame reumatolégico.

Analiticamente apresentava trombocitopenia
de 96 g/L, ndo confirmada pelo esfregaco san-
guineo (pseudotrombocitopenia), com restante
hemograma, velocidade de eritrosedimentacao,
bioquimica completa com proteina c reactiva
(PCR), normais. Sumaria de urina, fraccoes do

Figura |. Eritema violaceo nas polpas dos dedos (1A) e
face plantar dos pés (1B).

complemento (C3 e C4) normais e factor reu-
matdide ausente. Proteinograma electroforético
com hipergamaglobulinémia policlonal e imuno-
electroforese normal. Serologias para hepatite B, C
e Virus da imunodeficiéncia humana (VIH) nega-
tivas.

Anticorpos antinucleares (ANA) positivos (+++),
com padrdo granular fino denso, anti-SSA positi-
vo moderado (+), com restantes ENA negativos;
Acs anti-musculo liso (+++), anticorpos anticito-
plasma neutrofilico citoplasmaticos (ANCA-c)
(+++), com proteinase 3 negativa e Anti-cardiolipi-
nas IgG (>120 U/ml) e Anti-B2 glicoproteina I IgG
(>200 U/ml), positivos. Anticoagulante ltipico e es-
tudo das trombofilias (proteinas C e S, factor V de
Leiden, antitrombina III, homocistinémia, crioglo-
bulinas, entre outros) sem alteracées. Capilarosco-
pia normal. As radiografias do térax e pés, electro-
cardiograma, ecocardiograma, ecografia abdomi-
nal, eco-doppler dos membros inferiores, Tomo-
grafia axial computorizada (TAC) seios nasais, TAC
toracica e Angio-TAC abdominal ndo revelaram al-
teracoes.

Realizou biépsia cutinea das areas afectadas,
polpas dos dedos e leses purptiricas maleolares.
A primeira revelou vasos de limen obliterado na
derme superficial e média, alterac6es compativeis
com vasculite livedéide (Figura 4). A segunda foi
negativa para o estudo da imunofluorescéncia e
evidenciou sobretudo extravasamento de glébulos
vermelhos na derme superficial, sugestivo de ptr-
pura, sem leucocitoclasia (Figura 5).

Interpretando o achado de vasculite lived6ide
como uma manifestacdo de microtrombose, foi
assumido o diagnéstico de Sindrome antifosfolipi-

Figura 2. Lesdes cicatriciais e activas de purpura.
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Figura 4. Bidpsia cutinea das polpas dos dedos — vasos
de limen obliterado na derme superficial e média.

do. Inicia tratamento com Enoxaparina em doses
terapéuticas — 1 mg/Kg, 2 vezes por dia, com me-
lhoria das queixas dlgicas dos dedos dos pés e do
eritema violdceo, mas sem efeito na cicatrizacao
da tlcera maleolar, que se mantinha muito do-
lorosa. Foi pedida a colaboracdo dos colegas da
Dermatologia que recomendaram o uso de pento-
xifilina endovenosa na dose de 100 mg, trés vezes
por dia, tendo-se verificado melhoria franca da ci-
catrizacgdo da tlcera a partir da 22 semana de tra-
tamento. A 22 semana de tratamento com enoxa-
parina, é adicionada a Varfarina na dose de
5mg/dia, para manutencdo do INR entre 2,5€e 3, e
suspendida a enoxaparina uma semana depois.
Teve alta medicado com Pentoxifilina oral, 400 mg,
3 vezes por dia, e Varfarina 5 mg, uma vez ao dia.
Dois meses depois, a tlcera encontrava-se cicatri-
zada, sob a forma de uma placa branca atréfica
(Figura 6).

Figura 5. Bidpsia cutinea das lesdes purpuricas
maleolares — extravasamento de glébulos vermelhos
na derme superficial..

Figura 6. Ulcera maleolar cicatrizada, sob a forma de uma
placa branca atrofica.

Discussao

O Sindrome antifosfolipido (SAF), primeiro des-
crito por Hughes, Harris e Gharavi, em 1986, é uma
doenca trombofilica adquirida em que autoanti-
corpos sdo produzidos contra uma variedade de
fosfolipidos e proteinas ligantes de fosfolipidos.
Segundo os consensos internacionais dos critérios
de classificacdo do SAF (1999 e 2006), define-se
SAF definitivo como a persisténcia de altos titulos
de anticorpos antifosfolipidos associados a hist6-
ria de tromboses arteriais e/ou venosas, ou mor-
bilidades gestacionais recorrentes'. Podem tam-
bém estar associadas outras manifestagdes clini-
cas nao trombéticas, nao incluidas nos critérios
de classificacao, tais como livedo reticularis, trom-
bocitopenia, anemia hemolitica e doenca valvular
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cardiaca?.

E uma das poucas trombofilias que pode afec-
tar simultdneamente o territério venoso ou arte-
rial®, bem como pequenos ou grandes vasos, con-
dicionando diferentes apresentacoes clinicas®.

As tromboses venosas sdo mais frequentes do
que as arteriais®, sendo a trombose venosa profun-
da dos membros inferiores a mais frequente do
primeiro grupo e, os enfartes/acidentes isquémi-
cos transitdrios do sistema nervoso central, os mais
frequentes do segundo grupo*.

Uma grande variedade de manifestacoes der-
matolégicas tém sido descritas associadas ao SAF,
podendo ocorrer como primeiro sinal da doenga.
Estas incluem o livedo reticularis, vasculite necro-
tizante, vasculite liveddide, tromboflebite, ulcera-
¢do e necrose cutanea, maculas eritematosas, pur-
pura, equimoses, nédulos cutaneos e, hemorra-
gias subungueais. Numa série de 200 doentes com
SAF foram descritas manifestagoes cutdneas em
cerca de 49% dos casos, sendo o livedo reticularis
a mais frequente®.

O doente apresentado neste caso clinico tem
anticorpos antifosfolipidos positivos desde 1998,
mantendo-se assintomatico até 2008, altura em
que surge com lesdes cutineas sugestivas de vas-
culite livedéide.

Avasculite livedéide, originalmente descrita por
Bard e Winkleman em 1967, tem tido varias de-
signacoes entre as quais: vasculite hialinizante seg-
mentar, atrofia branca, livedo reticularis com ulce-
racoes no Verdo/Inverno, vasculite tipo hipersen-
sibilidade, e mais recentemente o acrénimo PUR-
PLE (painful purpuric ulcers with reticular pattern
of the lower extremities)®. E uma doencarara, cujo
mecanismo fisiopatolégico subjacente parece en-
volver um processo vaso-oclusivo dos pequenos
vasos da derme, mediado por disttirbios locais ou
sistémicos da coagulagdo ou da fibrinélise®. Pode
ser idiopdtica ou mais frequentemente estar asso-
ciado a estados de hipercoagulabilidade, como dé-
fice de proteina C ou antitrombina III, factor V de
Leiden, hiperhomocisteinémia, crioglobulinémia,
anticorpos antifosfolipidos, entre outros’.

Atinge preferencialmente individuos jovens e
de meia-idade, com um ratio de sexo masculino:fe-
minino de 1:3. Clinicamente caracteriza-se por
aparecimento de mdculas purpuricas dolorosas lo-
calizadas mais frequentemente nos membros in-
feriores, sobretudo regioes maleolares, que rapida-
mente ulceram. Estas tlceras podem ser persis-
tentes, mas geralmente cicatrizam lentamente em

3-4meses, produzindo uma cicatriz branca de for-
ma estrelada, lisa, rodeada de telangiectasias e hi-
perpigmentacdo. Embora a atrofia branca seja con-
sequéncia das lesoes da vasculite liveddide, ndo é
patognomodnica desta doenca, podendo ocorrer
em associac¢ao a outras condicées como dermati-
te de estase e doencas do colagénio’®. O curso da
doenca é geralmente crénico, com exacerbacoes
sazonais e recorréncias.

Histologicamente, as les6es iniciais caracteri-
zam-se por deposicao de fibrina na parede dos pe-
quenos vasos da derme superficial e profunda, so-
bretudo vénulas pés-capilares, e formacgdo de
trombos no interior do limen com extravasamen-
to de glébulos vermelhos para a derme circundan-
te. A inexisténcia de infiltrado inflamatério peri-
vascular ou leucocitoclasia argumentam contra
um processo vasculitico, pelo que a designacgdo de
vasculopatia livedéide seria preferivel®®.

O tratamento da vasculite liveddide é dificil, nao
havendo estudos controlados. As opcoes terapéu-
ticas desta situacdo baseiam-se, em grande medi-
da em relatos de casos e séries de casos, devendo
a escolha do tratamento ser individualizado. Os
farmacos mais usados sdo a aspirina, outros anti-
agregantes plaquetares, heparina subcutaneaoua
pentoxifilina’. Quando estas opgdes falham, o tra-
tamento torna-se mais problemaético. Existem re-
latos de casos de melhoria clinica com ester6ides
anabolizantes (danazol, stanozolol), activador te-
cidual do plasminogénio, nifedipina, sulfasalazina,
ketanserina, imunoglobulina endovenosa, corti-
costerdides, PUVA ou varfarina’®.

Na opinido de alguns autores®, o tratamento
com drogas antiplaquetares raras vezes resulta em
remissdo completa, sendo a heparina de baixo
peso molecular e a varfarina mais frequentemen-
te eficazes na resolucdo completa do quadro. Es-
tando subjacente a vasculite lived6ide um proces-
so trombo-oclusivo, haverd indicacdo de trata-
mento futuro, de manutengao, com varfarina (INR
2-3), tal como se se tratasse de outra manifestagao
trombdtica.

No presente caso clinico iniciou-se tratamento
com enoxaparina de baixo peso molecular, que foi
inicialmente insuficiente na resolucao da ulcera,
pelo que foi adicionada a pentoxifilina, com su-
cesso. Ap6s melhoria do quadro clinico, optou-se
poriniciar a varfarina, tratamento que mantém até
a data, sem evidéncia de recorréncia clinica.

Com a apresentacdo deste caso, pretende real-
car-se uma forma de apresentacao clinica invulgar
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do Sindrome antifosfolipido cujo estudo histol6-
gico cutaneo teve importancia crucial para o seu
correcto diagnéstico.
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Abstract

As miopatias inflamatoérias sdo um grupo heterogé-
neo de doengas caracterizadas por fraqueza muscu-
lar proximal, inflamacdo nao supurativa do muscu-
lo esquelético, elevacdo das enzimas musculares, al-
teracdes electromiogréficas e aspectos histolégicos
caracteristicos. Os autores descrevem o caso clinico
deuma jovem internada por mialgias das coxas com
quatro dias de evolucao. Estava apirética, sem alte-
racdes muco-cutaneas e articulares, salientando-se
dorintensa a palpacao das coxas. Laboratorialmen-
te, destacavam-se leucopénia e trombocitopénia,
elevacao de creatinafosfoquinase, aminotransfera-
ses e mioglobina. As causas téxicas, farmacoldgicas,
infecciosas, metabdlicas, neopldsicas e miopatias
enddcrinas foram excluidas. Os autoanticorpos para
doenca do tecido conjuntivo foram negativos. A res-
sonanciamagnética e o electromiograma dos mem-
bros inferiores foram sugestivos de miopatia infla-
matéria. Posteriormente, surgiram fraqueza mus-
cular generalizada e alteracoes da degluticdo. Ap6s
inicio de corticoterapia, constatou-se melhoria cli-
nica e laboratorial progressivas. A bi6psia muscular
revelou sinais de miopatia, sem no entanto, altera-
¢oes inflamatdrias ou sinais de vasculite. Ap6s redu-
¢do gradual da corticoterapia, actualmente sem te-
rapéutica, mantém-se assintomadtica, com valores
normais de creatinafosfoquinase. Pretende-se real-
car neste caso de miopatia inflamatéria, a evolucao
clinica e laboratorial incomum e a importancia de
um diagnéstico diferencial cuidado.

Palavras-chave: Mialgias; Miopatia; Miosite; Poli-
miosite; Dermatomiosite.
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Inflammatory myopathies are a heterogeneous
group of conditions characterized by proximal
muscle weakness, nonsuppurative inflammation
of skeletal muscle, with elevated muscle enzyme
levels and characteristic electromyography and
muscle biopsy findings. The authors describe a cli-
nical case of a young woman, admitted with a four
day history of bilateral thigh myalgia. She was afe-
brile and without skin, mucosal or joint involve-
ment. Thigh muscle palpation was painful. Com-
plete blood count revealed leukopenia and throm-
bocytopenia. High levels of creatine kinase, serum
aminotransferases and myoglobin were detected.
Metabolic, toxic and drug-related causes were ex-
cluded as well as infectious diseases, malignant tu-
mours and endocrine myopathies. Auto-antibodies
for conective diseases were negative. Magnetic re-
sonance imaging and electromyography of lower
limbs were suggestive of inflammatory myopathy.
Generalized muscle weakness and dysphagia were
reported subsequently. Clinical and laboratorial
improvement was seen after corticotherapy. Mus-
cle biopsy revealed myopathy signs without inflam-
matory changes or vasculitis. After prednisolone
reduction, presently without treatment, she re-
mains asymptomatic with normal laboratorial fin-
dings. The authors emphasize in this case of in-
flammatory myopathy the unusual clinical and la-
boratory evolution and the importance of a cau-
tious differential diagnosis.

Keywords: Myalgia; Myopathy; Myositis; Polymyo-
sitis; Dermatomyositis.

Introducao

As miopatias inflamatérias idiopdaticas (MI) sdo
doencas relativamente raras cuja etiologia ndo esté
totalmente esclarecida. Os critérios diagndsticos
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originais de Bohan e Peter, em 1975!, incluiam fra-
queza muscular proximal, rash tipico de dermato-
miosite (diferenciando dermatomiosite de poli-
miosite), elevacao sérica das enzimas musculares,
alteracdes miopaticas no electromiograma e alte-
racOes caracteristicas na biépsia muscular, na au-
séncia de alteracdes histopatoldgicas de outras
miopatias?®. As classificacoes actuais sdao contro-
versas, embora sejam reconhecidas trés entidades
nosolégicas distintas: a dermatomiosite (DM), a
polimiosite (PM) e a miosite de corpos de inclusdo
(MCI). Constata-se no entanto a existéncia de qua-
dros de sobreposicdo com outras doengas do teci-
do conjuntivo e a associacdo com algumas neo-
plasias.

Caso Clinico

Doente do sexo feminino, de 23 anos, solteira, es-
tudante, natural de Lisboa, residente no Laranjeiro.
Quatro dias antes do internamento surgiram mial-
gias de crescente intensidade nos membros infe-
riores, inicialmente desencadeadas pelo esforgo e
mais tarde também em repouso, tendo por este
motivo recorrido ao servico de urgéncia. Referia
manter-se apirética, negava outras queixas, no-
meadamente alteracdes da pele e das mucosas,
bem como queixas sugestivas de envolvimento de
outros 6rgaos.

Nos antecedentes pessoais referia ter-lhe sido
diagnosticado trés anos antes obesidade e hirsu-
tismo, tendo efectuado terapéutica com contra-
ceptivo oral (etinilestradiol e acetato de ciprotero-
na) durante um ano. Negava hédbitos alcodlicos, ta-
bagicos e toxifilicos, bem como contacto com t6-
xicos ou ingestdo recente de farmacos.

Nos antecedentes familiares salientava-se que o
pai e amée sofriam de hipertensao arterial, sendo
os restantes irrelevantes.

Na observacao inicial detectou-se excesso pon-
deral (indice de massa corporal de 29,8 Kg/m?),
tensdo arterial 145/87 mmHg, pulso 85/mn ritmi-
co, temperatura axilar 36,6°C. A pele e mucosas es-
tavam coradas, hidratadas sem quaisquer altera-
¢oes, particularmente da orofaringe, e ndo havia
estigmas de hipercortisolismo. Ndo se palpavam
adenomegalias. A auscultacdo cardiopulmonar era
normal, o abdémen era globoso com aumento do
paniculo adiposo, indolor, sem organomegalias ou
massas palpaveis. Na observacdo dos membros in-
feriores havia dor a palpacdo das massas muscu-

lares das coxas e das pernas, bem como do dorso.
Os pulsos eram todos palpéveis e simétricos e ndo
foram detectados edemas. Nao havia sinais infla-
matdrios nem deformacées articulares. O exame
neuroldgico ndo apresentava alteracées e, em par-
ticular, a forca muscular estava conservada nos
membros inferiores.

A avaliacdo laboratorial a entrada revelou he-
moglobina 15,5 g/dL, hematdcrito 44,5%, eritré-
citos 5450000/ mma3, plaquetas 80000/mm3, leuco-
citos 3900/mm3 (76% neutrofilos, 0,8% eosinofilos,
0% basofilos, 18% linfocitos e 6% monocitos); gli-
cemia 80 mg/dL, ureia 34 mg/dL, creatinina 0,4
mg/dL, ionograma normal, aspartatoaminotrans-
ferase (AST) 415 UI/L, alaninoaminotransferase
(ALT) 226 UI/L, creatinafosfoquinase (CPK) 7619
UI/L, desidrogenase lactica (DHL) 1328 UI/L, ve-
locidade de sedimentagdo 10 mm/12hora e protei-
na C reactiva 0,3 mg/dL. A radiografia toricica e
electrocardiograma eram normais.

Perante o quadro clinico-laboratorial as hip6-
teses diagnoésticas colocadas foram de miosite in-
fecciosa, miosite associada a ltipus eritematoso
sistémico (LES), miopatia inflamatéria ou doenca
mista do tecido conjuntivo (DMTC). Quer as cau-
sas farmacolégicas e téxicas estavam a partida des-
cartadas, mas impunha-se estudar a funcio tiroi-
deia e investigar a existéncia de neoplasia subja-
cente.

Neste contexto foram efectuadas 3 hemocultu-
ras, todas negativas, tendo a serologia viral sido
negativa, nomeadamente para echovirus, coxsakie
virus, adenovirus, influenza A e B, varicela-zoster,
Epstein-Barr, Virus da Imunodeficiéncia Humana
(VIH) 1 e 2, citomegalovirus, parvovirus B19, virus
das hepatites B e C. As serologias para Coxiella
burnetiie Toxoplasma gondiiforam também nega-
tivas.

Procedeu-se também a investigacdo de doenca
do tecido conjuntivo: RA teste e Waaler-Rose foram
negativos, bem como os anticorpos anti-nucleares,
anti-DNA, anti-Sm, anti-RNP, anti-centrémero,
anti SSA e SSB, anti-Jo1, p-ANCA, c-ANCA, anticor-
po anticardiolipina e o anti-coagulante ltipico, fo-
ram também negativos. As imunoglobulinas sé-
ricas e C3, C4 e CH50 apresentavam valores
normais. O enzima conversor da angiotensina era
normal.

Apresentou inicialmente Coombs directo fraca-
mente positivo e indirecto negativo, os anticorpos
anti-plaquetdrios foram negativos. A haptoglobi-
na estava normal (60.6 mg/dL) e a proteinuria de
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24 horas era de 0,48 gramas. A funcgao tiroideia era
normal (TSH 5.1 mU/L; T4 livre 0.91 ng/dL; anti-
corpos antitiroideus negativos). Foram ainda
efectuadas ecografia abdominal e ecocardiograma
transtoracico que nao revelaram alteracgoes.

Ao 7° dia do internamento assistiu-se a agrava-
mento das queixas com mialgias intensas acompa-
nhadas de fraqueza muscular predominantemen-
te proximal, grau 2 nos membros inferiores e grau
4 nos membros superiores. A doente referia ainda
visdo turva, tendo sido realizado exame oftalmo-
légico que nao revelou alteracoes. Ao 13° dia ocor-
reu dificuldade na degluticao, para sélidos e para
liquidos, rapidamente progressiva. Laboratorial-
mente assistiu-se a elevacao gradual da CPK que
atingiu pico de 19684 UI/L.

Foi efectuado electromiograma que revelou au-
mento de actividade insercional e fibrilhacoes es-
pontaneas, potenciais motores anormais polifési-
cos, de curta duragdo e baixa amplitude, bem
como descargas complexas e repetitivas. Estas al-
teracoes, apesar de poderem surgir em varios pro-
cessos miogénicos, sdo mais frequentemente
observadas nas miopatias inflamatérias. A resso-
nancia magnética das coxas documentou, nas se-
quéncias ponderadas em T2 e STIR, um aumento
de sinal dos diferentes grupos musculares compa-
tivel com o diagnéstico de miosite (Figura 1). De-
cidiu-se entao efectuar bidpsia muscular, realiza-
danapernaesquerda, que revelou atrofia de fibras
musculares com centralizacado nuclear e estriacao,

Figura I.Ressonancia magnética das coxas — nas
sequéncias ponderadas em T2 e STIR documentamos um
aumento do sinal dos diferentes grupos musculares,
compativel com miosite. N3o se associa aumento do sinal
em T que possa traduzir infiltragio lipomatosa.

e auséncia de componente inflamatério e sinais
de vasculite, aspectos estes que, no entanto, pode-
riam ser secunddrios a miosite (Figuras 2a e 2b).
Nao foi efectuada a avaliacdo da expressdo das mo-
léculas do complexo major de histocompatibilida-
de de classe I (MHC-I) e da deposicdo do comple-
x0 membranolitico Cs,,. O estudo histoenzimol6-
gico foi normal.

Perante uma doente com provavel polimiosite
e alteracoes rapidamente progressivas da degluti-
¢ao foi decidido iniciar corticoterapia, inicialmen-
te pulsos de metilprednisolona e posteriormente
prednisona 1mg/kg/dia, oral.

Constatou-se entdo melhoria clinica e laborato-
rial e foi possivel efectuar estudo baritado dirigido
ao eséfago cervical e hipofaringe que ndo mostrou
alteracdes da motilidade esofagica. Para exclusdo

" [9 .

Figura 2a e 2b. Bidpsia muscular da perna esquerda
(Hematoxilina-eosina) que mostra ocasional atrofia de fi-
bras, centralizagio de nucleos e estriagio; nio se observa
componente inflamatério nem vasculite.
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de possiveis repercussdes da polimiosite foram
efectuados ainda electrocardiograma de 24 horas
(Holter) e provas da mecéanica ventilatéria que ndao
revelaram alteracoes.

Para investigar neoplasia oculta concomitante,
mais frequentemente encontrada nos casos de
DM, mas possivel neste contexto, foram efectua-
das endoscopia digestiva alta, colonoscopia, to-
mografia axial computorizada (TAC) toraco-abdo-
mino-pélvica, observacao ginecolégica, ecografia
da tiroideia, ecografia mamaria e mamografia que
ndo revelaram alteracdes.

Apé6s inicio de corticoterapia, além da rapida
melhoria clinica, assistiu-se a redugao progressiva
dos valores de CPK, que normalizaram a data da
alta, ao 36° dia, bem como os restantes parametros
laboratoriais. Cerca de dois anos apés o interna-
mento, e na sequéncia de reducao progressiva de
prednisona, estd actualmente sem corticoterapia,
permanece assintomadtica, mantendo valores nor-
mais de CPK. A repeticdo da investigacdo de neo-
plasia oculta foi novamente negativa.

Discussao

As doencas inflamatérias musculares sdo um gru-
po diversificado de doencas que incluem as mio-
patias de causa infecciosa, provocadas por farma-
cos ou toxicos, as miopatias inflamatorias idiopa-
ticas (MI) e outras miopatias ndo incluidas nos gru-
pos anteriores, que incluem miopatia associada a
eosinofilia, miosite ossificans, miosite focal ou lo-
calizada e a miosite de células gigantes. As MI,
onde se incluem a PM e a DM, sdo doengas raras
que se caracterizam genericamente por fraqueza
muscular proximal, elevacdo da creatinaquinase,
alteracdes miopdticas no electromiograma, alte-
racoes histolégicas tipicas na biépsia muscular,
podendo ainda ocorrer, nos casos de DM, altera-
¢oes cutaneas particulares. Salienta-se no entan-
to, que podem ocorrer casos de DM sine dermati-
tis, ou seja, doentes com biépsia tipica de derma-
tomiosite mas que ndo possuem as manifestacoes
cutaneas*. A Polimiosite (PM) é uma miopatia in-
flamatéria, mais frequente no sexo feminino (2:1),
surgindo sobretudo na 62 e 72 décadas de vida. A
evolucao clinica da PM é geralmente insidiosa, ins-
talando-se ao longo de vérios meses, sendo a fra-
queza muscular a forma de apresentacao mais fre-
quente?.

O défice motor afecta bilateral e simetricamen-

te a musculatura estriada, predominantemente a
cintura pélvica, escapular e musculos cervicais. A
fraqueza muscular distal nas fases iniciais é rara.
As mialgias ocorrem em 25 a 50% dos casos*®. Ge-
ralmente tém uma intensidade ligeira, sendo mais
proeminentes noutras condicdes clinicas (poli-
mialgia reumadtica, miosite viral e fibromialgia).
Nesta doente e ao contrario do que é habitualmen-
te referido, o quadro clinico teve um inicio agudo,
tendo as mialgias sido a principal queixa inicial, as-
pectos estes mais frequentes em doentes jovens®.
S6 mais tarde surgiu a fraqueza muscular.

As manifestacdes cutdneas caracteristicas da
DM nunca foram observadas no decurso da doen-
¢a. As manifestacGes constitucionais, como a fadi-
ga, anorexia e febre, sdo também frequentes nas
MI. A disfagia (10 a 30% dos casos) deve-se ao en-
volvimento dos musculos orofaringeos ou do ter-
¢o superior eséfagico, implicando geralmente mau
prognostico®. Por este motivo, no caso clinico des-
crito, o aparecimento de alteracdo na degluticao
reforgou a necessidade de instituicdao imediata de
corticoterapia, sendo que o estudo baritado diri-
gido ao eséfago cervical e hipofaringe, realizado ja
sob efeito dos corticdides, ndao revelou envolvi-
mento da musculatura da degluticao.

As complicagdes cardiacas e pulmonares foram
também excluidas na nossa doente.

APM e aDM cursam habitualmente com eleva-
¢des moderadas dos niveis de CPK, embora, em ca-
sos graves, possam atingir 50 vezes o valor nor-
mal®’. Salienta-se no caso descrito, a marcada ele-
vacdo da CPK, em niveis mais frequentemente en-
contrados nas miosites infecciosas. Deve-se ainda
realcar que a investigacdo de etiologia infecciosa,
no presente caso, foi inteiramente negativa.

Por outro lado a nossa doente nao preenchia os
critérios diagnésticos para o LES, nem para a
DMTC.

O facto da pesquisa dos auto-anticorpos para
doenca do tecido conjuntivo ter sido negativa no
presente caso, ndo exclui o diagnéstico de MI. Em-
bora os ANA sejam positivos em 90% dos casos, 0s
autoanticorpos especificos de miosite apenas sur-
gem em 30% dos doentes. Estes tltimos tém baixa
sensibilidade para o diagnéstico de MI, embora,
quando presentes, consolidem o diagnéstico. Mais
recentemente tém sido correlacionados subtipos
destes anticorpos com diferentes manifestaces
de MI#°.

O diagnéstico de Ml foi apoiado na elevacao das
enzimas musculares, nos padroes tipicos no elec-
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tromiograma (EMG) e na ressonancia magnética
das coxas e consolidada pela excelente resposta a
terapéutica imunossupressora. A biépsia muscu-
lar constitui o teste mais importante e definitivo
para o diagnéstico de miopatia inflamatéria. No
entanto, para a sua correcta interpretacao, deve
ser efectuada preferencialmente antes do inicio da
corticoterapia e num musculo atingido, sobretudo
quadricipete ou delt6ide, contralateral arealizacdo
do EMG". Na nossa doente, os resultados da
bidpsia, efectuada antes do inicio de corticdides,
nio foram peremptorios.

Todavia, o local de realizacdo da bidpsia, efec-
tuada na regidao gemelar em vez da coxa, pode ter
sido factor de confundimento, uma vez que estdao
descritos vdrios artefactos na biépsia desta regiao.
Por outro lado, na MI, o envolvimento segmentar
do padrao inflamatério pode comprometer os
achados histolégicos, que podem néo estar inclui-
dos no material biopsado?**”. Real¢a-se neste caso
clinico que na histologia das biépsias realizadas,
além de nao existir infiltrado inflamatorio, foi de-
tectado um padrao de atrofia nas regides perivas-
cular e perifascicular, aspectos mais frequentes na
DM.

A terapéutica de primeira linha consiste na
administracdo de cortic6ides, na dose de predni-
sona 0.5 a 1mg/Kg/dia, sendo recomendada a as-
sociacdo de imunossupressores, dos quais o Me-
totrexato é eficaz e mais utilizado como primeira
opcao. A rapida resposta clinica e laboratorial da
nossa doente a corticoterapia levou a que se dis-
pensasse a juncdo de um dos farmacos atras refe-
ridos. A tendéncia actual é, no entanto, a de asso-
ciar precocemente imunossupressores a doses
mais baixas de cortic6ides. Nos casos refractdrios
ourecidivantes podem ser considerados tratamen-
tos mais agressivos como pulsos de metilpredni-
solona endovenosa, outros imunossupressores,
imunoglobulina endovenosa e a nova abordagem
com novos imunomoduladores>!!*,

Em concluséo, este caso ilustra a complexidade
do diagnéstico das miopatias inflamatérias, sendo
de relevar a apresentacdao numa doente jovem e a
evolucdo pouco frequente, com a presenga conco-
mitante de aspectos clinicos, laboratoriais, ima-
giolégicos e histolégicos caracteristicos, associa-
dos a outros menos frequentes neste grupo de
doencas.
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CASO CLIiNICD

ADULT-ONSET STILL 'S DISEASE

AND CYTOMEGALOVIRUS

INFECTIAON

Bento DP’, Tavares R", Baptista Leite R’, Miranda A", Ramos S”,Ventura F’, Aratjo C,
Cunha AR™, Matos AA™, Mansinho K

Abstract

We present a case of a previously asymptomatic 34-
year-old man that presented to the emergency de-
partment with two weeks of fever, arthralgia of the
wrists and knees and sore throat. He was diagno-
sed with cytomegalovirus (CMV) mononucleosis.
The patient remained symptomatic in the 5 fol-
lowing months. After an extensive workup to exclu-
de other clinical conditions, a liver biopsy was per-
formed and CMV hepatitis was diagnosed. He star-
ted valganciclovir therapy. Approximately one year
after the initial complaints, the patient remained ill
and presented clinical criteria compatible with
Adult Onset Still’s Disease. The patient had a
marked improvement after institution of predni-
solone, an effect that has been sustained during
the following months.

Keywords: Cytomegalovirus; Adult-onset Still Di-
sease; Cytotoxic Dysfunction.

Introduction

Adult-Onset Still ‘s Disease (AOSD) is a systemic in-
flammatory disorder affecting mainly young adults.
It typically manifests as a triad of symptoms that in-
clude high-spiking fever, a characteristic rash and
arthralgias. Fever generally exceeds 39°C and is
transient, lasting typically less than 4 hours, and is
most commonly daily or twice-a-day in pattern,
with the highest temperatures seen in the late af-
ternoon or early evening'. Serum inflammatory
markers are elevated in laboratory analysis, cha-

*Department of Infectious Diseases and Tropical Medicine, Egas
Moniz Hospital

**Department of Pathology, Santa Cruz Hospital
**Department of Internal Medicine lll, Sio Francisco Xavier
Hospital

*kDepartment of Rheumatology, Egas Moniz Hospital

Centro Hospitalar de Lisboa Ocidental EPE, Portugal

racteristically with leucocytosis, neutrophilia and
high ferritin, with absent reumatoid factor and an-
tinuclear antibodies. AOSD is considered the adult
correspondent of Systemic-Onset Juvenile Idiopa-
thic Arthritis (SOJIA). The original Still Disease des-
cribed by Sir George Frederick Still in 1897 affected
young persons. In children this disorder is included
in the group of Juvenile Idiopathic Arthritis?.

The cause of AOSD is unknown. An infectious
cause has been postulated, although a definitive
agent has yet to be identified®. Agents such as ru-
bella, mumps, echovirus 7, cytomegalovirus, Ep-
stein-Barr virus, parainfluenza, coxsackievirus B4,
adenovirus, influenza A, human herpes virus 6, par-
vovirus B19, hepatitis B, hepatitis C, Mycoplasma
pneumoniae, Chlamydia pneumoniae, Yersinia en-
terocolitica 3 and 9, Brucella abortus and Borrelia
burgdoferi have all been implicated as triggers in
the pathogenesis of AOSD. A link with the presen-
ce of certain Human Leukocyte Antigens (HLA)
have been described also in patients with AOSD,
namely HLA-B17, HLA-B18, HLA-B35 and HLA-
-DR2!. Proinflammatory cytokines such as inter-
leukin (IL) 1, IL-6, IL-18, Interferon Gamma
(IFN-vy), Tumor Necrosis Factor (TNF) and Macro-
phage Colony-Stimulating Factor (M-CSF) are ele-
vated in AOSD and are tough to have a major role
in pathogenesis®. It seems that the end result is a
global reactive syndrome with activation of ma-
crophage, natural-killer (NK) cells and B-lympho-
cytes, leading to a predominant cell-mediated im-
mune response. Diagnosis of AOSD is one of exclu-
sion, without specific clinical or laboratory anoma-
lies. The most widely accepted criteria set, as
presented by Yamaguchi and colleagues, is a com-
pilation of major and minor criteria with the exclu-
sion of infections, malignancies, and other rheu-
matic or systemic diseases (Table I)°. More recently,
Fautrel et al have proposed classification criteria
utilizing diagnostic markers of serum ferritin and
glycosylated ferritin, thought to be more specific for
AOSD¢. Treatment of AOSD is often challenging.
Options consist of non-steroidal anti-inflamma-
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Table I. Time evolution of laboratory results

June December February June
Result/Date 2007 2007 2008 2008
White Cells (cell/mm?®) 14.400 18.500 16.440 23.000
Neutrophils (%) 42 79 88 90
Lymphocytes (%) 46 25 29 20
AST (U/L) 70 150 112 40
I1gM CMV (UA/ml)! + + + —
Ferritin (ng/ml) 500 1.556 NR? 6.400

Immunoglobulins®

IgA 235 171 31 150
IgM 306 113 24 300
IgG 769 729 458 660

' Enzyme immunoassay (EIA). Cutt-off value for positive test is 1.20 UA/ml.
2Values not registered.

3 Normal values (IgA 50 — 400 mg/dl, IgM 50 — 300 mg/dl, IgG600 — 1500 mg/dI.

tory drugs, corticosteroids and other immunosup-
pressants or immunomodulatory drugs such as
methotrexate, gold, azathioprine, leflunomide,
cyclosporine and cyclosphosphamide, immuno-
globulin and cytokine inhibitors*.
Cytomegalovirus (CMV) is a herpesvirus that
usually causes a mononucleosis syndrome in im-
munocompetent persons, presenting with fever,
leukopenia, relative lymphocytosis, lymphadeno-
pathy, hepatosplenomegaly and myalgia. It is a
common infection in all human populations and
alarge percentage of healthy individuals (50-90%)
is chronically infected with the virus. In patients
with primary or acquired immunodeficiency, par-
ticular with depression of T-cell immunity, CMV
reactivation is associated with significant disease
in several organs and systems, such as lung, liver,
kidney, gastrointestinal tract, central nervous sys-
tem and heart”. Several immune disturbances are
described with primary CMV infection, like auto-
immune haemolytic anaemia and thrombocyto-
penia, vasculitis and hypogammaglobulinaemia®.
In immunocompetent individuals, it is generally
assumed that viral replication is suppressed predo-
minantly, but not exclusively, by CD8+ T-cell. A ma-
jor expansion of specific IFN-y secreting CD4+ T-
cellsis now being recognized being associated with
primary CMV infection. In acute state, the peak of
IFN-ysecreting CD4+ T-cells appears 10 days after
CMV DNA is detectable, being followed, 7 days la-
ter, by the appearance of immunoglobulin M and
immunoglobulin G and, 14 days later, by the

appearance of CMV-specific CD8+ T-cells. It seems
that both T-cell subtypes must be present to con-
trol viral replication and recovery from infection®.
Primary CMV infection generally doesn’'t need any
treatment. However, CMV reactivation in immuno-
supressed persons with end-organ disease needs
pharmacological treatment with drugs that block
viral DNA polymerase, such as ganciclovir, valgan-
ciclovir, foscarnet and cidofovir’.

Case Report

In June 2007 a previously asymptomatic 34-year-
-old man presented to the emergency department
with two weeks of fever, arthralgia of the wrists and
knees and sore throat. After one week of an empiri-
cally treatment course with amoxicillin-clavulana-
te (875/125 mg b.i.d) he also experienced a self-li-
mited morbilliform rash. His past history was
marked by a Wolf-Parkinson-White Syndrome de-
tected in his youth, treated with ablation of the car-
diac accessory pathway. He denied any recent drug
exposure or travel. On admission he exhibited a
39°C tympanic temperature, cervical adenopathies
and mild splenomegaly. The remaining physical
examination was unremarkable. Analysis showed
leukocytosis (14.400 cell/mm?), absolute and rela-
tive lymphocytosis with atypical forms, C-reactive
protein 3.53 mg/dL and Erythrocyte Sedimentation
Rate (ESR) 21 mm/1+h. Therewas aslight elevation
of transaminases (x 0.5 normal) and a positive CMV
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Figure I. Liver biopsy. A. PAS + intranuclear inclusions and periportal inflammatory infiltrate. B. Inmunohistochemistry
with CMV antiserum

IgM and IgG titters (Enzyme immunoassay, cut-off
for positive values > 1.2 UA/mL). The search for Hbs
and p24 antigens and antibodies against HIV,
HCV, HAV, EBV, Toxoplasma gondii and Strep-
tolysin-O was negative. CMV-induced mononucle-
osis syndrome was assumed, and the patient was
discharged with acetominophen.

He eventually remained symptomatic in the
following months. In October 2007, analytical eva-
luation showed a persistent leucocytosis, hepati-
tis (transaminases x 1.5 normal) and high CMV
IgM. A liver biopsy was performed. Histological
sections in hematoxilin/eosin identified epithe-
lioid granulomas, portal inflammation, nuclear
and cytoplasmic inclusions in hepatocytes and
Kupfer cells. Immunohistochemistry was compa-
tible with CMV infection (Figure 1). He was started
on valganciclovir (900 mg b.i.d). However, after 21
days of therapy, fever remained intermittently.

In February 2008 he maintained elevated titters
of CMV IgM and liver enzymes. Cultures of periphe-
ral blood and antibodies to other agents such as
Brucellaspp, Borreliaspp and Coxiella burnetiiwere
negative. Bone marrow aspirate showed only gene-
ralized hyperreactivity without other abnormalities
in the main cellular lineages. The culture of blood
marrow was negative. Echocardiogram, body com-
puterized tomography scan and upper and lower
gastrointestinal endoscopy were normal. Markers
for autoimmune/inflammatory diseases such as
ANA, ANCA and rheumatoid factors and tumor
markers were also negative. Cytometryshowed an
inversed TCD4+/TCD8+ ratio (ratio 0.52), with
CD4+T-cells 648 cell/puL (30%) and CD8+ T-cell 1240

cell/uL (57%), alow CD19+ B-cell count and a nor-
mal CD16+ NK-cell count (141 cell/pl, 7%). 1gA, IgG
and IgM levels were low (Table I). Tetanus and pneu-
mococcal vaccination resulted in antibody respon-
se, excluding Common Variable Inmunodeficiency.
In June 2008 he maintained fever and arthral-
gia of the wrists. He also complained of a light ge-
neralized myalgia, predominantly in the cervical
muscles. The wrists were found to be painful to
palpation, without erythema or edema. Analysis
registered leukocytosis (23.000 cell/mm?) with 90%
neutrophils, ESR 77 mm/h and ferritin 6400 ng/mL
(Table I). CMV IgM was negative, liver enzymes
and immunoglobulins levels were normal. Adult-
-Onset Still s Disease was suspected because the
patient had clinical and laboratory criteria consis-
tent with Yamaguchi criteria for AOSD (Table I and
II). The patient started naproxen 500 mg b.i.d.
After two weeks of this therapy, he experienced
only a partial improvement of symptoms. His
treatment was changed to prednisone 1mg/kg/
/day. There was a marked improvement after ins-
titution of this therapy, sustained over the following
weeks. Prednisolone was tapered during 3 months
to 5 mg q.d, and then were added to the treatment
regimen methotrexate (20 mg/week) and naproxen
(1 g q.d). The patient has been remained clinically
stable with this therapy until the present day.

Discussion

Clinical associations between AOSD and CMV in-
fection can been found in the literature®'*. Immu-
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Table Il. Yamaguchi Criteria for AOSD diagnosis

Yamaguchi Criteria

Diagnosls: 5 Criteria, at least 2 Major
Exclusion Criteria: Infection, Malignancies and
Rhematic diseases

Major

Arthralgia > 2 weeks

Fever > 39°, intermittent > | week
Typical rash

WBC> 10.000 (> 80% ganulocytes)

Minor

Sore throat
Lymphadenopathy and/or
Splenomegaly

Liver Function Tests abnormal

Yamaguchi M, Ohta A, Tsunematsu T, Kasukawa R, MiZushima Y,
Kashiwagi H, et al. Preliminary criteria for classification of adult Still's
disease. | Rheumato| 1992;19:424-30.

nologically, both entities can present abnormali-
ties involving T-cytotoxic dysfunction and high
production of IFN-y. Both are capable of inducing
an excessive activation and proliferation of T-cells
and macrophages, leading to an overwhelming
systemic inflammatory response.

A paradigm of this kind of reaction is the Ma-
crophage Activation Syndrome (MAS, also called
Reactive Hemophagocytic Syndrome), an immu-
ne “overreaction” that can occur both in patients
with AOSD and herpesvirus infection, particular
Epstein-Barr virus and CMV. This syndrome was
also reported in a patient that was diagnosed si-
multaneously with a CMV infection and AOSD!"*2,
It isa rare and life-threatening disease characteri-
zed by a generalized macrophage phagocytosing of
hematopoietic elements, and that usually presents
with fever, lymphadenopathy, hepatosplenome-
galy, liver dysfunction and coagulopathy. It is now
increasingly recognized that MAS bears close re-
semblance to other closed disorder, Secondary Ha-
emophagocytic Lymphohistiocytosis (HLH), a bet-
ter-defined entity seen in a heterogeneous group
of diseases including infections, neoplasms, hae-
matological conditions and autoimmune di-
sorders.

An immunological link approach MAS, HLH,
AOSD, SOJIA and some complicated CMV/other
herpesvirus infections: NK and cytotoxic CD8+ T-

-lymphocyte dysfunction. First, patients with vi-
rus-associated HLH showed a very low or absent
NK cytolytic activity. Second, it was demonstrated
that a quantitative and/or qualitative dysfunction
in NK cells result in exaggerated immune respon-
se to CMV. In the murine model this leads to expan-
sion of CD8+ T-cell that secrete IFN-y, an impor-
tant macrophage and inflammatory activator.
Third, it was also proved that CMV has evolved eva-
sion mechanisms to down-regulate or sequester
Major Histocompatibility Complex (MHC) mole-
cules, important signals for CD8+ T-cells. This ser-
ves as an activating signal for NK cells that trigger
their cytolytic activity. It was hypothesised that, af-
ter and infection with an agent like CMV in a sus-
ceptible host, a fail to kill infected cells and thus,
fails to remove antigenic stimulation, leads to a
persistent antigen-driven activation and prolife-
ration of T-cells that will cause an escalating cytoki-
ne production, leading to macrophage activation's.

In summary, the authors hypothesized that the
combination of genetic susceptibility of the host
(possibly a qualitative dysfunction in NK cells
and/or general cytotoxic immune status) and a
specific viral aggression (CMV infection), produced
an aberrant immune response that lead to a chro-
nic inflammatory disorder, AOSD.
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I IMAGENS EM REUMATOLOGIA I

CALCINOSE DISTROFICA DE VULVA
EM PACIENTE COM SINDROME CREST

Maria do Socorro Teixeira Moreira Almeida, Luciano Lima Carvalho, Josué Costa Arcoverde,

Ludmilla de Figueirédo do Vale Capucho, Camilla Tapety e Silva do Rego Monteiro, Gustavo Eduardo Pires Fontenelle

As calcificacoes dos tecidos moles surgem princi-
palmente no contexto de anormalidades no meta-
bolismo do célcio e fé6sforo, com deposicdo de cris-
tais de pirofosfato de célcio**. No entanto, podem
também ocorrer em doencas do coldgeno, em pro-
cessos malignos e em doencas sexualmente trans-
missiveis. Entre as doencas difusas do tecido con-
juntivo associadas a calcinose cutanea destacam-
se aesclerose sistémica, especialmente na forma li-
mitada (CREST), o lipus eritematoso sistémico
(LES), a dermatomiosite e a polimiosite **.

Na sindrome CREST (calcinose, fen6meno de
Raynaud, alteracdo da motilidade esofagica, escle-
rodactilia, telangiectasias), a calcinose aparece
como dep6sitos de material calcificado no subcu-
taneo principalmente nos tecidos moles das méaos
e cotovelos, sendo extraordinariamente rara a ni-
vel de regido vulvar.

Caso clinico: ES, 33 anos, feminina, branca, re-
feriu o aparecimento de multiplos n6dulos amare-
lados associados a prurido em genitdlia externa ha

Figura |. Calcinoses cutidneas na mao.

*Universidade Federal do Piaui, Hospital Getulio Vargas — Teresina
— Piaui

cerca de trés anos. Alguns n6dulos drenavam es-
pontaneamente material esbranquicado e de as-
pecto calcareo. A paciente relatou que, ha dois
anos, foi realizada exérese de algumas dessas no-
dulagdes vulvares com o laudo histopatolégico de
calcinose cutis, com reacdo granulomatosa na pe-
riferia do depésito de cdlcio. No entanto, ocorreu
recidiva das lesdes. Nao havia histéria de trauma ou
inflamacdo prévia em regiao vulvar. A paciente foi
diagnosticada com esclerose sistémica na sua for-
ma limitada-sindrome CREST - apresentando cal-
cinose em cotovelos, maos (Figura 1) e regido vul-
var (Figura 2); fend6meno de Raynaud em extremi-
dades, bastante doloroso e desencadeado pelo frio;
espessamento da pele, principalmente em dedos,
caracterizando esclerodactilia e multiplas lesdes
eritematosas (condizentes com telangiectasias)
distribuidas principalmente em regidao de face e
tronco. Realizou pesquisa de anticorpos que reve-
lou FAN (fator anti-nuclear) reagente na proporcao
de 1/160, com padrao nuclear pontilhado fino;
anti-centréomero e anti-Scl ndo reagentes. O painel
hematolégico e bioquimico tais como funcdo renal
e hepatica, niveis séricos de célcio, fésforo, eletré-

Figura 2. Calcinoses cutineas em regido vulvar.
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litos e &cido urico foram normais. Foram realiza-
dos ecocardiograma, tomografia computadoriza-
da de térax, esfagograma, radiografia toracica e
eletrocardiograma que se mostraram sem anor-
malidades. Instituiu-se, entdo, o tratamento com
pulsoterapia com xilocaina 2% e ciclofosfamida.

O célcio pode ser encontrado na pele em vérias
situacdes andmalas, constituindo-se em quadros
clinicos bem definidos de calcinose cutis. Esta
apresentacdo é comumente encontrada em dis-
tirbios do metabolismo do célcio e do fosfato e
em conseqiiéncia de doencas do tecido conjunti-
vo. Processos malignos, doencgas sexualmente
transmissiveis e traumas também podem ser incri-
minadas nesse processo®5*.

As calcinoses cutdaneas podem ser divididas em
quatro tipos clinicos: distréfica, metastatica, idio-
pdtica e iatrogénica’.

Entre as doencas difusas do tecido conjuntivo,
a desordem mais associada a calcinose cutanea é
a esclerose sistémica. Esta é uma doenca clinica-
mente heterogénea que afeta o tecido conjuntivo
dapele, 6rgaos internos e as paredes dos vasos san-
guineos. E caracterizada por alteracdes da micro-
vasculatura, distarbios do sistema imunitdrio e
pela macica producao e deposi¢ao de colageno e
outras substancias na matriz do tecido conjuntivo,
resultando em fibrose das estruturas envolvidas.
Os 6rgaos mais freqlientemente comprometidos,
além da pele, sdo os pulmoes, o trato gastrointes-
tinal, os rins e o coracao'.

A forma limitada de esclerose sistémica («Cuta-
nea Limitada») é caracterizada por um conjunto de
sinais e sintomas que definem a sindrome CREST.
H4 espessamento cutaneo restrito as regides dis-
tais ao cotovelo e joelho, podendo envolver, tam-
bém, a face e o pescogo. Nem todos os doentes
com esta sindrome desenvolvem todas as suas ma-
nifestacdes, mas devem estar presentes pelo me-
nos trés para se fazer o diagnéstico''. Pode-se con-
siderar a esclerodermia limitada como uma forma
branda de apresentacgdo da esclerose sistémica ou
como uma entidade completamente diferente. Na
verdade, embora possa ocorrer comprometimen-
to de qualquer estrutura interna, os pacientes tém
menos chance de desenvolver les6es em 6rgaos vi-
tais. Normalmente as mulheres sdo mais atingi-
das, na faixa etaria de 35-50 anos e frequentemen-
te tém histéria de fen6meno de Raynaud com va-
rios anos de evolugdo, como sucedia no caso des-
crito.

A calcinose resulta do actimulo de cristais de

célcio ou hidroxipatita em locais de uso excessivo
ou traumatismos (cotovelos, joelhos) e naqueles
afetados pelo fendmeno de Raynaud (méaos).
Quando associado a microulceragdes torna a drea
mais fridvel de dificil cicatrizagdo'?. A calcinose
ocorre mais em pacientes com anticorpos anticen-
trdmero positivo, anticorpo presente em 80% dos
pacientes com sindrome CREST. Nesta, a calcino-
se ocorre mais freqiientemente nas maos e pu-
nhos, sendo extraordinariamente rara na regiao
vulvar.

O tratamento de calcinose cutanea depende da
sua etiologia. Quando origindria de distirbios do
metabolismo de fésforo e célcio faz-se necessdria
areducao de seus niveis séricos. Na calcinose idio-
patica, excisdo cirtrgica é um tratamento efetivo e
ainda pode prover o diagnéstico. Nas calcinoses
distréficas presentes em doencas do colageno,
como na Sindrome CREST, sua terapéutica baseia-
-se no tratamento da doencga de base. Ademais, a
terapéutica tem que ser planejada individualmen-
te aolado recomendacdes basicas, atividades fisio-
terdpicas e competente orientagao psicolégica.

Calcinose cutdnea pode ser confundida com
doencas sexualmente transmissiveis, tornando es-
sencial que os ginecologistas reconhecam que cal-
cinose cutanea pode ocorrer em regido genital, en-
trando no diagnéstico diferencial de lesdes vul-
vares®.
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CALCINOSE EM DOENTE COM ESCLERODERMIA:
TRATAR OU AGUARDARTCY

Olga Gomes', Anabela Barcelos™

A calcinose subcutanea é uma das manifestaces
do Sindrome de CREST (Calcinosis, Raynaud s phe-
nomenon, Esophageal dysmotility, Sclerodactyly, Te-
langiectasias) que ocorre em cerca de 40% dos
doentes com Esclerodermia Limitada de longa evo-
lucdo e raramente na forma Difusa. A deposicao de
cristais de hidroxiapatite de célcio ocorre frequen-
temente nas maos, perto das eminéncias gsseas e
nos tecidos peri-articulares podendo contudo apa-
recer em qualquer localizacdo. A sua patogénese é
desconhecida. Na maioria das vezes, a calcinose é
assintomética.

A pele afectada pode parecer normal, inflama-
da ou ulcerada com saida de material leitoso calci-
ficado. O tecido ulcerado pode infectar facilmente
e devido ao reduzido aporte sanguineo a cicatriza-
¢do torna-se dificil, dolorosa e incapacitante.

As autoras apresentam o caso de uma doente do
sexo feminino, 34 anos de idade, raca caucasiana,
seguida em consulta de Reumatologia por Esclero-
dermia Limitada (CREST) e Sindrome de SjOgren
secunddario com 10 anos de evolugao. A doente re-
feriu dor na mio direita relacionada com calcino-
se no 4° e 5° dedos condicionando grande incapa-
cidade para as actividades da vida didria e para a
actividade profissional (costureira).

Ao exame objectivo apresentava para além da
esclerodactilia, calcinose no 4° e 5° dedos da mao
direita (Figura 1). No Rx das maos visualizavam-se
as calcificacoes nos tecidos moles do 4° e 5° dedos
damao direita (Figura 2). Um més depois surgiu na
consulta com ulceragdo do 5° dedo da mesma méao
e com saida de material leitoso sem infecc¢ao asso-
ciada (Figura 3). Passado meio ano apresentava
completa cicatrizacdo, sem sinais de calcinose (Fi-
gura 4) e sem ter realizado qualquer tratamento.

Nao ha tratamento efectivo para a calcinose sub-

*Interna do Internato Complementar de Medicina Interna,
Servigo de Reumatologia, Hospital Infante D. Pedro - E.PE,,
Aveiro

**Directora do Servi¢o de Reumatologia, Servico de
Reumatologia, Hospital Infante D. Pedro - E.PE., Aveiro

cutanea na Esclerodermia. A administracéo créni-
ca de Colchicina pode suprimir episédios de infla-
macao da pele em torno dos depésitos calcifica-
dos'. Os Bloqueadores dos Canais de Célcio, no-
meadamente o Diltiazem, tém sido usados no tra-
tamento destes doentes podendo melhorar os
sintomas relacionados com o Fénomeno de
Raynaud mas os seus efeitos a nivel da calcinose
ainda ndo estio demonstrados?. Pensa-se que a
proteina Gla, que é sintetizada a nivel hepético, te-

Figura I. Calcinose no 4° e 5° dedos da mao direita.

Figura 2. RX evidenciando calcificagdes nos tecidos
moles do 4° e 5° dedos da mio direita.
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ESCLERODERMIA

Figura 3. Calcificagio exposta no 5° dedo da mio direita.

nha um papel central no desenvolvimento das cal-
cificacdes ectopicas. Baixas doses de Varfarina de-
monstraram reduzir a extensdo da calcinose em
alguns doentes com Esclerodermia uma vez que
actua a nivel hepético inibindo a sintese da prote-
ina Gla® enquanto outros estudos ndo confirma-
ram esse efeito’. Num estudo com poucos doentes,
8 dos 9 doentes com Esclerodermia Sistémica Li-
mitada tiveram boa resposta a baixa dose de Mi-
nociclina®.

Outros estudos tém demostrado que a adminis-
tragdo de Hidr6xido de Aluminio® e de Probenecid
também sao tteis em alguns casos. O tratamento
com Corticosterdides orais nao é considerado efec-
tivo mas, de acordo com Hazen e col., os corticos-
teréides intralesionais tém sido associados a me-
lhoria da calcinose’. O tratamento com Bifosfona-
tos tém tido um sucesso limitado.

Em resumo, ndo existe um tratamento eficaz
para a prevencdo ou eliminac¢do da calcinose
sendo necessario mais estudos. Contudo, ndo nos
podemos esquecer que em 1986, Fink e Cook® re-
portavam que 55% dos doentes tém resolucao es-
pontéanea da calcinose como foi o caso da nossa
doente.
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Figura 4. Polpa digital do 5° dedo da méo direita sem
calcinose.
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I IMAGENS EM REUMATOLOGIA I

A IMPORTANCIA DA ECOGRAFIA
ABDOMINAL EM REUMATOLOGIAI

Anabela Barcelos’, Filomena Freitas™

O quisto hidatico é causado pela formalarvar da té-
nia Echinococcus granulosus que atinge acidental-
mente o homem através da ingestdo de alimentos
e dgua contaminados'.

Esta zoonose é endémica em vdrias regioes do
mundo, nomeadamente na mediterranica, na qual
se inclui Portugal Continental. Em vérias publica-
¢Oes internacionais, o nosso Pais tem sido conside-
rado hiperendémico no que respeita a equinococo-
se-hidatidose?mas alguns estudos realizados mos-
traram que esta classificacao epidemiolégica s6 é
valida para a regido do Alentejo*®.

Os quistos podem desenvolver-se em qualquer
orgdo do corpo humano, localizando-se preferencial-
mente no figado (50-75%) e no pulmao (15-25%)°.

Neste trabalho sera abordado apenas o quisto hi-
dético do figado.

Amaioria dos quistos hidéticos do figado sdo as-
sintomaticos, descobertos acidentalmente aquan-
do da realizacdo de uma ecografia abdominal por
outro motivo ndo relacionado com a doenca. Con-
tudo, num doente com dor localizada ao hipocén-

Figura |. Ecografia abdominal - formagiao expansiva de
conteldo liquido no lobo direito do figado com micro
septagdo endoluminal.

*Servigo de Reumatologia, Hospital Infante D. Pedro, E.PE — Aveiro
**Servico de Infecciologia, Hospital Infante D. Pedro, E.PE — Aveiro

drio direito, queixas dispépticas e eventualmente
ictericia, proveniente de zonas endémicas ou que
tenha contacto com c3es e gado bovino, este diag-
noéstico deve ser equacionado’.

O diagndstico baseia-se na hist6ria epidemiol6-
gica, em testes imunolégicos e exames imagiol6gi-
cos (ecografia ou TAC)®®. O tratamento de elei¢do
consiste na ressec¢ao cirurgica.

Os autores apresentam o caso de uma doente
com Artrite Reumat6ide com quisto hidatico do fi-
gado diagnosticado por ecografia abdominal rea-
lizada antes da introdu¢ao de metotrexato.

M.L.FA.E. de 59 anos de idade, trabalhadora fa-
bril, natural e residente em Aveiro, enviada a con-
sulta de Reumatologia por poliartrite simétrica e
aditiva envolvendo os punhos, pequenas articula-
¢coes das maos, joelhos e pés com cerca de um ano
de evolucdo. Negava queixas sistémicas associa-
das, nomeadamente dores abdominais, alteragoes
cutaneas, gastrointestinais ou urindrias. O estudo
analitico apresentava elevacdo dos parametros de
fase aguda (velocidade de sedimentagdo e protei-
na Creactiva), ndo se verificando outras alteracoes,
nomeadamente da funcao hepatica.

Figura 2. Ecografia abdominal - formagdo expansiva de
conteudo liquido no lobo direito do figado com alguns
ecos em suspensio.
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Foi estabelecido o diagndstico de Artrite Reu-
matéide e antes de iniciar o tratamento com me-
totrexato foram solicitados outros exames com-
plementares, entre os quais a ecografia abdominal.

A ecografia abdominal revelou «...volumosa for-
macao expansiva de contetido liquido com 122,8
mm de maior eixo no lobo direito do figado, nos
segmentosV e VI. Apresenta paredes regulares em-
boraligeiramente espessadas sobretudo a nivel da
vertente interna, com imagem de micro septacdo
endoluminal, e ainda alguns ecos em suspensio»
(Figuras1e2).

A doente foi orientada para a consulta de Infec-
ciologia onde foi diagnosticado quisto hidatico do
figado. A evolucao clinica foi favoravel tendo sido
submetida a intervencao cirtrgica e efectuado te-
rapéutica com albendazol que teve que suspender
por toxicidade hepatica.

Este caso evidencia a importancia da ecografia
abdominal, antes da introducdo de terapéutica
imunossupressora, nos doentes com Artrite Reu-
matéide, mesmo sem sintomas e/ou alteragdes la-
boratoriais sugestivas de doenga hepética.
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TOFO BOTOS0O DE LOCALIZACADO ATIPICA EM DOENTE

COM MULTIPLOS TOFOS BOTOSO0S

INFECTADOS

M. Coutinho’, A. Barcelos™

Os tofos gotosos podem apresentar diversas loca-
lizagdes, ao nivel da cabega e do pescogo, poden-
do, em alguns casos, mimetizar patologias infec-
ciosas ou mesmo neoplésicas. Existem na literatu-
ra alguns relatos que documentam a presenca de
tofos gotosos em localizacbes menos comuns,
nomeadamente sobre as cartilagens aritenéide’ e
tire6ide?, as cordas vocais'?, o osso hiéide!, a coifa
dos rotadores®, a conjuntiva®, a lingua® ou mesmo
sobre a piramide nasal'".

Os autores descrevem o caso de um doente do
sexo masculino, de 45 anos de idade, com antece-
dentes de gota tofacea crénica, hipertensao arterial
e etilismo crénico. Recorreu ao servico de urgéncia
do hospital da drea de residéncia por queixas de po-
liartralgias de ritmo misto, envolvendo as pequenas
articulagdes das maos, dos pés e de ambos os tar-
sos, com varios meses de evolucao e sem interva-
los assintomaticos. Antecedentes de traumatismo
recente de uma das maos, apds o que havia tenta-
do drenar, mediante a utilizacao de uma agulha, o
contetido de alguns tofos gotosos. A admissao,
apresentava um exame objectivo geral sem altera-

Figura |. Tofo gotoso localizado sobre a pirdamide nasal.

* Interna de Reumatologia, Servigo de Reumatologia dos
Hospitais da Universidade de Coimbra

** Directora de Servico, Servico de Reumatologia do Hospital
Infante D. Pedro EPE, Aveiro

coes e, ao exame reumatoldgico, poliartrite envol-
vendo as articulacées metacarpo-falangicas
(MCF’), interfalangicas proximais (IFP’s) e ambos
os tarsos. Associadamente, apresentava um tofo
gotoso sobre a piramide nasal (Figura 1) e, ao nivel
das maos, multiplos tofos gotosos com drenagem
purulenta (Figura 2), alguns dos quais expostos,
como consequéncia do traumatismo local recente
(Figura 3).

Laboratorialmente, apresentava as seguintes al-
teragdes: Hb: 9.4 gr/dL (anemia normocrémica e
normocitica), contagem de leucocitos: 20.4x10°/L
(neutroéfilos: 95%), velocidade de sedimentacdo: 77
mm (12 hora), ureia: 54.9 mg/dL, creatinina: 1.5
mg/dL, G-GT: 65 U/L, 4cido trico: 12.6 mg/dL e
PCR: 17.49 mg/dL. Durante o internamento, pro-
cedeu-se a avaliacdo do perfil lipidico (trigliceri-
deos: 257 mg/ /dL, com restantes parametros nor-
mais) e da uricosuria das 24 horas, a qual se reve-
lou diminuida (0.07 gr/24 h). A ecografia reno-ve-
sical ndo evidenciou alteracdes. Devido a presenca
de sinais sugestivos de infec¢do de alguns tofos go-
tosos, foram efectuadas culturas do exsudado pu-
rulento de alguns tofos (as quais se revelaram
positivas para Staphylococus aureus e Staphyloco-

Figura 2. Tofos gotosos com sinais de infec¢io local
(apos tentativa de drenagem com agulha pelo doente).
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Figura 3. Tofo gotoso exposto, no 5° dedo da mao
esquerda, apds traumatismo local.

cus epidermidis, sensiveis a eritromicina). As radio-
grafias das maos e dos pés revelaram sinais de des-
truicao da interlinha articular ao nivel das articu-
lacdes MCF’s, IFP’s e metatarso-falangicas (MTF’s),
bem como muiltiplas lesdes em «saca bocado». Foi
iniciada terapéutica com eritromicina (por vias t6-
pica e endovenosa), colchicina, omeprazol e flui-
doterapia. O doente apresentou uma favoravel
evolucdo clinica e analitica, tendo tido alta hospi-
talar ao 12° dia de internamento. Foi proposta a
realizacdo de rinoplastia estética, a qual o doente
recusou. Retomou mais tarde, em ambulatério, a
terapéutica com alopurinol (a qual havia sido
abandonada pelo doente).

O presente caso ilustra uma situagdo de coexis-
téncia de aumento da producdo de 4cido trico (em
contexto de desequilibrio alimentar e de etilismo
crénico), associada a uma diminuicdo da sua ex-
crecao renal (doente hipoexcretor). A cultura do
exsudado dos tofos gotosos, confirmou a presen-
¢a de infec¢do bacteriana, situacao que apresen-
tou uma favordvel evolucao clinica apés institui-
¢do de antibioterapia dirigida. O tofo gotoso loca-
lizado sobre a piramide nasal, apesar do compro-
misso estético inerente a sua localizacdo, ndo

condicionava qualquer sintomatologia.

Aremocao cirtrgica de tofos gotosos associa-se
a elevada incidéncia de complicacoes, habitual-
mente decorrentes da dificuldade de exérese de
tofos firmemente aderentes ou do tecido fibrético
circundante'. Contudo, tal opgao terapéutica de-
vera ser considerada em situagdes de infeccdo, ul-
ceracdo ou dor local acentuada, bem como por
motivos de ordem estética'. A abordagem cirtrgi-
ca por viaendoscopica tem demonstrado uma me-
nor incidéncia de complicagées, comparativamen-
te com os métodos de curetagem e de desbrida-
mento convencionais'.

Ainvulgaridade dalocalizacdo de um tofo goto-
so sobre a piramide nasal e a exuberancia da apre-
sentacao clinica deste doente, conferem a este caso
clinico caracteristicas muito peculiares, tornando-
-0, felizmente, pouco comum nos nossos tempos.
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CARTA A0 EDITOR

SERUM

Ie6A DEFICIENCY

IN SYSTEMIC

LUPUS ERYTHEMATOSUS

Thelma L Skare’,Ana Paula Franca Mantovani’, Mariel Perini Monclaro®

To the Editor,

Serum immunoglobulin A (IgA) constitutes 15
to 20% of the total immunoglobulin pool and is the
main immunoglobulin in mucous tissues'. Its de-
ficiency (IgA D) is the most common of primary
immunodeficiencies'. IgA D is defined as a serum
value under 0.05g/1 in people older than 4 years of
age and results from a failure of the IgM producing
B cell to evolve into a cell that produces IgA%3. The
primary form of IgA D is a genetic disease associ-
ated with histocompatibility complex haplotypes
such as HLA Al; B-8, DR3, A-29 and B14 as well as
with genes associated with C4 and tumor necrosis
factor (TNF) production'2.

IgA D is associated with autoimmune diseases
such as thyroiditis, systemic lupus erythematosus
(SLE), rheumatoid arthritis, scleroderma, psoria-
sis, celiac disease, miastenia gravis, etc'. Rankin
and Isenberg found 5 patients with IgA deficiency
among 96 SLE patients?. Rifle et al found it in 3 of
72 lupus patients’. Interestingly drugs such as sul-
phasalazine, d-penicillamine and phenytoin that
are known to induce lupus can also cause acquired
IgA D2,

AsIgADisvariable according to the ethnic back-
ground of the studied population' we searched for
it in 189 lupus patients from Southern Brazil (7
males and 182 females). This study was approved
by the local Committee of Ethics in Research and
all participants signed a written consent. None of
them was using gold salts, d-penicillamine, pheny-
toin or sulphasalazine neither had hepatitis C or
HIVinfection. The age at disease onset varied from
10 to 63.5 years (mean 29.6 +10 years) and mean
disease duration 6.6 +5.8 years. IgA was measured
by nephelometry and patients with values under
50mg/1 were considered deficient. As controls we
used literature data in IgA D of a study done in
11.576 healthy people from the same geographical
area®. Patient’s charts were reviewed for demo-

*Hospital Universitario Evangélico de Curitiba, Rheumatology
Unit - PR — Brazil

graphic and clinical data as well as for auto anti-
bodies profile. Statistical analysis was done with
the help of software Graph Pad Prism, 4.0, using
Fisher, chi-squared and Mann-Whitney tests ac-
cording to the studied variable.

We found IgA D in 11 (6.17%) individuals of the
studied population. Comparing this with a known
prevalence of 1.96% in the normal population of the
same geographical area®, we found to be highly sig-
nificant (p<0.0001). Gender and age of disease on-
setinlupus patients with and without IgA D was the
same (p=1,0 and 0,71 respectively).

Data on clinical and autoantibodies profile in
patients with and without IgA D is summarized in
Table I.

This study showed a higher rate of IgA D in sys-
temic lupus population of Southern Brazil when
compared with normal population but no differ-
ences in clinical or autoantibody profile could be
found in lupus patients with and without it. De-
spite the lack of influence of IgA D in the clinical and
laboratory findings of SLE, there are, at least, two
important reasons to justify this finding. The first
is that SLE patients have a high rate of infections
that are one of the most common cause of death in
this disease®. As IgA is an immunoglobulin that act
as a barrier preventing infections, IgA D may favor
their occurrence. The second is that the lack of IgA
may be linked to the onset of SLE. Among the pos-
sible explanations for this are'”*(a)- a common ge-
netic background for the two situations; (b)- favor-
ing viral infections such as Epstein Barr, CMV, etc
by IgA D — all of which are implicated in SLE phys-
iopathology; (c)- an anti-inflammatory action of
IgA. Interaction of IgA with Fco R1 of cellular mem-
brane causes activation of ITAM (tirosine based ac-
tivation motif) that causes inhibition of inflamma-
tory and autoimmune reactions. Lack of IgA nulli-
fies this inhibitory sign.

Concluding, systemic lupus patients from
Southern Brazil have an IgA D prevalence of 6.17%
and it is not possible to separate those patients by
clinical presentation or autoantibody profile.
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Table I. comparison of clinical data and autoantibodies profile in
systemic lupus patients with and without IgA deficiency (IgA D)
WithIgA D | Without

Variable (prevalence) n=11 IgADn=178 | p(*)

Arthritis (102/188 or 54.2%) 4 (36,36%) | 98 (55,36%) | 0,3502
Psychosis (6/186 or 3.2%) 0 6 (3,42%) | 1,0000
Convulsions (17/186 or 9.1%) | 1 (9,09%) | 16 (9,14%) | 1,0000
CVA (10/186 or 5.3%) 1 (9,09%) | 9(5.14%) |0,4649
Serositis (33/177 or 18.6%) 1 (9,09%) | 32 (19,27%) | 0,6920
Hemolysis (12/187 or 6.5%) 0 12 (6,8%) | 1,0000
Leucopenia (51/187 or 27.2%) | 4 (36,36%) | 47 (26,7%) | 0,4949
Plaquetopenia (41/187 or 21.9%)| 4 (36,36%) | 37 (21,02%) | 0,2609
Nephritis (83/189 or 43.9%)) 5 (5,45%) | 78 (43,82%) | 1,0000
Anti DNA (49/189 or 25.9%) 4 (36.36%) | 45 (25,28%) | 0,4797
Anti Ro (73/188 or 38.3%) 4 (36.36 %) | 65 (38.98%) | 1,0000
Anti La (32/188 or 17%) 1 (9,09%) | 31 (17.51%) | 0,6933
Anti RNP (45/175 or 25.7%) | (9,09%) | 44 (27.5%) |0,2918
Anti Sm = (40/176 or 21.3%) 0 40 (22,72%) | 0,1244
aCl IgM (22/177 or 11.7%) 0 22 (13.25%) | 0,3676
aCl IgG (28/189 or 14.8%) 1 (9,09%) | 26 (12,51%) | 1,0000
LAC (27/175 or 14.4%)) 1 (9,09%) | 26 (15,85%) | 1,0000

CVA = stroke
aCl= anticardiolipin
LAC= lupus anticoagulant
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DERMATOMIOSITE AMIOPATICA JUVENIL:

DESCRICAO DE UMA ENTIDADE

INCOMUM

Camila Cristina Bonin’, Rosa Maria Rodrigues Pereira™, Jozélio Freire de Carvalho™

Caro Editor,

A dermatomiosite € uma afec¢do muscular pou-
co freqiiente e grave que afeta a pele e os muscu-
los estriados, representados pela progressdo de
uma doenca auto-imune do tecido conjuntivo,
acompanhado de miopatia inflamatéria e fraque-
zamuscular. Ao lado de mecanismos auto-imunes,
sua etiologia inclui também fatores genéticos, am-
bientais e paraneoplésicos. Os sinais clinicos der-
matolégicos incluem papulas de Gottron, eritema
e edema periorbital denominado heliotropo’. Na
auséncia do quadro muscular durante um periodo
superior a seis meses?, a dermatomiosite passa a ser
chamada de adermatomiosite, dermatomiosite
sine miosite ou dermatomiosite amiopdatica?. Em
um trabalho americano a freqiiéncia de DM amio-
patica (DMA) foi de 10 a 20% de todos os casos de
dermatomiosite®. ADMA de inicio na infancia/ado-
lescéncia é uma condicdo muito mais rara do que
a do adulto. Nesse sentido, na literatura existem
cerca de 70 casos de DMA de inicio antes dos
18 anos de idade até o presente momento descri-
tos?*¢. Os autores descrevem aqui um caso de
dermatomiosite amiopdtica que teve inicio na ju-
ventude.

Paciente do sexo feminino, 27 anos, com hist6-
ria de dermatomiosite amiopdtica desde os 17
anos, caracterizado por Gottron em faces extenso-
ras das metacarpofalangeanas, interfalangeanas
proximais e cotovelos, heli6tropo, fendmeno de
Raynaud, calcinose em coxas e artralgia de joelhos
e punhos. A forca muscular era normal e negava
disfagia. As enzimas musculares estavam sempre
nafaixa de normalidade: creatinoquinase 140 IU/L,
aldolase 4.9 IU/L, aspartato amino transferase
(AST) 23 U/L, alanina amino transferase (ALT) 11

*Biomedicina, Universidade Cidade de Sio Paulo

**Servigo de Reumatologia, Hospital das Clinicas da Faculdade de
Medicina da Universidade de Sio Paulo e Faculdade de Medicina
da Universidade de Sio Paulo, Sio Paulo, SP, Brazil

Este trabalho recebeu grants da Federico Foundation (para J.FC.) e
CNPq (305691/2006-6 para R.M.R.P.e 300665/2009- para ).FC.).

IU/L e lactato desidrogenase (LDH) 343 IU/L. A
biépsia de musculo apresentava padrdes dentro da
normalidade. As sorologias para toxoplasmose, ci-
tomegalovirus, rubéola, HIV, mononucleose foram
negativas e os hormonios tireoidianos normais.
Apresentava anticorpos antintcleo positivo 1/200
padrdo pontilhado, com anti-U1RNP, anti-Jo-1 e
outros auto-anticorpos negativos. Os valores de ga-
maglobulina foram normais. A tomografia compu-
tadorizada de alta resolucao do térax, a prova de
funcdo pulmonar e o eletrocardiograma foram nor-
mais. A paciente foi tratada com prednisona (dose
maxima de 50 mg/dia), metotrexato (25 mg/sema-
na) azatioprina (maximo de 175 mg/dia), cloroqui-
na (250 mg/dia) e colchicina (1,5 mg/dia) e pulso
de metilprednisolona evoluindo com boa resposta
clinica com regressao completa dos sinais cutaneos
e da poliartralgia. Atualmente, encontra-se assin-
tomadtica, em seguimento ambulatorial, em uso
apenas de cloroquina 250 mg/dia.

As maniefstacoes da dermatomiosite amiopati-
ca podem ocorrer por periodos prolongados de
tempo (6 meses ou mais), sem desenvolver clinica-
mente uma doenca muscular significativaz E con-
siderada uma doencarara, que pode manifestar-se
de maneiras diferentes em varios pacientes, levan-
do a atraso no diagnoéstico e conseqiiente atraso
no tratamento’. As caracteristicas clinicas e labo-
ratoriais podem variar de leve a grave e de aguda a
cronica, o diagnéstico precoce se ap6ia sobre o re-
conhecimento destas caracteristicas tipicas da
doenca’.

A etiologia e a patogénese da DMAJ sdo desco-
nhecidas, mas tém sidos sugeridos mecanismos
potenciais patogénicos que incluem predisposicdo
genética e fatores desencadeantes como agentes
infecciosos, papel do complemento e moléculas de
adesdo®. Na nossa paciente, os agentes etiologicos
infecciosos mais comuns foram afastados. Em es-
tudos sao relatados uma freqiiéncia do sexo femi-
nino em DMA]J em proporcdes de 2:1°. A idade de
inicio na DMJ é entre 8 e 9 anos!?, sendo a média
entre 7,8 anos’. Na literatura sdo descritos 70 casos
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de dermatomiosite amiopatica juvenil>*°. A maio-
ria da evolucdo dos casos foi acompanhada por
caracteristicas histolégicas comuns da dermato-
miosite juvenil cldssica, tais como achados cuta-
neos, fraqueza muscular proximal, elevagdes das
enzimas musculares séricas, bi6psia anormal de
musculo, entre outros®*°.

O tratamento utilizado e o mais recomendado
para a DMAJ é o uso de glicocortic6ides®. Alguns
autores preferem tratar a dermatomiosite juvenil
de inicio amiopdatico de modo agressivo utilizan-
do-se agentes imunossupressores como metotre-
xato e azatioprina, em um esfor¢o para minimizar
o risco de progressao para miosite>*. Qutras auto-
ridades sao a favor de abordagens mais conserva-
doras, com tratamentos que se dirijam para o con-
trole sintomatico da doencga de pele e mitsculo, se
utilizando de repeti¢cdes de exames clinicos e de-
terminacoes de CK (creatinoquinase) no soro**.
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DEVEMOS ABANDOONAR A VERTEBROPLASTIA
NO TRATAMENTO DODAS FRACTURAS VERTEBRAIS
COMPRESSIVAS OSTEOPOROTICAST?

Nuno Neves, Manuel Ribeiro-Silva, Pedro Cacho-Rodrigues, Rui Matos, Rui Pinto’

Devemos abandonar a vertebroplastia
no tratamento das fracturas vertebrais
compressivas osteopordticas?

A propésito de 2 artigos

Avertebroplastia é um procedimento minimamen-
te invasivo que consiste na injeccao percutanea de
um cimento 6sseo no corpo vertebral, o que lhe
confere estabilidade e previne colapso adicional.

Foi introduzida nos finais dos anos 80 no trata-
mento de tumores vertebrais e desde entdo tem ga-
nho popularidade, particularmente no tratamen-
to de fracturas vertebrais compressivas osteoporé-
ticas. Uma simples pesquisa na Medline pela pala-
vra-chave “vertebroplasty” gera mais de 1.400
referéncias o que mostra o interesse médico e in-
vestigacional neste procedimento.

Os resultados da maioria dos estudos sao parti-
cularmente favordveis a esta técnica. Revisoes sis-
temadticas recentes? mostram que é uma técnica
eficiente, com alivio significativo da dor e melho-
ria da mobilidade e qualidade de vida. A taxa de
complicacdes é baixa e na maioria das vezes sem
significado clinico. Contudo, os mesmos estudos
alertavam j4 para a auséncia de ensaios randomi-
zados controlados comparando a vertebroplastia
com o tratamento médico convencional nas frac-
turas vertebrais osteoporoticas.

Os poucos estudos comparativos disponiveis até
hda pouco tempo incluem séries pequenas, nao ran-
domizadas e, na maioria dos casos, com curto tem-
po de seguimento®*. Nestes, hd uma clara tendén-
cia para um maior alivio da dor com a vertebroplas-
tia face ao tratamento médico, mas os resultados
sao por vezes contraditérios.

Recentemente foram publicados 2 artigos®’ co-
locando em causa os resultados da vertebroplastia,
que tém gerado fortes reaccoes da comunidade
médica e que tiveram um impacto inusitado na

*Grupo da Coluna, Servigo de Ortopedia, Hospital de Sio Jodo —
Faculdade de Medicina da Universidade do Porto

opinido publica, nomeadamente na imprensa nor-
te-americana.

Ambos os estudos, baseados em ensaios rando-
mizados e controlados concluem néo haver bene-
ficio da vertebroplastia em nenhum tempo de se-
guimento face a um procedimento placebo.

Deveremos por isso abandonar esta técnica que
faz ja parte do armamentério terapéutico comum
nas fracturas vertebrais osteoporéticas?

Embora néao queiramos colocar em causa artigos
que representam as primeiras tentativas sérias de
produzir evidéncia de qualidade para um procedi-
mento que j4 estd na pratica clinica ha mais de 20
anos, ndao podemos deixar de levantar algumas
questdes que foram ja abordadas por diversos au-
tores® !,

Ambos os artigos definem um ano como o tem-
po para considerarmos a fractura como aguda, o
que é naturalmente controverso, e estd em oposi-
¢do as 4-6 semanas habitualmente referidas na li-
teratura. Este limite leva a que se considerem como
comparaveis fracturas com tempos muito distintos.
Foi utilizada a cintigrafia para confirmacdao num
dos artigos, método pouco habitual, e a ressonan-
cia magnética (RMN) apenas em casos considera-
dos duvidosos, no outro. Uma linha de fractura foi
considerada suficiente para classificar a fractura
em aguda, quando poder4 tratar-se de um caso de
pseudartose.

O recrutamento de doentes levanta outro pro-
blema. Um dos estudos® levou mais de 4 anos para
recrutar 141 participantes, o outro’ necessitou de
1.812 potenciais participantes para conseguir in-
cluir 131. Na maior parte dos casos tratou-se de re-
cusa em participar na aleatorizacao o quelevaaum
viés de seleccdo.

Embora se mencione ter sido utilizado um pro-
cedimento placebo, na realidade tratou-se de um
bloqueio facetério. E sabido que muitos destes
doentes apresentam alteracdes degenerativas zi-
gapofisdrias, potencialmente dolorosas e que este
procedimento poder4 ter sido responsavel pela me-
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lhoria verificada.

Por udltimo refira-se que os outcomes utilizados
nem sempre foram bem definidos, como se pode
compreender pelo conceito, ndo explicado, de
«overall pain», no estudo de Buchbinder et al.

Parece assim claro que ndo estamos em presen-
¢a de estudos definitivos, nem os seus resultados
sdo tao diferentes daquilo que se vem publicando.
Devemos ter em atencao estes trabalhos, sem es-
quecer que a evidéncia da eficicia de uma técnica
se faz pelo acumular de todos os dados ao longo
do tempo, que para a vertebroplastia sdo clara-
mente favordveis.

Os estudos randomizados em curso deverdo es-
clarecer melhor qual o papel reservado a vertebro-
plastia no tratamento das fracturas vertebrais com-
pressivas osteoporoticas.
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I AGENDA I

4th EULAR COURSE
Local e Data: Genova, Italia, 9 a 11 de Setembro de 2010

XIl Férum 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

32nd American Society for Bone and Mineral Research Annual Meeting

Local e Data: Toronto, Canada, 15 a 19 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

74th American College of Rheumatology Annual Meeting
Local e Data: Atlanta, EUA, 7 a 11 de Novembro 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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INSTRUCTIONS FOR AUTHORS

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

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

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

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

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

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

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

Authors have to disclose potential conflicts of interest.

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

a) accepted without changes;

b) accepted after modifications suggested by the board;

c) refused.

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

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

Instructions to authors

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

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

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

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

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

Manuscripts should be organized as explained below:

Page 1

a) Title in Portuguese and in English;

b) Authors' names and affiliations;

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

d) Source(s) of grants support;

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

f) Short running title.

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

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

c¢) Keywords

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

Page 3 and following pages

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

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

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

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

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

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

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

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

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

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

Authors areresponsible for the accuracy of the references.

Examples:

— Journal article

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

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

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

— Chapter in Book

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

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

— Book

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

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

- Online document

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

Tables: Tables should be cited in the text with Roman
numerals. Each table should be double typed on a sepa-
rate sheet, have a title and contain no vertical rulers. Ho-
rizontal lines should be used only as separators between
titles and subtitles. Explain all abbreviations at the bot-
tom.

The number of tables should be limited as described
above.

Figures: Cite each figure in the text in consecutive or-
der using Arabic numerals. Legends should be listed at the
end of the manuscript, after the references, double typed.
Send the figures in separate files to each figure in the for-
mat JPEG or TIFE

The number of figures should be limited as described
above.

Editorials: Editorials will be requested by the editor
and will be comments on important issues or on articles

published in the journal. Editorials should not exceed
1200 words, with a maximum of 15 references and no ta-
bles or figures.

Review articles: Review articles will be commissioned
by the editor. However, authors interested in presenting
areview article are welcomed to contact the editor.

Review articles should not exceed 4000 words, 6 ta-
bles/figures and 100 references.

Letters: Letters to the editor must be a comment on a
journal article or a short clinical study or case report. They
cannot exceed 600 words, a maximum of 10 references
and one table or one figure.

Images in Rheumatology: Images of particularly in-
terest can be submitted. They should contain a maximum
of 4 figures, in JPEG or TIFF format. The accompanying
text must have a maximum of 500 words.

Modifications and proofreading: Articles accepted
subject to modifications, will be sent to the authors that
will have 1 month to modify them according to suggesti-
ons. A letter should be written for each reviewer and the
changes should be highlighted in the main manuscript
with a different font color. Contributors will receive page
proofs of the accepted papers for approval.

Cover Letter draft:
Send with manuscript to The Editor: helenacanhao@
netcabo.pt

The authors certify that the manuscript entitled
(ref
ARP ) is original, all data are based on their own
research and that the manuscript does not violate
copyright or privacy regulations. They further state
that the manuscript hasn’t been partly or totally publis-
hed or submitted to publication elsewhere.

The authors declare that they hold total copyright for
this paper and that they assume collective responsibi-
lity for its contents and also that any conflict of inte-
rest is acknowledged.

And submitting this paper, the authors transfer copy-
rights interests to Acta Reumatolégica Portuguesa.

All authors must sign.
Name (capitals):
Date:

Signature:
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