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Sindromes de Fadiga Pés-Infecdao na Era da COVID Longa: O Caso da
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COVID longa como sequela da pandemia de COVID-19

Faz mais de quatro anos que a Organizagdo Mundial da
Saude (OMS) declarou o inicio da pandemia de COVID-19.
Agora, a doenga ja nédo é considerada uma prioridade de
saude publica em Portugal. Contudo, este periodo de maior
acalmia tem revelado um outro problema ja reconhecido
pelo Servico Nacional de Saude (SNS) e pela comunidade
médica portuguesa: alguns individuos continuam a mani-
festar varios sintomas apds a aparente resolugéo da infe-
¢éo pelo novo coronavirus. Alguns desses individuos pare-
cem entrar numa fase cronica dos seus sintomas. Quando
a duracao dos sintomas atinge a barreira dos trés meses,
esses individuos recebem um diagnéstico de ‘COVID lon-
ga’ ou de ‘condicdo p6s-COVID-19'.

O quadro clinico desses pacientes é bastante variavel,’
podendo prevalecer um cansago persistente e profundo
sem razao aparente e um mal-estar apos atividades fisicas,
mentais e emocionais. Em particular, esse mal-estar pos-
-esforgo (post-exertional malaise ou PEM) sé desaparece
ao fim de mais de 24 horas, 0 que sugere um processo
lento de recuperagéo por parte do organismo. Os doentes
de COVID longa podem também relatar a presenca de ce-
faleias, problemas de concentragdo, perdas de memodria,
dispneia, entre outros sintomas.

COVID longa e as sindromes de fadiga pés-infegao

A COVID longa pode ser enquadrada na familia das
sindromes de fadiga pds-infegao (SFPI). Estas sindromes,
tipicamente cronicas, podem ocorrer como uma sequela de
um surto epidémico. As SFPI sdo frequentemente reporta-

das e investigadas pelas entidades de saude oficiais, mas
o0 seu interesse clinico e cientifico torna-se residual com o
passar do tempo. Um exemplo ilustrativo dessa situagcao &
a sindrome de fadiga crénica pés-Ebola que foi reportada
ap6s o surto de Ebola, na Africa Ocidental, entre 2014 e
2016. Em 2017, esta sindrome constava nos conhecidos
relatorios The Global Burden of Disease (GBD),? tendo de-
saparecido dos relatérios mais recentes.®

A detegdo destas sindromes torna-se problematica
quando os seus casos ocorrem sem um forte enquadra-
mento epidemioldgico. Muitos casos parecem cair num
limbo em que, apesar de ultrapassada a fase aguda da
infecdo, o paciente vai passando de especialista em es-
pecialista, sem que nenhum deles consiga estabelecer um
diagnostico concreto ou uma terapéutica adequada.

Encefalomielite mialgica/sindrome de fadiga crénica

Este limbo clinico é vivido diariamente por muitos pa-
cientes de encefalomielite mialgica/sindrome de fadiga
cronica (EM/SFC), uma das SFPI mais conhecidas.* Os
escassos dados epidemioldgicos para a EM/SFC apontam
para uma origem infeciosa em cerca de 70% dos casos
diagnosticados; os restantes 30% parecem ter sido desen-
cadeados por exposi¢cdes a quimicos, cirurgias, situacdes
profissionais desgastantes, entre outras.’ Contudo, a atual
evidéncia cientifica sugere que a EM/SFC tem uma origem
autoimune, quando desencadeada por uma infegdo.® Uma
autoimunidade descontrolada foi também equacionada na
patogénese da COVID longa.’
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Sendo o diagndstico da EM/SFC feito a partir da ex-
clusdo de doengas conhecidas, juntamente com a satisfa-
¢aéo de um conjunto de sintomas-chave (vide Tabela 1), é
dificil conhecer a realidade epidemiolégica da doenga na
populagédo. Contudo, uma reviséo sistematica dos estudos
epidemioldgicos publicados até agora sugere uma preva-
Iéncia de 0,89% [95% CI = (0,60% - 1,33%)] utilizando o
critério de diagnostico acordado pela agéncia Centers for
Disease Control and Prevention dos Estados Unidos da
América (Tabela 1).° Estas estimativas, sendo extrapoladas
para uma populagéo residente de 10 467 366 habitantes
em Portugal’, traduz-se num total de cerca de 93 160 [95%
Cl = (62 804 - 139 216)] pessoas afetadas no pais.

Num contexto oficial, a OMS reconhece a EM/SFC
como uma doenga neuroldgica desde 1969. De acordo
com o International Classification of Diseases, 11" revision
(ICD-11), a doenga esta classificada dentro das doengas do

sistema nervoso, com o cédigo 8E49, “sindrome de fadiga
apos infecado viral”. A doenca também tem um reconheci-
mento oficial nos Estados Unidos da América, Australia,
Reino Unido e Franga. Em Portugal, a EM/SFC, conjunta-
mente com a fibromialgia, figuram no Plano Nacional Con-
tra as Doengas Reumaticas de 2005, estando dentro das
“sindromes de dor e fadiga cronicas”.

Na pratica, os profissionais de saude, incluindo médicos
de familia, tendem a desconfiar da existéncia da EM/SFC
como entidade clinica verdadeira,® mesmo no Reino Unido
onde ha um maior reconhecimento da doenga. Como tal, os
planos de tratamentos sdo amiude virados para a gestéao
da saude mental dos pacientes, tais como a terapia cogni-
tivo-comportamental modificada ou a terapia do exercicio
gradual. A terapia cognitivo-comportamental modificada
parece trazer alguns beneficios para os pacientes a curto-
-prazo (e.g., reducdo dos niveis de ansiedade), mas nado a

Tabela 1 — Trés critérios internacionalmente reconhecidos para o diagnéstico de EM/SFC que assentam em duas condiges de base:
(i) reducdo da capacidade ou mesmo total incapacidade em executar atividades (profissionais, educacionais ou pessoais) que eram
passiveis de serem executadas antes do inicio da doenga; (ii) fadiga que persiste por mais de seis meses, que nao seja resultante de
um esforgo excessivo (por exemplo, excesso de trabalho), que ndo existia antes do inicio da doenga, e que ndo possa ser explicada por

uma outra doenga conhecida.

Critério de diagnéstico (pais) Descrigao

Centers for Disease Control and Prevention .

Presenga de pelo menos quatro sintomas dentro dos seguintes oito sintomas-

(EUA) chave: (i) perturbacdes no sono que ndo conducentes a recuperacdo da fadiga
ou a resolugdo dos sintomas; (ii) odinofagia (dores de garganta); (iii) sintomas de
gripe; (iv) ganglios linfaticos dolorosos; (v) problemas de memdria recente ou de
concentragao; (vi) mialgias (dores musculares); (vii) dores em multiplas articulacdes
sem tumefagdo ou eritema visiveis; (viii) mal-estar apés esforco.

Canadian Consensus Criteria .
(Canada)

Mal-estar apds esforgo em que os sintomas podem agravar-se apés um esforgco
fisico, mental, fisico ou emocional;

* Perturbagdes no sono que néo leva a recuperagéo da fadiga ou a resolugdo dos

sintomas;

*  Presencga de dor (muscular, articular ou cefaleia);

* Pelo menos dois sintomas dentro dos seguintes: (i) confusdo mental (obnubilagéo
mental ou brain fog); (ii) problemas de meméria recente e de concentragao; (iii)
desorientagdo; (iv) dificuldade em processar a informagado; (v) distdrbios na
capacidade sensorial e percetiva;

* Pelo menos um sintoma de no minimo dois dos seguintes dominios: (i) autonémico
(e.g., intolerancia ortostatica, problemas urinarios); (ii) neuro-enddcrino
(extremidades frias, dificuldade na regulacdo da temperatura corporal); (iii)
imunoldgico (e.g., odinofagia ou adenopatias dolorosas).

National Academy of Medicine .

Reducédo da capacidade ou mesmo total incapacidade em executar atividades

(EUA) (profissionais, educacionais ou pessoais) que eram passiveis de serem executadas
antes do inicio da doenga;

« Fadiga que persiste por mais de seis meses, que nao seja resultante de um esforgo

excessivo (por exemplo, excesso de trabalho), que ndo existia antes do inicio da

doenga;

* Mal-estar apos esforgo onde os sintomas podem agravar-se ap6s um esforgo fisico,
mental ou emocional;
* Perturbagdes no sono que néo leva a recuperagao da fadiga ou a resolucéo dos

sintomas;

* Presenca de um problema cognitivo (e.g., dificuldade em pensar, recordar, formar
ou mesmo verbalizar um pensamento) ou de intolerancia ortostatica (e.g., desmaio,
nausea) ou ambos.

Revista Cientifica da Ordem dos Médicos 820

www.actamedicaportuguesa.com



Sepulveda N, et al. Sindromes de fadiga pés-infegdo na era da COVID longa: EM/SFC, Acta Med Port 2024 Dec;37(12):819-822

longo prazo. Por sua vez, a terapia de exercicio gradual,
apos um periodo de recomendacgéo pelo National Institute
for Clinical Excellence do Reino Unido, é atualmente desa-
conselhada pela mesma instituicdo, pela possibilidade de
provocar PEM. Em Portugal, existem orientagbes para o
diagndstico e para a pratica clinica em COVID longa desde
2022 (norma numero 002/2022 do SNS), o que n&o se pas-
sa para a EM/SFC. Para colmatar esta auséncia de orien-
tacbes, sugerimos a criacdo de uma norma baseada nas
praticas consensuais de diagnostico e de tratamento pro-
duzidas pela Rede Europeia em EM/SFC (EUROMENE)
em 2021.°

A mesma descrenga na existéncia da EM/SFC tem,
também, fortes repercussées fora do ambito da pratica
clinica. Em termos cientificos, uma das repercussbes vem
dos relatérios GBD que tém como principal objetivo estimar
o impacto de doencas e lesbes em métricas de saude, tais
como a taxa de mortalidade, a qualidade de vida ajustada
pela idade, ou os anos de vida ajustados pela incapacita-
¢do. Por sua vez, as estimativas destas métricas guiam
os decisores politicos no financiamento, na afetagéo de
recursos e nas politicas a seguir nos sistemas nacionais
de saude. O relatério mais atual contabiliza 371 doengas/
lesbes catalogadas, no qual a COVID longa parece estar
representada na categoria “Other COVID-19 outcomes”.?
Qualquer mengéao a EM/SFC esta ausente desse relatério.

A auséncia da EM/SFC deste relatorio de grande disse-
minacao torna a condig&o invisivel para o mundo. Esta invi-
sibilidade leva a simples desconsideragédo do impacto dire-
to da doenga na vida dos pacientes bem como do impacto
‘técnico’ em métricas ligadas a qualidade de vida, ao grau
de incapacitagdo, ou mesmo tempo de sobrevida. Amesma
invisibilidade também conduz a situagao de inexisténcia de
politicas sociais ou de saude publica (e.g., aposentagao por
invalidez ou a criagao de clinicas especializadas neste tipo
de doencgas complexas) que sirvam de apoio aos individuos
afetados e as suas familias.™

Uma janela de esperancga para os pacientes de COVID
longa e EM/SFC

Nos passados dias 3 e 4 de abril de 2024, ocorreu
em Lisboa a primeira conferéncia internacional dedicada
aos avangos clinicos e cientificos em COVID longa e EM/
SFC. Esta conferéncia inédita teve a peculiaridade de
ter sido organizada por pacientes e voluntarios, a que se
juntaram espontaneamente clinicos e investigadores de
prestigio internacional na partilha do seu conhecimento
[Fig. 1 do Apéndice 1 (Apéndice 1: https://www.
actamedicaportuguesa.com/revista/index.php/amp/article/
view/21845/15531)]. A sugestdo principal da conferéncia
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foi a criagdo de um centro especializado nacional, focado
no diagndstico, na gestéo clinica e na investigagao de EM/
SFC e outras SFPI.

Existe, portanto, evidéncia cientifica disponivel para
criar normas de orientagéo clinica de diagndstico e de trata-
mento para EM/SFC em Portugal. A criagdo dessas normas
e a sua divulgagcdo no SNS sdo entdo uma prioridade na
resposta as necessidades especificas deste grupo clinico.
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Schizophreniform Disorder Related Hospitalizations: A Clinical and Demographic

Analysis of a National Hospitalization Database
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Demografica de uma Base de Dados Nacional

Inés TEIXEIRA DA CUNHADA", Celeste SILVEIRA?, Alberto FREITAS®, Manuel GONCALVES PINHO*®
Acta Med Port 2024 Dec;37(12):823-830 = https://doi.org/10.20344/amp.21714

ABSTRACT

Introduction: Schizophreniform disorder manifests itself with similar symptoms to schizophrenia, but it is distinguished from the latter by its shorter
duration, varying between at least one and six months. This study aimed to describe and analyze schizophreniform disorder related hospitalizations in a
national hospitalization database.

Methods: We planned a descriptive retrospective study using a nationwide hospitalization database containing all hospitalizations registered in Portu-
guese mainland public hospitals from 2008 to 2015. Hospitalizations with a primary diagnosis of schizophreniform disorder were selected based on the
International Classification of Diseases version 9, Clinical Modification (ICD-9-CM) code of diagnosis 295.4x. Data regarding birth date, sex, residence
address, diagnoses, length of stay, discharge status, and hospital charges were obtained. Comorbidities were analyzed using the Charlson Index Score.
Independent Sample t tests were performed to assess differences in continuous variables with a normal distribution and Mann-Whitney-U tests when no
normal distribution was registered.

Results: In Portuguese mainland public hospitals, a total of 594 hospitalizations with a primary diagnosis of schizophreniform disorder occurred during
the eight-year study period. Most, 72.1% (n = 428), were observed in male patients. The mean age at admission was 34.34 years in male patients and
40.19 years in female patients. The median length of stay was 17.00 days and in-hospital mortality was 0.5% (n = 3). Only 6.1% (n = 36) of the hospital-
ization episodes had one or more registered comorbidities. Forty-one readmissions were documented.

Conclusion: Hospitalizations with a primary diagnosis of schizophreniform disorder occur more frequently in young male patients. This is, to the best of
our knowledge, the first nationwide study analyzing all hospitalizations due to this diagnosis in Portugal.

Keywords: Hospitalization; Psychotic Disorders

RESUMO

Introducgéo: A perturbagao esquizofreniforme manifesta-se com sintomas semelhantes aos da esquizofrenia, mas distingue-se desta pela sua duragao
mais curta, que varia entre um e seis meses. O objetivo deste estudo foi descrever e analisar as hospitalizagdes por perturbagéo esquizofreniforme
numa base de dados nacional de internamentos.

Métodos: Planeamos um estudo retrospetivo, utilizando uma base de dados de hospitalizagbes a nivel nacional, contendo todos os internamentos regis-
tados em hospitais publicos de Portugal Continental entre 2008 e 2015. As hospitalizagdes com diagnéstico primario de perturbacéo esquizofreniforme
foram selecionadas com base no cédigo de diagndstico 295.4x da Classificagao Internacional de Doencgas versédo 9, Modificacdo Clinica (CID-9-CM).
Foram obtidos dados relativos a data de nascimento, ao sexo, a zona de residéncia, aos diagndsticos, a duragdo do internamento (length of stay), ao
estado de alta e as despesas hospitalares. As comorbilidades foram analisadas com recurso a pontuacdo do indice de Charlson. Foram efetuados
testes t para amostras independentes para avaliar diferengas em variaveis continuas com distribuicdo normal e testes Mann-Whitney-U quando esta
distribuicdo nao foi registada.

Resultados: Nos hospitais publicos de Portugal Continental, ocorreu um total de 594 internamentos com o diagnostico primario de perturbacgéo esqui-
zofreniforme durante o periodo de oito anos selecionado. A maioria, 72,1% (n = 428), estava associada a doentes do sexo masculino. A idade média de
admissao foi de 34,34 anos nos homens e de 40,19 anos nas mulheres. A mediana do length of stay foi de 17,00 dias e a mortalidade intra-hospitalar
foi de 0,5% (n = 3). Apenas 6,1% (n = 36) dos episodios de internamento tinham uma ou mais comorbilidades registadas. Foram documentados 41
reinternamentos.

Conclusao: As hospitalizacdes com o diagndstico principal de perturbagéo esquizofreniforme ocorrem mais frequentemente em doentes jovens do
sexo masculino. Tanto quanto € do conhecimento dos autores, este € o primeiro estudo de ambito nacional que analisa todos os internamentos por este
diagnostico em Portugal.

Palavras-chave: Hospitalizagdo; Perturbagdes Psicoticas
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» Schizophreniform disorder manifests itself with similar symptoms to schizophrenia. These two entities are dis-
tinguished by temporal criteria, with schizophreniform disorder’s duration from onset being between one and six

months.

*  We found that, in Portugal, between 2008 and 2015, hospitalizations with a primary diagnosis of schizophreniform

disorder occurred mainly in young male patients.

» Despite the existence of various limitations, this paper managed to describe and detail the clinical and sociodemo-

graphic trends of these patients.

INTRODUCTION

Psychosis can be defined as a clinical syndrome, com-
posed of symptoms related to a change in the perception of
reality. It can occur in a wide range of conditions, and there-
fore, the differential diagnosis of the first episode of psycho-
sis includes psychiatric disorders as well as nonpsychiatric
medical conditions that cause secondary psychosis.'*

Initially proposed by Gabriel Langfeldt in 1939 in the
book “The Schizophreniform States”, the term ‘schizophreni-
form psychosis’ referred to a group of psychoses similar to
schizophrenia, but with a better prognosis.* Afterwards, in
1980, the term ‘schizophreniform disorder’ appeared for the
first time in the American psychiatric nomenclature, in the
Diagnostic and Statistical Manual of Mental Disorders, 3™
edition (DSM-3).° This diagnostic category meant to include
patients with good-prognosis, nonaffective psychosis who
could not yet be diagnosed with schizophrenia, since the
symptoms lasted less than six months.®

Since then, many studies have questioned the validity of
schizophreniform disorder as a distinct diagnostic entity.®’

A review of the literature on schizophreniform disorder
by Strakowski concluded that “the vast majority of patients
diagnosed with schizophreniform disorder go on to develop
other psychiatric syndromes”, such as schizophrenia or
schizoaffective disorder. Even though there were patients
who exhibited recovery consistent with the original diagno-
sis, the author stated that this subgroup was composed of a
very small percentage of people, since “the rate of schizo-
phreniform disorder has been observed to be less than 5%
of all patients with a first episode of psychosis”.®%°

The fact that this entity revealed itself to be so unstable
led to it being considered as having no diagnostic value.’
Moreover, since the main concern was generally related
to the alternative diagnosis that the patient would later ac-
quire, the use of this term in clinical practice was considered
to provide little prognostic information.®

Strakowski, who proposed replacing this diagnosis
with “psychosis not otherwise specified”, claimed the term
‘schizophreniform’ was suggestive of a possibly wrong as-
sociation with schizophrenia, potentially leading to inappro-
priate treatment.®

Revista Cientifica da Ordem dos Médicos 824

At the moment, it is still possible to find this diagnosis
in the Diagnostic and Statistical Manual of Mental Disor-
ders, 5" edition, text revision (DSM-5-TR)."® However, it is
not present in the current International Classification of Dis-
eases, 11" edition (ICD-11)," or in the International Classi-
fication of Diseases, 10" edition (ICD-10),'” despite having
appeared in the International Classification of Diseases, 9"
Revision, Clinical Modification (ICD-9-CM)." In ICD-10, the
diagnoses of schizophreniform disorder and brief psychotic
disorder are replaced by acute and transient psychotic dis-
orders."™

According to the DSM-5-TR, psychotic disorders such
as schizophrenia and schizophreniform disorder “are de-
fined by abnormalities in one or more of the following five
domains: delusions, hallucinations, disorganized thinking
(speech), grossly disorganized or abnormal motor behavior
(including catatonia) and negative symptoms”."° These two
entities are distinguished by temporal criteria, with schizo-
phreniform disorder’s duration from onset being between
one and six months.?

In the literature, the difference between sexes in first-
episode psychosis is a controversial topic.’”> While some
authors claim that schizophreniform disorder affects mostly
men, others argue that this entity affects both sexes equal-
ly."®17 Its age of onset is between 18 and 24 years old for
men and between 24 and 35 years old for women.'® The
incidence rate is currently higher in developing countries."

This disorder disturbs people’s daily lives and has a
huge impact on their performance at work or school, lead-
ing to a higher risk of depression and suicide.?*-??

Furthermore, research also shows that “psychotic dis-
orders are considered to be the most expensive mental ill-
nesses in terms of costs of care per patient”.?*

Even though many studies have been developed to de-
scribe psychotic disorders, their focus usually consists of
schizophrenia, consequently, there is not enough evidence
available about schizophreniform disorder trends.

In Portugal, to our knowledge, no study has yet been
carried out on schizophreniform disorder hospitalizations
at a national level. Therefore, the primary aim of this study

www.actamedicaportuguesa.com



was to analyze schizophreniform disorder hospitalizations
in a nationwide administrative database. The secondary
aims consisted of describing and detailing the clinical and
sociodemographic trends of these patients.

METHODS
Study design

A descriptive retrospective observational study was car-
ried out using a database provided by Administragédo Cen-
tral do Sistema de Saude I.P. (ACSS).

Setting

The study included information from all schizophreni-
form disorder hospitalizations registered in Portuguese
mainland public hospitals from 2008 to 2015.

Participants

In Portugal, most hospitalizations in all medical special-
ties take place in the public sector (approximately 70%).%
Therefore, all patients admitted to public hospitals between
2008 and 2015 were included in this study. This was the
selected time interval since, until 2008, some psychiatric
hospitals were excluded from the database because they
were not regarded as acute care level hospitals.

The identification of hospitalizations with a primary di-
agnosis of schizophreniform disorder was based on the
International Classification of Diseases version 9, Clinical
Modification (ICD-9-CM) code of diagnosis 295.4x.

The database does not have an identification variable
for each patient. Therefore, we carried out an anonymous
identification process through a sequential count of match-
ing cases based on three variables: date of birth, residence
address and sex.

Variables and statistical methods

For each patient hospitalized with a primary diagnosis
of schizophreniform disorder, we gathered data about birth
date, sex, residence address, diagnoses, lenght of stay
(LoS), discharge status and hospital charges.

Categorical variables were described as absolute val-
ues and relative frequencies. The variable ‘age’ was pre-
sented as mean * standard deviation (SD). Length of stay
was described using median and interquartile range (IQR).

For the variables ‘sex’, ‘age’, ‘LoS’ and ‘in-hospital mor-
tality’, we performed a subgroup analysis dividing the pa-
tients into two groups — the first group was aged 40 years
or younger and the second group was aged older than 40
years old. This analysis was executed, taking into account
that acute episodes of schizophrenia are more common up
to the age of 40 and thinking of schizophreniform disorder
as a potential diagnosis prior to a diagnosis of schizophre-
nia.
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Comorbidities were analyzed using the Charlson Index
Score.”

Independent sample t tests were performed to assess
differences in continuous variables with a normal distribu-
tion and Mann-Whitney-U tests when no normal distribution
was registered. A significance level of 0.05 was considered.

To analyze the evolution of the number of hospitaliza-
tions over time, we performed a linear regression between
the variables ‘year’ and ‘number of hospitalizations per
year'.

To obtain the mean direct estimated cost of each hospi-
talization, we calculated the mean of the variable ‘hospital
charges’.

All data was analyzed using IBM SPSS Statistics TM®
v29 for MacOS®.

Data sources

To calculate hospitalization charges, expenditure tables
related to the Portuguese National Health Service hospital
reimbursements, defined by a governmental decree in 2009
(in Diario da Republica),?® were used. These costs were es-
timated by implementing a diagnosis-related groups (DRG)-
based budget allocation model.

The number of Portuguese inhabitants was obtained in
Instituto Nacional de Estatistica (INE) reports, to determine
hospitalization rates per 100 000 inhabitants.

Data access and cleaning methods

For this analysis, we used a database including anony-
mized data from all schizophreniform disorder’s hospitaliza-
tions registered in Portuguese public hospitals from 2008 to
2015. There were no missing data concerning the analyzed
variables.

Ethical considerations

The study design was approved by the Ethical Commit-
tee of the Faculty of Medicine, University of Porto (220/CE-
FMUP/2023).

RESULTS

In Portuguese public hospitals, between 2008 and 2015,
there was a total of 594 hospitalizations with a primary di-
agnosis of schizophreniform disorder, comprising a total of
553 patients.

The majority of these hospitalizations occurred in male
patients (72.1%; n = 428), while, in terms of age at admis-
sion, female patients were older than male patients, with a
mean age of 40.19 vs 34.34, respectively (p < 0.001). Indi-
viduals aged between 31 and 50 years old had the biggest
percentage of hospitalizations (43.3%; n = 257), followed by
those between 18 and 30 years old (35.0%; n = 208) and
between 51 and 70 years old (13.5%; n = 80). Also, 6.7%
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of the hospitalizations belonged to patients under 18 years
old (n = 40) and the remaining 1.5% to those older than 70
years old (n = 9). Women had a median LoS of 20.00, while
men had a median LoS of 16.50. The difference between
the median LoS in the two sexes was not statistically signifi-
cant (p = 0.050). In-hospital mortality was 0.5%, with the oc-
currence of three deaths. Patients with fatal outcomes were
all aged over 45 and two of them had registered comorbidi-
ties (Table 1).

Another analysis dividing the patients into two groups —
first group aged 40 years or younger and the second group
aged older than 40 — revealed that 65.3% (n = 388) of the
hospitalizations occurred in the first group and 34.7% (n =
206) in the second. In the first group, most patients were
male (78.6%; n = 305) and the mean age at admission was
27.71 for men and 27.53 for women. Additionally, the differ-
ence between the median LoS in both sexes (17.00 in male
patients vs 20.00 in female patients) was not statistically
significant (p = 0.068). Regarding the group of people aged
over 40, 59.7% (n = 123) of the hospitalizations occurred in
male patients and the remaining 40.3% (n = 83) in female
patients. A mean age at admission of 50.78 for men and
52.86 for women was registered. Once again, there were
no statistically significant differences (p = 0.280) between
the median LoS in both sexes (16.00 in men vs 19.00 in
women). It is also worth mentioning that, between the two
groups, the difference between the median LoS was not
statistically significant (p = 0.718) (Table 2).

Between 2008 and 2015, forty-one readmissions were
registered. 92.7% (n = 38) of these belonged to male pa-
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tients; 48.8% (n = 20) of the readmissions occurred in pa-
tients aged between 18 and 30 years old and 43.9% (n =
18) in patients aged between 31 and 50 years old. There
was one patient included in the 51 - 70 age group and two
individuals older than 70 years old. No underaged patients
were readmitted. There were no statistically significant dif-
ferences regarding the median LoS between men and wom-
en (p = 0.352). Furthermore, there were also no differences
concerning the median LoS in primary hospitalizations ver-
sus readmissions (p = 0.416).

To analyze the evolution of the number of admissions
over the entire study period, a linear regression between
the variables year and number of hospitalizations per year
was performed, which was not statistically significant (r =
0.322; p = 0.436). 2015 was the year with the most patients
admitted to Portuguese public hospitals (17.3%; n = 103),
which equals 1.04 hospitalizations per 100 000 inhabitants.
This year was also the one in which the mean age of the
hospitalized patients was higher (39.26) and with the short-
est median LoS (12.00) (Table 3).

Only 6.1% (n = 36) of the hospitalization episodes had
one or more registered comorbidities. The mean Charlson
Comorbidity Index Score between all patients was 0.08.
Most of the individuals (91.6%) were non-smokers.

The mean direct estimated cost of each hospitalization
was €3598.48.

DISCUSSION
This study aimed to analyze schizophreniform disorder
hospitalizations in a nationwide administrative database,

Table 1 — Sociodemographic and clinical characteristics of schizophreniform disorder hospitalizations in Portugal between 2008 and 2015

p-value
Hospitalizations (n) 594
Patients (n) 553
Sex (n; %)
Male 428;72.1%
Female 166; 27.9%
Age (years) Male Female Total
Mean (SD) 34.34 (12.898) 40.19 (15.353) 35.98 (13.867) < 0.001
Age group (years) Male (n; %) Female (n; %) Total (n; %)
<18 26; 6.1 14; 8.4 40; 6.7
18 -30 172; 40.2 36; 21.7 208; 35.0
31-50 186; 43.5 71;42.8 257;43.3
51-70 39;9.1 41;24.7 80; 13.5
>70 5;1.2 4;2.4 9;1.5
Lenght of stay (days) Male Female Total
LAz Emesleld (8.010‘;5.25;).00) (10.(?8;2%.25) (8.01(;22.00) e
In-hospital mortality (n; %) 3;0.5
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Table 2 — Data analysis dividing the patients into two groups: first group aged 40 years or younger and second group aged older than 40

Age < 40 years old

Age > 40 years old

p-value p-value
Hospitalizations (n) 388 206
Sex (n; %)
Male 305; 78.6% 123; 59.7% :él
Female 83;21.4% 83; 40.3% %
Age (years) Male Female Total Male Female Total 8
Mean (SD) 27.71 (6.745) 27.53 (7.503) 27.67 (6.905) 50.78 (9.305) 52.86 (9.665) 51.62 (9.483) E
Lenght of stay (days) Male Female Total Male Female Total L
el (8.010?3300) (13.58;'%%.00) (9.02)?5300) 0.068 (7.010?83.00) (8.010?28.00) (7.010?22.00) 0.280
betwen both groups) 0718
In-hospital mortality (n; %) 0;0 3;1.5

describing and detailing the clinical and sociodemographic
trends of these patients.

Schizophreniform disorder manifests itself similarly to
schizophrenia but is distinguished from the latter by tem-
poral criteria. It is an entity still not well conceptualized, suf-
fering many changes throughout the various classification
systems. Consequently, there is a scarcity of studies on this
topic.

We gathered a total of 594 hospitalizations, correspond-
ing to 553 patients, in Portuguese mainland public hospitals,
between 2008 and 2015. Most of these (72.1%) belonged
to male patients. The mean age at admission in men was
34.34 vs 40.19 in female patients. Individuals aged between
31 and 50 years old had the highest percentage of hospital-
izations. The median LoS was 20.00 in women and 16.50
in men. In-hospital mortality was 0.5%. Forty-one readmis-
sions were documented, 92.7% of these in males. Between
2008 and 2015, we observed an increase in the number of
hospitalizations, much at the expense of the number of ad-
missions in 2015. Only 6.1% of the hospitalization episodes
had one or more registered comorbidities. The mean direct

estimated cost of each hospitalization was €3598.48.

Our findings showed that, in Portugal, between 2008
and 2015, hospitalizations with a primary diagnosis of
schizophreniform disorder occurred mainly in male patients,
which supports the thesis that this entity affects mostly men
and not both sexes equally.’

As for age at admission, schizophreniform disorder’s
age of onset is between 18 and 24 years old for men and
24 and 35 years old for women.'® This was not the case in
our results, with individuals aged between 31 and 50 years
old having the biggest percentage of hospitalizations. The
mean age at admission in male patients was 34.34, while it
was 40.19 in female patients. The large number of patients
over the age of 40 (as shown in Table 2) could be explained
by errors inherent to the database. Additionally, considering
that two-thirds of patients with this diagnosis are eventually
diagnosed with schizophrenia or schizoaffective disorder,
and bearing in mind that, in schizophrenia, late-onset (after
the age of 40) is common in women, this could be another
reason for the high number of patients in this age group.™

Table 3 — Sociodemographic and clinical characteristics of schizophreniform disorder hospitalizations per year

Hospitalizations per

Year Hospitalizations (n; %) 100 000 inhabitants Mean age (years) Median LoS (days)

2008 64 (10.8) 0.64 35.17 17.00

2009 83 (14.0) 0.83 34.12 20.00

2010 72 (12.1) 0.72 35.18 21.00

201 63 (10.6) 0.63 35.02 20.00

2012 81 (13.6) 0.81 34.31 20.00

2013 70 (11.8) 0.70 36.14 17.50

2014 58 (9.8) 0.59 37.84 16.00

2015 103 (17.3) 1.04 39.26 12.00
Total se4 NAL ss98 1700
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Nevertheless, women were significantly older at admis-
sion, a fact that is in line with what is reported in other stud-
ies. To better illustrate this, a study found that, among pa-
tients with a first episode of schizophrenia/schizophreniform
disorder, women had a later age of onset (approximately
four years later than men).'®

Given that acute episodes of schizophrenia are more
common up to the age of 40 and thinking of schizophreni-
form disorder as a potential diagnosis prior to a diagnosis
of schizophrenia, we performed a sub-analysis, dividing the
patients into two age groups: under 40, and over 40 years
old. In the first group, the mean age at admission was 27.71
for men and 27.53 for women. Therefore, analyzing only
this subgroup, the mean age at admission is closer to what
is expected in this diagnostic entity. Despite this, the differ-
ence between the mean age of female and male patients
vanished when only patients aged 40 years or younger
were taken into consideration (Table 2).

Since in the literature schizophreniform disorder is of-
ten grouped together with schizophrenia or other psychotic
disorders, there is a scarcity of studies solely on this topic.'
This lack of knowledge makes it difficult to compare the data
obtained here with information previously provided by other
authors.

Still, a study on the prevalence of institutionalized and
noninstitutionalized people with schizophrenia in Denmark
showed that male sex was associated with higher relapse
rates.”” Also, another study found that women had shorter
hospitalizations.?® Our study demonstrated that most read-
missions occurred in men. Nonetheless, we could not find
any statistically significant differences between the median
LoS in both sexes.

A total of 41 readmissions were documented, which
corresponds to 6.9% of all hospitalizations. Since this is a
diagnosis with a limited timeframe (between one and six
months), this percentage of readmissions could be ex-
plained by the occurrence of misdiagnosis or coding errors
at the time of readmission.

During the study period, in-hospital mortality was 0.5%.
These three deaths occurred in patients older than 50 years
old and two of them had other comorbidities. Consequently,
it is not possible to conclude whether these fatal events
were associated with the underlying psychiatric disease.

The mean direct estimated cost of each hospitalization
was €3598.48, a value similar to the one that was found
in a study that analyzed schizophrenia hospitalizations in
Portugal.”®

The presented discrepancies can be explained by the
existence of limitations in this study.

First of all, since this analysis was made using an admin-
istrative database, the quality of the data here presented is
influenced by the reliability of the information registered by
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the clinician, as well as the accuracy of the diagnostic and
coding processes. Hence, this could lead to the occurrence
of an information bias.

In Portugal, during the period included in this study,
even though ICD-10 was already in use in clinical practice,
ICD-9-CM was still being used, so there may also have
been errors in the transition between these classification
systems.

Furthermore, as only hospitalized patients were select-
ed, and these tend to be more severe cases than the ones
who do not need hospitalization, a selection bias may have
occurred.

The unit of analysis in this study was the hospitalization
and not the patient. Therefore, the fact that readmitted pa-
tients are included in the calculations more than once may
create some bias in the results, which is another limitation.

The database did not have a variable for substance
abuse. Given that this is a frequent cause of secondary
psychosis, it would be important to have this information to
assess diagnostic accuracy.*

Like previously mentioned, the fact that schizophreni-
form disorder is often grouped with other disorders in pre-
vious studies makes it difficult to understand whether our
results are in line with the reality found in the bibliography.

By carrying out this study, we were able to analyze a na-
tionwide administrative database of hospitalizations in pa-
tients with a primary diagnosis of schizophreniform disorder,
describing and detailing their clinical and sociodemographic
trends. Nevertheless, given the limitations of the study and
the fact that it focuses on a limited period between 2008
and 2015, it is possible that the data does not represent the
current Portuguese situation regarding schizophreniform
disorder’s hospitalizations.

Considering the limitations of the study, in order to better
understand the characteristics of this disorder, it would be
pertinent to carry out new studies including other variables
in the analysis, such as secondary causes of psychosis and
the treatment used in each patient.

Despite the limitations mentioned above, this study
presents itself with several strengths.

First of all, to our knowledge, it is the first retrospective
study on schizophreniform disorder hospitalizations at a na-
tional level in Portugal.

Furthermore, by using an administrative database, we
were able to gather a large sample and to analyze a large
set of variables, evaluating a series of outcomes.

This has helped to provide a comprehensive overview
of the trends of this diagnosis in Portugal, which is a great
advantage of using large databases.

Overall, schizophreniform disorder is an entity that is still
not well conceptualized, and that has undergone changes
throughout the various classification systems. For this
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reason, the attempt to generalize these results must be
made with caution. More epidemiologically based stud-
ies with more restrictive classification criteria are therefore
needed.

CONCLUSION

We concluded that hospitalizations with this primary di-
agnosis occur mainly in young male patients. This disorder
is accompanied by a major economic impact and a huge
burden of illness, which highlights the need for early inter-
vention in these cases.

Despite its limitations, the use of large administrative
databases in healthcare provides a broad view of a par-
ticular diagnosis, proving to be advantageous in descriptive
studies such as this one. Further studies are needed to bet-
ter understand the characteristics of this disorder and its
translation to a clinical setting.

AUTHOR CONTRIBUTIONS

ITC, AF, MGP: Study design, statistical analysis, writing
and critical review of the manuscript.

CS: Study design, writing and critical review of the man-
uscript.

All authors approved the final version to be published.

REFERENCES

1. Skikic M, Arriola JA. First episode psychosis medical workup: evidence-
informed recommendations and introduction to a clinically guided
approach. Child Adolesc Psychiatr Clin N Am. 2020;29:15-28.

2. Gaebel W, Zielasek J. Focus on psychosis. Dialogues Clin Neurosci.
2015;17:9-18.

3. Schrimpf LA, Aggarwal A, Lauriello J. Psychosis. Continuum.
2018;24:845-60.

4. Langfeldt G. Definition of “schizophreniform psychoses”. Am J
Psychiatry. 1982;139:703.

5. American Psychiatric Association. Diagnostic and statistical manual of
mental health disorders. 3 ed. Washington: APA; 1980.

6. Strakowski SM. Diagnostic validity of schizophreniform disorder. Am J
Psychiatry. 1994;151:815-24.

7. Zarate CA Jr., Tohen M, Land ML. First-episode schizophreniform
disorder: comparisons with first-episode schizophrenia. Schizophr Res.
2000;46:31-4.

8. Bromet EJ, Schwartz JE, Fennig S, Geller L, Jandorf L, Kovasznay B,
et al. The epidemiology of psychosis: the Suffolk County Mental Health
Project. Schizophr Bull. 1992;18:243-55.

9. Strakowski SM, Tohen M, Stoll AL, Faedda GL, Mayer PV, Kolbrener ML,
et al. Comorbidity in psychosis at first hospitalization. Am J Psychiatry.
1993;150:752-7.

10. American Psychiatric Association. Diagnostic and statistical manual of
mental health disorders. 5" ed. Washington: APA; 2022.

11. World Health Organization. International statistical classification of
diseases and related health problems. 11" ed.. Geneva: WHO; 2019.

12. World Health Organization. International statistical classification of
diseases and related health problems. 10" ed.. Geneva: WHO; 2016.

13. World Health Organization. International statistical classification of
diseases and related health problems. 9" ed.. Geneva: WHO; 2009.

14. Benazzi F. Outcome of schizophreniform disorder. Curr Psychiatry Rep.
2003;5:192-6.

15. Ochoa S, Usall J, Cobo J, Labad X, Kulkarni J. Gender differences in
schizophrenia and first-episode psychosis: a comprehensive literature
review. Schizophr Res Treatment. 2012;2012:916198.

Revista Cientifica da Ordem dos Médicos 829

Cosme Ferreira S, et al. Terapéutica substitutiva com imunoglobulina G polivalente: particularidades de um coorte Portugués, Acta Med Port 2024 Dec;37(12):823-830

PROTECTION OF HUMANS AND ANIMALS

The authors declare that the procedures were followed
according to the regulations established by the Clinical Re-
search and Ethics Committee and to the Helsinki Declara-
tion of the World Medical Association updated in 2013.

DATA CONFIDENTIALITY

The authors declare having followed the protocols in
use at their working center regarding patients’ data publica-
tion.

COMPETING INTERESTS
The authors have declared that no competing interests
exist.

FUNDING SOURCES

This research received no specific grant from any fund-
ing agency in the public, commercial, or not-for-profit sec-
tors.

16. Segarra R, Ojeda N, Zabala A, Garcia J, Catalan A, Eguiluz JI, et al.
Similarities in early course among men and women with a first episode
of schizophrenia and schizophreniform disorder. Eur Arch Psychiatry
Clin Neurosci. 2012;262:95-105.

17. Kendler KS, Walsh D. Schizophreniform disorder, delusional disorder
and psychotic disorder not otherwise specified: clinical features, outcome
and familial psychopathology. Acta Psychiatr Scand. 1995;91:370-8.

18. Moini J, LoGalbo A, Ahangari R. Chapter 18: Schizophrenic disorders.
In: Foundations of the Mind, Brain, and Behavioral Relationships
Understanding Physiological Psychology. Cambridge: Academic Press;
2023. p.305-17.

19. Sautter F, McDermott B, Garver D. The course of DSM-III-R
schizophreniform disorder. J Clin Psychol. 1993;49:339-44.

20. Crumlish N, Whitty P, Kamali M, Clarke M, Browne S, McTigue O, et al.
Early insight predicts depression and attempted suicide after 4 years
in first-episode schizophrenia and schizophreniform disorder. Acta
Psychiatr Scand. 2005;112:449-55.

21. Jager M, Riedel M, Schmauss M, Pfeiffer H, Laux G, Naber D,
et al. Depression during an acute episode of schizophrenia or
schizophreniform disorder and its impact on treatment response.
Psychiatry Res. 2008;158:297-305.

22. Troisi A, Pasini A, Bersani G, Di Mauro M, Ciani N. Negative
symptoms and visual behavior in DSM-III-R prognostic subtypes of
schizophreniform disorder. Acta Psychiatr Scand. 1991;83:391-4.

23. Rossler W, Salize HJ, van Os J, Riecher-Réssler A. Size of burden of
schizophrenia and psychotic disorders. Eur Neuropsychopharmacol.
2005;15:399-409.

24. Instituto Nacional de Estatistica. Estatisticas de Saude 2017. Lisboa:
INE; 2019.

25. Charlson ME, Pompei P, Ales KL, MacKenzie CR. A new method of
classifying prognostic comorbidity in longitudinal studies: development
and validation. J Chronic Dis. 1987;40:373-83.

26. Portugal. Order nr. 132/2009. Official Gazette, Series 1, nr. 21
(2009/01/30). p.660-758.

27. Uggerby P, Nielsen RE, Correll CU, Nielsen J. Characteristics and

www.actamedicaportuguesa.com

ARTIGO ORIGINAL



Cosme Ferreira S, et al. Terapéutica substitutiva com imunoglobulina G polivalente: particularidades de um coorte Portugués, Acta Med Port 2024 Dec;37(12):823-830

predictors of long-term institutionalization in patients with schizophrenia. hospitalizations - a big data analysis of a national hospitalization
Schizophr Res. 2011;131:120-6. database. Psychiatr Q. 2021;92:239-48.

28. Usall J, Araya S, Ochoa S, Busquets E, Gost A, Marquez M, et al.  30. Stralin P, Hetta J. Substance use disorders before, at and after first
Gender differences in a sample of schizophrenic outpatients. Compr episode psychosis hospitalizations in a young national Swedish cohort.
Psychiatry. 2001;42:301-5. Drug Alcohol Depend. 2020;209:107919.

29. Gongalves-Pinho M, Ribeiro JP, Freitas A. Schizophrenia related

Revista Cientifica da Ordem dos Médicos 830 www.actamedicaportuguesa.com



ACTA
MEDICA
PORTUGUESA

A Revista Cientifica da Ordem dos Médicos

Aphasia Screening Test (TeRAp): Construction and Validation for European

Portuguese

Teste de Rastreio de Afasia (TeRAp): Construgao e Validagao para o Portugués

Europeu

José FONSECADP<"23, Filipa MIRANDA*, Beatriz STEIN*, Carolina MARUTA"®
Acta Med Port 2024 Dec;37(12):831-837 = https://doi.org/10.20344/amp.22233

ABSTRACT

Introduction: Aphasia is a common acquired language disorder following stroke or other brain injuries. However, it is not always easy to make a differ-
ential diagnosis with another communication disorder. Communication assessment in acute phases of the stroke, when the patient is bedridden or when
there is no time for a more in-depth assessment, needs to be done with a formal screening test that has normative data. The aim of this study was to
develop the Aphasia Screening Test (TeRAp) in digital format (appWeb) and present its clinimetric values.

Methods: A screening test (TeRAp) was built in appWeb format that assesses the main areas of language processing and automatically provides a diag-
nostic hypothesis. A group of people with aphasia was evaluated and their performance was compared with three control groups, one of healthy people
and two groups of people with neurological conditions, one with dysarthria and the other with mild cognitive impairment.

Results: Ceiling values were obtained in all the tests. Sensitivity values of 1 and specificity values of 0.99 were obtained for the presence of aphasia.
Conclusion: An online aphasia screening test was developed, with excellent sensitivity and specificity results, which can be used by any health profes-
sional.

Keywords: Aphasia/diagnosis; Portugal; Psychometrics; Reproducibility of Results; Surveys and Questionnaires

RESUMO

Introdugao: A afasia € uma perturbagéo adquirida da linguagem muito frequente apés uma leséo cerebral, mas nem sempre é facil fazer o diagndstico
diferencial com outra perturbagéo da comunicacéo. A avaliagdo da comunicagdo nas fases agudas do AVC, quando o doente estd acamado ou quando
nao ha tempo para uma avaliagdo mais aprofundada, devera ser feita com um teste de rastreio formal do qual se tenha dados normativos. O objetivo
deste estudo foi desenvolver o Teste de Rastreio de Afasia (TeRAp) em formato digital (appWeb) e apresentar os seus valores clinimétricos.

Métodos: Foi construido um teste de rastreio (TeRAp), em formato appWeb, que avalia as principais areas do processamento da linguagem e fornece
automaticamente uma hipétese de diagnostico. Foi avaliado um grupo de pessoas com afasia e o seu desempenho foi comparado com trés grupos
de controlo, um de pessoas saudaveis e dois grupos de pessoas com patologias neurolégicas, um com disartria e outro com défice cognitivo ligeiro.
Resultados: Foram obtidos valores de tecto em todos os testes. Foram obtidos valores de sensibilidade de 1 e de especificidade de 0,99 para a pre-
sencga de afasia.

Conclusao: Desenvolveu-se um teste de rastreio da afasia, em formato online, com excelentes resultados de sensibilidade e especificidade, que podera

ser utilizado por qualquer profissional de saude.

Palavras-chave: Afasia/diagndstico; Inquéritos e Questionarios; Portugal; Psicometria; Reprodutibilidade dos Resultados

KEY MESSAGES

* An aphasia screening test has been developed in an online format that quickly and concisely assesses speech,
naming, auditory comprehension, repetition, reading, and writing.

« Clinimetric data on the sensitivity and specificity of the test are presented, based on the assessment of four groups
of individuals: healthy, with stroke aphasia, dysarthria, and mild cognitive impairment.

INTRODUCTION

Aphasia is a communication disorder that affects a per-
son’s ability to speak, understand speech, read, and write
and, consequently, their quality of life. It is typically caused
by damage to the language centers of the brain, often as a
result of stroke, traumatic brain injury, or other neurological
conditions.’

Prevalence studies indicate that aphasia affects ap-
proximately one in every 250 people worldwide. The likeli-
hood of developing aphasia increases with age, particularly
in individuals over 65 years old. However, it can also occur
in younger populations due to factors such as head trauma
or neurological diseases.?*
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Aphasia significantly increases the cost of post-stroke
patient care due to extended hospital stays* and higher
rates of discharge to rehabilitation centers compared to pa-
tients without aphasia.®

Several prognostic factors can influence the outcome
of aphasia. These factors include the size and location of
the brain lesion, the individual’s overall health and cognitive
status, the presence of additional neurological deficits, the
initial severity of aphasia,®® the timeliness of intervention,®
and the presence and quality of speech and language ther-
apy. Research indicates that intensive therapy, as well as
ongoing support, can significantly improve long-term com-
munication outcomes for individuals with aphasia.

Post-stroke language intervention has been found to
help optimize patient outcomes; consequently, an accurate
aphasia diagnosis is crucial to ensure patients receive the
rehabilitation they require."

Early assessment and intervention during the acute
phase of aphasia are crucial for optimal language recov-
ery.® After the initial screening assessment carried out by
the neurology, internal medicine, or neurosurgery clinician
during the acute phase of a neurological event, it is essen-
tial to be referred for a formal and extensive assessment by
a speech therapist to characterize the diagnosis, the sever-
ity of the aphasia, and develop a personalized therapeutic
plan.

Understanding the definition, prevalence, need for acute
evaluation, and prognostic factors of aphasia is vital for pro-
viding effective care and support to individuals affected by
this challenging communication disorder, increasing their
quality of life."?

A wide range of language tests are currently used in
post-stroke care.” Stroke scales, such as the European
Stroke Scale (ESS)™ and the National Institutes of Health
Stroke Scale (NIHSS)," quantify acute stroke severity and
include subtest items that evaluate acute language func-
tioning. These measures are used to provide information for
decision-making on the treatment of hyperacute stroke, and
also to identify patients with aphasia. However, they have
not been specifically validated for this purpose and do not
allow differentiating diagnoses between aphasic and non-
aphasic stroke populations. Aphasia screening tests have
been developed in order to overcome the difficulties experi-
enced by doctors and speech therapists when carrying out
a detailed language assessment in bedridden patients or
when time is limited.

The development of new technologies allows for con-
tinuous access to validated assessment tools through a
smartphone, which provides a significant added value com-
pared to traditional clinical assessment using small tests
with objects that have not been validated for this purpose
and, as such, are highly dependent on the clinician’s experi-
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ence and subject to a much higher error rate.

Brief screening tests such as the Frenchay Aphasia
Screening Test'® and the Language Screening Test'” have
been specifically designed to assess post-stroke language
performance. Such language assessments typically evalu-
ate a narrow range of language abilities, frequently omitting
reading and writing tasks. Consequently, they are not con-
sidered suitable for use in isolation for diagnostic purposes.

In Portugal, the two validated brief aphasia assessment
tests — the Bedside Language Aphasia Screening Test'®'®
and the Aphasia Rapid Test?*?' — have some limitations,
such as a reduced assessment of discourse and no as-
sessment of naming in the first test, and no assessment of
spontaneous or induced speech and writing in the latter.

This study aimed to develop the Aphasia Screening Test
(TeRAp) in digital format (appWeb) and present its clinimet-
ric (statistical measures that ensure that the instrument is
valid and reliable and prove the quality of the study) values.

Description of the appWeb TeRAp

After individual registration on the TeRAp website
(https://app.terap-e.pt/), clinicians must create a patient re-
cord to save assessment data for future comparison with
later reassessments. If the user does not want to save this
data, they only need to create a patient record once. Saved
data is only visible to the clinician who entered it.

The test begins with a speech assessment by describ-
ing a picture (Fig. 1). After the description, the evalua-
tor determines whether the speech is aphasic, dysarthric/
apraxic or normal. This decision should be based on the
attached table with the most common characteristics in the
three types of pathological speech, in the following param-
eters: rate, articulation, prosody (rhythm and melody of the
speech), type and number of words used, type of impair-
ment in syntactic structure, and types of paraphasias, which
is the replacement of a correct word with an incorrect word
(literal or phonemic paraphasia is the alteration of one or
more phonemes in the word produced; when the number of
phonemes altered is such that it is impossible to understand
what is being said, we are dealing with neologistic parapha-
sia; verbal or semantic paraphasia results when the correct
word is replaced by another word in the language’s lexicon).

Next, naming capacity is assessed based on five pho-
tographic images of common objects (fork/garfo, scissors/
tesoura, clothes peg/mola, key/chave, and watch/rel6gio),
made up of three disyllabic words and two trisyllabic words.

Auditory verbal comprehension is assessed by ex-
ecuting three orders directed at the body (“Close your
eyes”/“Feche os olhos”, “Open your mouth”/ “Abra a boca’,
“Raise your arm”/ “Levante o brago”) and three commands
directed at the same five photographs of objects present-
ed in Fig. 2, two of which are simple sentences (“Point to
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Figure 1 — Image for speech evaluation

what's below the fork”/*Aponte para o que esta abaixo do  This is followed by the repetition of five words with three
garfo”, “Point to what's in the middle”/ “Aponte para o que disyllables and two trisyllables (ball/bola, house/casa, brief-
esta ao meio”) and one that is a complex sentence (“Point case/pasta, jacket/casaco, window/janela) and two simple
to what's above the clock after touching the fork”/“Aponte  sentences (“It's sunny today”/“Hoje esta sofl’, “I really like
para o que esta acima do relégio depois de tocar no garfo”).  eating soup”/*Gosto muito de comer sopa”).

=] iniio | Rasreo ce Afasia | s O&ED
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Figure 2 — Images used in naming and listening comprehension
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Reading ability is assessed by reading aloud five words,
three disyllables and two trisyllables (cat/gato, bed/cama,
letter/carta, pan/panela, chair/cadeira) and then identifying
them. Reading comprehension of two simple sentences is
also assessed by choosing whether they are true sentenc-
es (“Do you live in Portugal?”/“Vive em Portugal?”, “Is the
Tagus river in Porto?”/“O rio Tejo é no Porto?”).

For the writing assessment, the subject is asked to
spontaneously write their first name, and after that five
words (three disyllables and two trisyllables) are dictated
(car/carro, table/mesa, door/porta, pen/caneta, baker/pa-
deiro).

The words used in the test have a high and low frequen-
cy in the European-Portuguese language.#

At the end of these six tests, the TeRAp automatically
provides a diagnostic hypothesis with a decision tree based
on the patient’'s performance: aphasia, probable aphasia,
dysarthria/apraxia or no impairment.

METHODS

We assessed 257 subjects with no neurological and/
or psychiatric disease, 218 individuals with suspected ac-
quired language disorders, 47 with speech disorders and 30
individuals with mild cognitive impairment (MCI) at various
hospitals in the Lisbon metropolitan area.

The diagnosis and severity of aphasia were obtained
using the Lisbon Aphasia Assessment Battery (BAAL).%*
2 The MCI diagnosis was based on the proposed criteria
by the European Consortium on Alzheimer's Disease®:
(a) cognitive complaints coming from the patients or their
families; (b) the reporting of a decline in cognitive function-
ing relative to previous abilities during the past year by the
patient or informant; (c) the presence of cognitive impair-
ment evidenced by clinical/cognitive evaluation; and (d) the
absence of major repercussions on daily life (patients may
report difficulties concerning complex day-to-day activities).

Subjects with cognitive complaints were assessed using
a detailed neuropsychological assessment protocol tackling
attention, memory, and executive and visuospatial func-
tioning, normally used at the Language Studies Laboratory
of the Faculty of Medicine of the University of Lisbon. So-
ciodemographic data such as age, sex and education were
collected from all subjects. Written informed consents were

Table 1 — Baseline characteristics of the sample

obtained from all subjects or a family member and in an
aphasia-friendly format for people with aphasia.

The project was approved by the Ethics Committee of
the Lisbon Academic Medical Center.

Statistics

Statistical analyses were performed using the software
Statistical Package for Social Sciences (version 28.0).

A descriptive analysis of categorial variables was pre-
sented and the chi-squared test was used to test significant
differences between sex and type of discourse. For the con-
tinuous variables, summary metrics (mean and standard
deviation, median and interquartile range) were performed,
and one-way ANOVA test was used to test significant differ-
ences.

Pearson correlations were used to compare the relation-
ship between variables.

Results were considered significant when p < 0.05.

RESULTS

There were no statistically significant differences be-
tween the four groups regarding variables age, education
and gender (Table 1).

In the group of healthy subjects, there was a ceiling ef-
fect on performance in all the tests (Table 2), with no influ-
ence from either age or education [Z = 0.632 (gl =72) p =
nsj.

The language assessment with TeRAp took place on
average around eight days after stroke occurrence in the
group of individuals with aphasia and three days in the
group of individuals with dysarthria (Table 3). The assess-
ment with the BAAL and TeRAp took place with an average
difference of 0.3 days in the group of individuals with apha-
sia

There were significant differences between the group
of patients with aphasia and the three other groups (see
Table 2), but no differences were found between the group
of healthy subjects and the groups with dysarthria and mild
cognitive impairment (Table 4).

The test’s content validity was achieved by sending a
questionnaire with 30 questions about content, interest,
suitability, and usability to five neurologists and five speech
therapists with experience in assessing individuals with

Mild cognitive

Healthy controls Aphasia Dysarthria . . Statistics
impairment

n =257 n=218 n =47 n =30 VA p

Ade 65.5+ 14.0 67.2 +£11.8 65.7 £ 141 69.0 £ 11.6 11 ns
9 (18-91) (31-93) (35-93) (30 - 85) ’
. 8544 82+5.0 88+53 85+53

Education 3-21) ©0-21) 2-17) ©0-17) 0.3 ns
Sex (M/F) 119/138 100/118 20/27 10/20 7?=0.572 ns
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Table 2 — Sample performance in the tests

Healthy . Mild cognitive .
Tests controls apzhg:g impairment D{:ir:;?a Statistics

(n =257) (n =30)
Speech Fluent/Nonfluent 257/0 148/70 30/0 47/0 x?=942.007 < 0.001

Median/ Median/ Median Median/

interquartile interquartile interquartile interquartile 7
range range range range p
(Min. - Max.) (Min. - Max.) (Min. - Max.) (Min. - Max.)

Naming 5/0 3/5 5/0 5/0
Max. = 5 (0-5) (0-5) (3-5) (5-5) 1283 <0.001
Orders comprehension 6/0 5/3 6/1 6/0
Max. = 6 (5-6) (0-6) (3-6) (4-6) 90.0 <0.001
Repetition 7/0 715 710 7/0
Max. =7 0-7) (0-7) 6-7) (7-7) 68.8 S
Reading words 5/0 4/5 5/0 5/0
Max. =5 (0-5) (0-5) (4-5) (0-5) 83.2 <0.001
Word Identification 5/0 5/5 5/0 5/0
Max. =5 (0-5) (0-5) (4-5) (0-5) el L
Sentence reading 2/0 12 2/0 2/0
Max, = 2 0-2) ©0-2) (1-2) (0-2) 100.0 <0.001
Word writing 6/0 3/6 6/0 6/0
Max. = 6 (0-6) (0-6) (6-6) (0-6) 1314 <0.001
TeRAp total 36/0 26/23 36/1 36.5/0
Max. = 36 (35 -36) (1-36.5) (31 -36) (17.5 - 36.5) 137.7 <0.001

acute and chronic aphasia, obtaining a universal content
index of 1.0.

With the total sample of subjects with aphasia, con-
vergent validity was obtained through performance on the
TeRAp and the aphasia quotient (AQ) of the Lisbon Apha-
sia Assessment Battery, which is the gold standard instru-
ment for assessing aphasia in Portugal. The AQ is obtained
by adding up, in percentage, the values for the degree of
speech (from 0 to 5), the naming of objects (from 0 to 16),

Table 3 — Evaluation time

the auditory comprehension of simple orders (from 0 to 8),
and the repetition of words (from 0 to 30) and dividing the
result by four. A strong correlation was obtained with a value
of R =0.876, p < 0.001.

Criterion validity was demonstrated through external
validity by the performance of 40 subjects in the TeRAp and
the Bedside Language Aphasia Screening Test.'®'° A strong
correlation was obtained when with values of R = 0.801, p
<0.001.

Tests Aphasia Mild cognitive impairment Dysarthria
(n=218) (n =30) (n=47)
Mean + SD Mean + SD
(Min - Max) (Min - Max)
78+7.4 3.2+42
Stroke/TeRAp days (1 - 53) ©0-27)
0.3+0.8 00
TeRAp/BAAL days (0-5) (0-0)
ﬁi’;‘;ﬂfgnos's (ERAEEAAL) 214/4 29/1 47/0
(%) (98.5%) (96.6%) (100%)
0
Table 4 — Comparison between healthy subjects and those with pathologies
Healthy controls Aphasia Mild cognitive impairment Dysarthria
Mean difference 13.9251 0.6905 0.6274
Standard error 0.7172 1.5028 1.2357
p < 0.001 1.000 1.000
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To assess internal consistency, Cronbach’s alpha was
used with all the subjects in the four groups, and a value of
0.990 was obtained.

Only one group of 20 individuals with aphasia compared
the initial result and the result after three days and found a
significant relationship in their performance in both periods
(R=10.965 p < 0.001).

In another sample of 20 individuals with aphasia, inter-
observer reliability was assessed with evaluations on the
same day, and no significant differences were found in
the results obtained by the two evaluators (R = 0.965, p <
0.001).

Using all the subjects as a sample, the TeRAp was
found to have a specificity of 0.99 and a sensitivity of 1 to
diagnose someone with aphasia.

DISCUSSION

After a neurological event, assessing communication
skills is fundamental for differential diagnosis. The correct
diagnosis and characterization of language impairments
are relevant variables for therapeutic referral and predictors
of recovery.?’

An effective screening assessment for an acquired lan-
guage disorder (for example, in a hospital emergency room,
with a bedridden patient, or during a medical appointment
with time constraints) can only be carried out using a test
that is easy and quick to use, that is always available, and
that does not require detailed records.

There are several aphasia screening tests published
around the world, either built from scratch or adapted from
more extensive assessment batteries. Language screen-
ing tests validated for European Portuguese have several
limitations, most notably the poor assessment of speech,
which is a fundamental measure in language assessment
and differential diagnosis with other acquired communica-
tion disorders.

A screening test (TeRAp) was developed to always
be available to the observer with an internet connection
(https://app.terap-e.pt/) and without requiring paper support
for its implementation and scoring. The differential diagno-
sis between aphasia, motor speech disorder, and normality
is presented automatically at the end of the test.

The fact that the test is permanently available via smart-
phone means that any clinician, under any circumstances,
can have access to an aphasia screening test that has been
validated for the Portuguese population and is simple, fast,
and accurate.

We observed and compared the performance of healthy
individuals and individuals who suffered from aphasia, mo-
tor speech disorders or mild cognitive impairment.

The TeRAp has ceiling values in all the tests, which
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makes it an instrument in which any score below the upper
limit suggests a pathological change, being, therefore, very
easy to interpret.

The clinimetric properties of the test proved to be very
good in the various measures evaluated, of which the in-
strument’s specificity and sensitivity for the differential di-
agnosis between aphasia, motor speech disorder, and nor-
mality stand out.

We hope that this test will be useful to all professionals
who interact with people with acquired communication dis-
orders; so that a correct and quick diagnosis can hasten the
referral to an extensive language and communication as-
sessment by a speech therapist thus exponentially increas-
ing the patient’s chance of improving their communication,
quality of life, and reintegration into society.

Limitations

The main limitations of the study were the number of
subjects in the various sample groups and the fact that the
subjects were all assessed exclusively by speech thera-
pists, which may be creating a bias in diagnostic quality/
ease, especially in speech assessment.

CONCLUSION

An aphasia screening test — the TeRAp — has been de-
veloped in an online format — appWeb — which quickly and
accurately assesses speech, naming, auditory comprehen-
sion, repetition and reading and writing, and which ultimate-
ly provides a diagnostic hypothesis based on a decision
tree.

The test’s clinimetric data is presented, based on the
assessment of a sample of healthy participants, and three
samples of participants with neurological conditions: stroke
aphasia, dysarthria and mild cognitive impairment.

The TeRAp can be used as a screening tool for an ac-
quired language disorder, in an acute or chronic phase, or
as a measure of clinical evolution of patients.
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RESUMO
Introdugéo: A medicina preventiva é tema de estudo dada a crescente evidéncia de poder causar mais dano que beneficio, sendo amplamente reco-
nhecido o interesse da populagdo em ter consultas de rotina. O objetivo principal deste estudo foi conhecer as expectativas dos utentes relativamente
as consultas de rotina nos cuidados de saude primarios e compara-las as percegdes dos médicos relativas a essas expectativas.
Métodos: Foi realizado um estudo observacional transversal, em 2023, aplicando dois questionarios: um para utentes adultos e outro para médicos de
familia. Os convites para resposta ao questionario via Google Forms foram disseminados em redes sociais especificas. Para utentes idosos, realizou-se
aplicacéo presencial por um dos investigadores. O questionario era composto por 25 questées sobre atitudes preventivas na consulta, exames analiticos
e sua periodicidade e recomendagdes de acordo com o sexo e a idade, diferindo na linguagem utilizada.
Resultados: Obteve-se uma amostra de 225 utentes e 100 médicos de medicina geral e familiar. Os utentes selecionaram em média 7,8 + 9,7 ati-
tudes preventivas na consulta e os médicos julgaram que eles teriam selecionado 4,6 + 2,9 (p = 0.001). A auscultagdo cardiaca e pulmonar (82,6%),
a quantificagdo de exercicio fisico (74,7%) e a avaliagdo de habitos tabagicos (72,9%) foram as medidas mais selecionadas pelos utentes, sendo os
exames mais selecionados a medigdo da glicemia (81,8%), o perfil lipidico (80,4%) e a andlise da urina (75,1%). Para 68,2% dos utentes, a consulta de
rotina deveria ser anual, tendo 88,0% dos médicos julgado que os utentes pretenderiam essa periodicidade. O nivel socioeconémico populacional ndo
influenciou significativamente os resultados.
Conclusao: E importante que os médicos de medicina geral e familiar tenham conhecimento das expectativas dos utentes. Nesta amostra, os utentes
demonstraram valorizar um maior niumero de atitudes médicas preventivas na consulta e mais testagem peridédica analitica do que o antecipado pelos
médicos. Os médicos acreditaram ainda que os utentes demonstrariam maior interesse na realizacéo frequente de programas de rastreio.
Palavras-chave: Agendamento de Consultas; Cuidados de Saude Primarios; Medicina Baseada na Evidéncia; Medicina Geral e Familiar; Medicina
Preventiva

ABSTRACT
Introduction: Preventive medicine is a subject of study due to the increasing evidence that it can cause more harm than good, and the population’s inter-
est in routine appointments is widely recognized. The main objective of this study was to understand users’ expectations regarding routine appointments
in primary health care and compare them to doctors’ perceptions regarding these expectations.
Methods: We carried out a cross-sectional observational study in 2023 through the application of two questionnaires: one for adult patients and another
for family physicians. The invitations to answer the questionnaire via Google Forms were shared on specific social networks. For elderly patients, the
questionnaire was conducted in-person by one of the researchers. It consisted of 25 questions about preventive attitudes during appointments, analytical
tests and their frequency, and recommendations based on sex and age, differing in the language used.
Results: A sample of 225 patients and 100 general and family medicine doctors was obtained. The patients selected an average of 7.8 + 9.7 preven-
tive attitudes during the consultation, and the doctors judged that they would have selected 4.6 + 2.9 (p = 0.001). Cardiac and pulmonary auscultation
(82.6%), physical exercise quantification (74.7%), and smoking habits assessment (72.9%) were the most selected measures, the most selected tests
being blood glucose measurement (81.8%), lipid profile (80.4%), and urine analysis (75.1%). For 68.2% of patients, routine check-ups should be annual,
with 88.0% of doctors believing that patients would want this frequency. The socioeconomic level of the population did not significantly influence the
results.
Conclusion: It is important that general practitioners / family doctors are aware of patients’ expectations. In this sample, patients revealed a greater
appreciation for a higher number of preventive medical measures during consultations and more periodic analytical testing than thought by the doctors.
Doctors also judged that users would show greater interest in the frequent implementation of screening programs.
Keywords: Appointments and Schedules; Evidence-Based Medicine; General Practice; Preventive Medicine; Primary Health Care
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KEY MESSAGES

» Este trabalho estudou, simultaneamente, as expectativas dos utentes face as consultas de rotina e o nivel de re-
conhecimento destas expectativas pelos médicos de medicina geral e familiar.
» O menor reconhecimento das expectativas dos utentes implica a necessidade do desenvolvimento de taticas de

melhoria da relagédo médico-utente.

» O uso deste conhecimento por médicos e/ou entidades gestoras, deve servir para que a Medicina Preventiva seja
devidamente valorizada, evitando-se pedidos ndo baseados na evidéncia que apenas podem originar sobrediag-

nostico, com todas as suas consequéncias.

INTRODUGAO

A promocgao de uma vida saudavel até a idade avanca-
da & um objetivo-chave dos sistemas de saude.' A medicina
preventiva (MP) — “medicina do estudo da prevengéo de
doencas e de promogao da saude, para a redugao da mor-
bilidade e mortalidade precoces” — € uma ferramenta es-
sencial para a concretizagdo desse objetivo.? A MP envolve
diferentes agdes em cinco niveis: 1) primordial, 2) primario,
3) secundario, 4) terciaria e 5) quaternario.*®

A MP é hoje tema de estudo critico dado o crescente co-
nhecimento poder causar mais dano que beneficio.”* Dado
que a MP se destina quer a pessoas consideradas sauda-
veis, quer a pessoas que sofrem de doenga, optou-se pelo
termo ‘utente’ para designar quem frequenta a consulta de
rotina (CR). A prevengao quaternaria tem o intuito de evitar
intervengbes médicas que originem sobrediagndstico, so-
bretratamento e iatrogenia médica.’ Ao identificar e tratar
algo que nunca traria consequéncias, a MP pode transfor-
mar pessoas saudaveis em pessoas doentes, esquecendo
que cada individuo tem, para cada palavra, uma interpre-
tagao pessoal.” A prevengdo da doenga e a promogao da
saude sdo componentes basilares dos cuidados de saude
primarios, fazendo parte das responsabilidades do médico
de medicina geral e familiar (MGF).™

Um estudo portugués demonstrou que os utentes ma-
nifestaram um grande interesse em medidas preventivas e
no uso frequente das instituicdes de saude."' Surgiu assim a
necessidade de investigar o conceito de CR, definida como
um “encontro médico, requisitado pelo utente, na expecta-
tiva de realizar um diagnostico precoce, prevenir doenga
ou apenas para a sua tranquilizagao, uma vez que lhe é
fornecida informag&o quanto ao seu estado de saude”."”

No decurso da consulta, e de acordo com os fatores de
risco identificados na anamnese, o médico de MGF tem a
oportunidade de realizar exames fisicos, solicitar exames
analiticos em saude e/ou aconselhar alteragdes de estilo
de vida."? Existe evidéncia de que a CR em MGF nao reduz
especificamente a morbilidade/mortalidade e que aumenta
o sobrediagndstico, o sobretratamento e a iatrogenia.’’%®

Em servigos preventivos, sugere-se - como abordagem
mais apropriada - a definigdo de visitas periddicas em fun-
¢ao da idade, sexo, patologias ja diagnosticadas e proble-
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mas individuais, identificando precocemente e gerindo a
salde preventivamente.” O Colégio da Especialidade de
MGF da Ordem dos Médicos (OM) deixou de recomendar
exames de rotina anuais a adultos assintomaticos, sem fa-
tores de risco e sem problemas de saude diagnosticados. '

Um estudo realizado em 2015 revelou que a populagao
portuguesa sobrevaloriza os beneficios adquiridos com os
rastreios e tratamentos preventivos, atribuindo um eleva-
do nivel de importancia aos testes laboratoriais € aos exa-
mes de diagnostico, apreciando menos os conselhos sobre
como manter um estilo de vida saudavel.'®

Em 2016 foram apresentadas 15 medidas preventivas
a utentes e 60% da amostra considerou importante a rea-
lizagdo periddica de 14 dessas medidas."" Apurou-se, em
dois estudos da populagéo portuguesa, que 99,2% dos in-
quiridos considerava dever efetuar analises sanguineas e
de urina anualmente, sendo atribuido um nivel médio de
importancia de 7,5 (numa escala de 1 a 10) a radiografia to-
racica.'"'® Verificaram-se diferencas entre as expectativas
dos utentes e as recomendagbes baseadas em evidéncia
cientifica da época.’"'%""

As razbes para os utentes solicitarem CR frequen-
temente sdo crer que um numero maior de intervengdes
corresponde a melhores resultados em saude (que é tido
como psicologicamente reconfortante), ndo saber quais os
exames cuja realizacdo € baseada em evidéncia e desco-
nhecer o conceito de ‘individualizagdo de risco’.'>'” Com-
provou-se que os fatores socioeconomicos influenciaram
as perspetivas populacionais, pois a importancia atribuida
aos servicos preventivos foi elevada em utentes do sexo fe-
minino entre 0s 40 e os 79 anos de idade, nas pessoas com
nivel de escolaridade basico e nas pessoas reformadas ou
desempregadas.’®'®

Em 2019, a populagdo de médicos inscritos na OM foi
questionada quanto a esta problematica, que foi reconheci-
da por 95% dos respondentes. Metade dos médicos men-
cionou a solicitagdo da prescrigdo de exames desnecessa-
rios pelo menos uma vez por semana, e para 65% houve
referéncia a aceitagdo de aconselhamento médico sem a
realizagdo de tais exames.'®

Parece assim ser necessario desenvolver taticas para o
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“primum non nocere”.*°

Varias entidades, como a United States Preventive Ser-
vices Task Force (USPSTF), desenvolveram e mantém a
producao de medidas taticas para uma melhor execugéo
da MP, redigindo recomendagbes com base em revisdes
sistematicas com meta-analise quanto ao nivel de acon-
selhamento para cada medida preventiva, constatando-se,
atualmente, uma recomendagéo contida da CR.?"

Em 2018, o Colégio da Especialidade de Medicina Ge-
ral e Familiar da OM aderiu e enfatizou o programa “Choo-
sing Wisely Portugal — Escolhas Criteriosas em Saude”,
adotado posteriormente pela OM.'?° Defende-se que a im-
plementacao de taticas orientadas para utentes sera mais
bem-sucedida e facilitada pela realizagao de estudos sobre
as perspetivas populacionais quanto a MP."

No entanto, ndo é conhecida a perspetiva dos médicos
portugueses de MGF acerca das expectativas dos utentes
na CR. Este estudo tem, entéo, o objetivo principal de co-
nhecer as expectativas dos utentes relativamente as CR no
ambiente de MGF e compara-las as percegdes dos médi-
cos relativas a essas expectativas. Como objetivo secunda-
rio, averiguou-se a influéncia do nivel socioeconémico nas
expetativas dos utentes.

METODOS

Realizou-se um estudo observacional transversal, re-
portado de acordo com a checklist STROBE, entre 15 de
outubro e 15 de novembro de 2023, questionando utentes
adultos portugueses e médicos da especialidade de MGF
(médicos internos em formagéao especifica e especialistas).

Este estudo teve aprovacdopela Comissdo de Etica da
Administracao Regional de Saude do Centro.

Foram elaborados dois questionarios, um para os uten-
tes e outro para os médicos, apenas diferentes na lingua-
gem utilizada, com termos simples e acessiveis para os
utentes e termos técnicos para os médicos de MGF. As
questdes para utentes solicitavam a resposta segundo as
suas expectativas, enquanto os médicos responderam so-
bre suas percegdes relativas as expectativas dos utentes.

Ambos os questionarios foram alvo de validagao, de
modo presencial, por 15 utentes e cinco médicos, para co-
nhecimento de sugestdes, criticas, duvidas, compreensibi-
lidade e tempo de preenchimento.

Foi solicitado o consentimento informado aos partici-
pantes, garantindo-se a confidencialidade, sigilo e anoni-
mato antes do preenchimento.

No questionario colocou-se o caso hipotético de um
utente sem sintomas que recorria ao seu médico de MGF
com a intengao de realizar uma CR.

Seguiram-se as orientagdes a data existentes no websi-
te da US Preventive Services Task Force.?"??

Foram apresentadas 11 atitudes de teor preventivo e so-
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licitada a selegdo das que o utente esperaria que o médico
realizasse na consulta, nomeadamente: calculo do indice
de massa corporal (IMC), medigao do perimetro abdominal,
auscultagéo cardiaca e pulmonar, realizagdo de um exame
fisico completo, verificagdo do estado vacinal, avaliagdo de
habitos alimentares, etilicos e tabagicos, quantificacdo da
pratica de exercicio fisico e apreciacéo de questdes sobre
ansiedade e depresséo.

Questionou-se depois a periodicidade de realizagéo, se
selecionados, dos seguintes exames: eletrocardiograma
(ECG), radiografia toracica, andlise da urina, o perfil lipidi-
co, a medicdo da glicemia, o teste de antigénio especifico
da prostata (PSA) e a pesquisa de sangue oculto nas fezes
(PSOF).

Inquiriram-se que recomendacdes de atividades pre-
ventivas esperariam que fossem apresentadas segundo
0 sexo e a idade: realizacdo dos rastreios do cancro do
célon e reto, prdstata, mama, colo do utero; atualizagéo do
estado vacinal; promogao de atividade fisica regular e de
integracédo em atividades sociais.

Foi ainda questionada qual a periodicidade esperada de
uma consulta de rotina: semestral, anual, bianual ou trienal,
para escolha de uma resposta Unica.

Por fim, determinaram-se os contextos. Em particular, o
demografico: idade, depois codificada em grupos (variavel
ordinal até 34 anos, grupo jovem, de 35 a 64 anos, grupo
adulto, e igual ou superior a 65 anos, grupo idoso) e sexo;
e 0 socioeconomico (tipo de agregado familiar, nivel edu-
cacional e rendimento mensal), calculando-se o valor do
Socioeconomic Deprivation Index (SEDI). Este resulta da
soma da resposta a cada paradmetro: morar sozinho (1) ou
acompanhado (2); para maiores de 64 anos, se a instrugao
era até a 4.2 classe (1) ou igual/superior (2), para idades
inferiores a 63 anos, nivel educacional até ao 6.° ano (1) ou
igual/superior (2) e em rendimento mensal, se este era até
ao salario minimo nacional (1) ou igual/superior (2).2%*

Quanto aos médicos, questionou-se o sexo, o grau na
especialidade (médico interno de formagéo especifica ou
especialista) e o tipo de unidade de trabalho (unidade de
saude familiar modelo B, unidade de saude familiar modelo
A ou unidade de cuidados de saude primarios).

O questionario, desenvolvido na plataforma eletronica
Google Forms, foi divulgado através de redes especificas
de conversacdo de médicos de MGF, “MGF XXI” e “Re-
des de Internos de MGF”, e, para a populagéo de utentes,
através das paginas de Facebook dos investigadores, com
solicitagdo de divulgagéo pelas redes dos respondentes.
Para evitar a sub-representacao de utentes idosos, o ques-
tionario foi também aplicado presencialmente nas unidades
de saude familiar Coimbra Sul e Rainha Santa Isabel, em
Coimbra, sempre segundo a mesma metodologia, por um
dos investigadores por razdes de ordem logistica.
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Tendo em conta o numero de secgbes do questionario,
calculou-se como tamanho da amostra 10 respondentes
por cada um dos quatro capitulos (n = 40) para utentes e
para médicos.?®

Para comparar as expectativas de utentes e médicos
calculou-se a razao, pela proporgéo, entre médicos/uten-
tes, que, quanto mais elevada, mais revelava que os MGF
reconheciam as expectativas dos utentes.

Realizou-se uma andlise estatistica descritiva dos da-
dos: frequéncia (n) e proporgdes (%) para variaveis catego-
ricas, e média e desvio padrao para variaveis continuas. Na
analise inferencial, utilizaram-se os testes de Qui-Quadra-
do, o teste t de Student pela distribuicdo normal da variavel
pelo teste de Kolmogorov Smirnov, e teste ndo paramétrico
U de Mann-Whitney para variaveis ordinais. Foi também
realizada a correlagcdo de Pearson para avaliar a relagéo
entre o valor do SEDI e o valor total de medidas, exames e
recomendacdes preventivas selecionadas pelos utentes.

Os dados foram analisados com recurso ao IBM® SPSS,
versao 26 e valores de p < 0,05 foram considerados estatis-
ticamente significativos.

RESULTADOS
O trabalho de verificagdo de qualidade permitiu saber
ndo ter havido criticas nem sugestées e que o tempo de

preenchimento foi de quatro minutos para utentes e de trés
minutos para médicos.

Segundo a Tabela 1, foram obtidas 225 respostas de
utentes, sendo 56,0% do sexo feminino e 48,4% com ida-
de entre os 35 e os 64 anos. O valor médio do SEDI nas
mulheres foi de 5,4 + 0,8 e nos homens de 5,6 + 0,7 (p =
0,056). Foram recebidas 100 respostas de médicos, 77,0%
dos quais especialistas, 76,6% do sexo feminino, 49,0%
trabalhadores em USF modelo B e 32,0% em UCSP.

De acordo com a Tabela 2, as medidas de teor preven-
tivo propostas para as CR mais selecionadas pelos uten-
tes foram a auscultagédo cardiaca e pulmonar (82,6%), a
quantificagdo de praticas de exercicio fisico (74,7%) e a
avaliagdo de habitos tabagicos (72,9%). Na razéo pela
proporgdo médicos/utentes, as medidas “avaliar presenca
de sintomas do foro depressivo” e “medi¢do do perimetro
abdominal” verificaram pior avaliagdo pelo médico e as
medidas “auscultagéo cardiaca e pulmonar” e “calculo do
indice de Massa Corporal (IMC)” foram selecionadas pelos
médicos como as que os utentes mais pretendiam. Quanto
ao total de medidas selecionadas, a média foi de 7,8 + 9,7
nos utentes e 4,6 + 2,9 nos médicos, p < 0.001.

Quanto aos exames laboratoriais a solicitar, a Tabela
3 revela que os exames mais selecionados pelos utentes
foram a medigdo da glicemia (90,7%), o perfil lipidico

Tabela 1 — Amostra segundo sexo para grupo etario, escolaridade, agregado familiar e rendimento mensal, descrigéo e diferenciagao

Sexo
n (%)
Utentes . . Total
(n = 255) Feminino Masculino n (%) P
(n=126) (n=99)
n (%) n (%)
Até 34 anos 39 (31,0) 16 (16,2) 55 (24,4)
Grupo etario* 35 a 64 anos 65 (51,6) 44 (44,4) 109 (48,4) < 0,001
Igual ou superior a 65 anos 20 (15,9) 37 (37,4) 57 (25,3)
Até ao 9.° ano 15 (11,9) 12 (12,1) 27 (12,0)
Escolaridade** 0,555
Igual ou superior ao 9.° ano 109 (86,5) 85(85,9) 194 (86,2)
Sozinho 13 (10,3) 14 (14,1) 27 (12,0)
Agregado familiar** 0,247
Acompanhado 111 (88,1) 83 (83,8) 194 (86,2)
Até ao SMN 41 (32,5) 14 (14,1) 55 (24,4)
Rendimento mensal** < 0,001
Igual ou superior ao SMN 83 (65,9) 83 (83,8) 166 (73,8)
SEDI @ (n =124) & (n = 97)*** 54+0,8 56+0,7 55+0,7 0,153
Médicos (n = 100) n=77 n=23
Médico interno de formagéo especifica 18 (23,4) 5(21,7) 23 (23,0)
Grau de especialidade* o 0,546
Especialista 59 (76,6) 18 (78,3) 77 (77,0)
UCSP 15(19,5) 4(18,2) 19 (19,0)
Tipo de unidade de trabalho* USF A 24 (31,2) 8 (34,5) 32 (32,0) 0,848
USF B 38 (49,4) 11 (47,8) 49 (49,0)
*: U de Mann-Whitney
**: Qui quadrado
***: t de Student
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Tabela 2 — Frequéncia absoluta e relativa de utentes e da perspetiva de médicos de familia que selecionaram medidas de teor preventivo

a serem realizadas pelo médico na CR

Utentes Médicos Razao, pela proporcao
n (%) n (%) médicos/utentes
Calculo do indice de massa corporal Sim 135 (60,0) 59 (59,0) 0,983
Medicéo do perimetro abdominal Sim 87 (38,7) 14 (14,0) 0,361
Auscultagédo cardiaca e pulmonar Sim 186 (82,6) 85 (85,0) 1,029
Realizagdo de exame fisico completo Sim 124 (55,1) 45 (45,0) 0,817
Verificagédo do estado vacinal Sim 122 (54,2) 24 (24,0) 0,443
Quantificagéo da pratica de exercicio fisico Sim 168 (74,7) 45 (45,0) 0,602
Avaliagédo de habitos alimentares Sim 147 (65,3) 40 (40,0) 0,612
Questionar sobre habitos etilicos e quantidades associadas Sim 146 (64,9) 51 (51,0) 0,786
Avaliagdo de habitos tabagicos Sim 164 (72,9) 53 (53,0) 0,727
Questionar sobre sintomatologia ansiosa Sim 145 (64,4) 29 (29,0) 0,450
Avaliar presenca de sintomas do foro depressivo Sim 129 (57,3) 18 (18,0) 0,279

(89,3%) e a analise da urina (86,2%), com realizac&o anual.
A razéo, em fungdo da proporgao entre respostas de mé-
dicos e utentes, foi superior a unidade para as analises de
urina, analises do perfil lipidico, medigao de glicemia, tes-
tes de PSA e PSOF bienal, sendo os utentes quem mais
esperava o seu pedido. Quanto ao total de exames selecio-
nados, apuraram-se os valores médios de 6,3 + 2,5 (uten-
tes) e 5,6 +1,4 (médicos), com p = 0,002.

Segundo a Tabela 4, e relativamente as recomenda-
cbes preventivas segundo sexo e idade, os médicos assi-
nalaram que os utentes selecionariam com maior frequén-
cia a realizacdo de mamografia (100,0%), citologia do colo
do utero (92,0%) e rastreio do cancro da prostata (97,0%)

e a verificagdo do estado vacinal (62,0%). Os utentes se-
lecionaram com maior frequéncia a promogao de atividade
fisica regular (42,7%) e a participagdo em atividades so-
ciais (24.4%). A razéo pela proporgéo foi, para estas duas
Ultimas recomendacgdes, menor pelos médicos.

Quanto a periodicidade sugerida para a realizagdo
da CR a resposta mais frequente dos utentes foi a anual
(68,2%), seguida de bianual (22,2%) e da semestral (7,4%).
Os médicos julgaram que os utentes responderiam a favor
da periodicidade anual com uma razao de 1,290, segundo
a Tabela 5.

De acordo com o contexto socioecondmico, pelo
SEDI, verificou-se, para o total de medidas selecionadas,

Tabela 3 — Frequéncia absoluta e relativa de utentes e da perspetiva de médicos de familia que selecionaram exames julgados dever ser
prescritos na consulta, sua periodicidade de realizagéo por utentes e médicos e sua razéo, pela propor¢cdo médicos/utentes

Exame assinalado Utentes Médicos Razao, pela proporc¢ao,
n (%) n (%) n (%) médicos/utentes
Electrocardiograma Anualmente 107 (62,2) 58 (73,4) 1,180

172 (76,4) Bienalmente 65 (37,8) 21 (26,6) 0,624
Radiografia toracica Anualmente 19 (26,8) 25 (46,3) 2,733

101 (44.9) Bienalmente 105 (73,2) 29 (53,7) 1,727
Andllies & urime Anualmente 169 (87,1) 82 (96,5) 1,107

194 (86.2) Bienalmente 25 (12,9) 3(3,5) 0,271
Analise do perfil lipidico Anualmente 181 (90,1) 94 (94,0) 1,043

201 (89.3) Bienalmente 20 (9,9) 6 (6,0) 0,606
Glicémia Anualmente 184 (90,2) 95 (95,0) 1,053

204 (90.7) Bienalmente 20 (9,8) 5(5,0) 0,510
Medigao do antigénio especifico da prostata (PSA) ~ Anualmente 93 (67,9) 79 (92,9) 1,368

137 (60.9) Bienalmente 44 (32,1) 6(7,1) 0,221
Pesquisa de sangue oculto nas fezes (PSOF) Anualmente 65 (44.8) 18 (34,0) 0,759

145 (64.4) Bienalmente 80 (55,1) 35 (66,0) 1,197
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Tabela 4 — Frequéncia absoluta e relativa de utentes e de perspetiva de médicos de familia que selecionaram cada recomendacao pre-
ventiva, segundo sexo e idade e sua razdo, pela propor¢do médicos/utentes

Utentes Médicos Razao, pela proporcao
n (%) n (%) médicos/utentes
Realizagdo de mamografia Assinalado 139 (61,8) 100 (100,0) 1,618
Realizagéo da citologia do colo do utero Assinalado 138 (61,3) 92 (92,0) 1,500 2
Realizagédo do rastreio do cancro do célon e reto Assinalado 115 (51,1) 62 (62,0) 1,213 §
Realizagédo do rastreio do cancro da préstata Assinalado 144 (64,0) 97 (97,0) 1,515 g
Atualizagao do estado vacinal Assinalado 120 (53,3) 62 (62,0) 1,163 %
Promocao de atividade fisica regular Assinalado 96 (42,7) 31(31,0) 0,726 =
Participagdo em atividades sociais Assinalado 55 (24,4) 6 (6,0) 0,246 [

Tabela 5 — Frequéncia absoluta e relativa de utentes e da perspetiva de médicos de familia que selecionaram a periodicidade de realiza-
¢éo de uma consulta de rotina e sua razao pela proporgdo médicos/utentes

(n = 223; 99,1%)

Utentes

Médicos

(n = 100; 100%)

Razao, pela proporgao
médicos/utentes

n (%) n (%)
Anual 152 (68,2) 88 (88,0) 1,290
) ) ) Bianual 45 (20,2) 10 (10,0) 0,495
Regularidade de realizagéo da consulta de rotina
Semestral 22 (9,8) 2(2,0) 0,204
Trienal 4(1,8) 0(0,0) 0

uma correlagdo negativa muito fraca ndo significativa
(r =-0.056, p = 0.399); para o total de exames e testes
analiticos selecionados, uma correlagdo muito fraca nao
significativa (r = 0.088, p = 0.488) e, para o total de reco-
mendacgdes preventivas selecionadas, uma correlagdo ne-
gativa muito fraca néo significativa (r = - 0.013, p = 0.919).

DISCUSSAO

Pela revisao da literatura, o presente estudo sera, tanto
quanto é do nosso conhecimento o primeiro em Portugal a
avaliar simultaneamente as expectativas dos utentes face a
uma CR e o nivel de reconhecimento quanto a tais expecta-
tivas pelos médicos da especialidade de MGF."?

Na amostra de utentes (obtida por conveniéncia) sobre-
tudo feminina (56,0%), o indice socioeconémico, SEDI, foi
elevado, 5,5 em 6,0, ndo significativamente diferente entre
SEXO0S.

Os resultados obtidos parecem revelar uma necessida-
de de reflexdo pelos médicos de MGF e, em simultaneo,
uma fraca literacia populacional, que sera da responsabili-
dade das equipas de saude em MGF, do Sistema Nacional
de Saude e também da comunicagao social.?>%"

Para os utentes, a medida preventiva mais selecionada
foi a auscultagdo cardiaca e pulmonar, talvez por o este-
toscépio ser o simbolo associado a pratica médica.?"* No
entanto, a sua utilizagdo em rastreio ou confirmacéo diag-
néstica, sendo técnica de carater subjetivo e de baixa sen-
sibilidade, ndo apresenta evidéncia.?

Os utentes consideraram importante um elevado nime-
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ro de atitudes preventivas a serem executadas na consulta,
concordando com outros estudos.'"'®

A verificagdo de habitos de estilo de vida foi assinala-
da em maior proporg¢ao pelos utentes, estando de acordo
com o aconselhado pela USPSTF.?" Um estudo portugués
avaliou isoladamente as perspetivas dos utentes perante
este tipo de medidas e demonstrou a importancia da sua
aplicacdo em contexto de consulta, apesar da dificuldade
dos utentes na identificagdo das recomendacgdes cientificas
que as corroborassem. 6

Os utentes selecionaram atitudes no ambito da saude
mental, talvez como efeito da pandemia de COVID-19, que
desencadeou a implementacdao de medidas de prevencao
e mitigagao de sintomas psicolégicos. 2"

Medidas como a auscultagdo cardiaca e pulmonar fo-
ram menos selecionadas pelos meédicos, assumindo-se
que possam ter tido em conta o conhecimento prévio pelo
contacto com os seus utentes em CR.'® Pode, igualmente,
pensar-se como causa para este diferente ambiente de res-
postas a atual facilidade de acesso a informacao baseada
em evidéncia cientifica, amplamente disponivel em varios
meios de divulgagéo e um viés de disponibilidade, pelo fac-
to de as opgdes estarem colocadas no questionario.?'*" A
criacdo de programas de informagao pode vir a ser benéfi-
ca para a literacia em saude.'®%"3?

Quanto a prescricdo de exames analiticos, os médicos
anteciparam um interesse superior ao revelado pelos uten-
tes. Os exames mais selecionados pelos utentes foram a
medicdo da glicemia, o perfil lipidico e a analise da urina
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em realizagédo anual. O ECG foi considerado por 62,2% e a
radiografia toracica por 55,1% de utentes, com uma razéo
pela propor¢cdo médicos/utentes de 1,180 e 2,733, respeti-
vamente. Um estudo portugués de 2013 verificou também,
numa amostra estratificada de 1000 utentes, valores seme-
Ihantes para a realizacao de analises de rotina e de urina,
anualmente.” No entanto, a sua realizagdo de forma pre-
ventiva ndo é recomendada pela USPSTF.?"2334

Os utentes reconheceram a importancia dos rastreios
atualmente implementados em Portugal.

Os médicos de MGF julgaram que os utentes assina-
lariam mais a realizagdo de rastreios com a excegédo da
promogao da atividade fisica e da participagdo em ativida-
des sociais. Tal como em estudos anteriores é de realgar
que para 64,0% dos utentes foi assinalado o rastreio do
cancro da préstata.’ ' Este rastreio populacional, tal como
verificado em anterior estudo com atribuigcdo de importan-
cia superior que ao do cancro colorretal, (7,72 vs 7,40) ndo
esta de acordo com as recomendagdes da USPSTF que as
tem vindo a atualizar, sendo, a data, de grau C para uten-
tes entre 55 e 69 anos e de grau D acima dos 70 anos.'®*°
O rastreio do cancro colorretal, o mais recente rastreio de
base populacional a ser implementado, necessita ainda de
uma campanha de disseminagéo dos seus beneficios.*°

As atitudes a desenvolver na consulta, a atividade fisica
e o envolvimento em atividades sociais foram muito menos
assinalados pelos médicos. Se tal se deve ao desconhe-
cimento de recomendagdes, a tecnicidade médica, ou a
sua desvalorizagéo, € matéria para futuros estudos, sendo
que os presentes resultados podem estar enviesados pelas
percecdes dos médicos sobre o conhecimento dos uten-
tes.16,37

Apesar de nao existir uma recomendacéo oficial para
a frequéncia de realizacdo de uma CR em Portugal e de a
evidéncia sugerir que as visitas periédicas devem ser defi-
nidas de acordo com a idade, sexo e patologias de base es-
pecificas do doente, a expectativa da sua realizagéo anual
parece estar fortemente implementada na sociedade portu-
guesa, como ja foi verificado noutros estudos.'"'*'¢ Estes
resultados podem sofrer de enviesamento pela necessida-
de de os médicos cumprirem indicadores de desempenho
relacionados com o nimero de consultas preventivas.*

Arazao que foi calculada para este estudo permite pen-
sar que os médicos subestimaram as perceg¢des dos uten-
tes quanto as atividades preventivas a desempenhar pelo
médico na CR. As razbes para este resultado devem agora
ser estudadas, podendo residir em nédo acreditarem nas
medidas a realizar, ndo terem tempo ou ndo conhecerem
as recomendacoes.

Os médicos julgaram que os utentes pretenderiam mais
exames analiticos do que se verificou, que dariam maior
valor a medidas preventivas de base populacional e que
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teriam preferéncia por CR anuais, valorizando menos as
recomendacgdes sobre atividade fisica e a participagdo em
atividades sociais.

O significado real deste ambiente discordante pode ter
consequéncias no resultado da CR e na saude dos utentes.
Assim, deve investir-se em fomentar as relagdes médico-
-doente, a medicina centrada no utente e a prevengao qua-
ternaria, uma vez que a inexisténcia destas praticas pode
trazer consequéncias nefastas.*-"

O nivel socioeconémico dos utentes, calculado através
do SEDI, néo revelou diferengas significativas no valor total
de medidas a realizar na consulta e nos exames e reco-
mendacgdes selecionadas pelos utentes. Estudos de maior
ambito geografico poderao vir a confirmar os presentes re-
sultados.

O método de aplicagdo do questionario pode conside-
rar-se uma fonte de viés por requerer uma conta Google
ativa para o preenchimento, medida efetuada para evitar o
envio de mais que uma resposta por utente. Este método
de aplicagéo pode ainda refletir vieses de ordem socioeco-
noémica, uma vez que o rendimento mensal e a formagao
académica dos utentes terdo impacto na sua possibilidade
de participar. Os vieses de memodria, voluntarismo e de-
sejabilidade social podem igualmente ter influenciado os
resultados. Além disso, existe a possibilidade de os partici-
pantes terem recorrido a consulta de fontes de informagao
durante a resposta.

Este método de aplicagao resultou da procura de amos-
tras de maiores dimensdes, com vista a alcancar as ca-
madas populacionais menos frequentadoras de consultas e
com pouca disponibilidade para o preenchimento de ques-
tionarios em instituicbes de saude.

As expectativas populacionais podem dever-se a ra-
z0es como experiéncias passadas com 0s servigos pre-
ventivos, a apreciacéo do seu estado de saude global e a
fatores de risco ja identificados.

Apesar das limitagbes deste estudo, estes resultados
contribuem para um melhor entendimento das atuais expe-
tativas populacionais face a CR, bem como sobre a perspe-
tiva do bindmio utente e médico quanto ao que fazer numa
CR_38-41

Deve abandonar-se o modelo generalista de servicos
em MP, adaptando a atividade aos utentes e suas circuns-
tancias.?&%%4

CONCLUSAO

Nesta amostra, evidenciou-se a valorizagdo de um ele-
vado numero de atividades médicas preventivas quer pe-
los utentes, quer pelos médicos. A identificagdo de habitos
de estilo de vida saudavel, os rastreios oncolégicos e de
saude mental foram mais frequentemente registados pelos
utentes que pelos médicos.
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Nesta amostra verificou-se a necessidade de melho-
ria na percegcédo do calendario de realizagdo de uma CR.
Verificou-se também a necessidade de informagado pelos
médicos quanto a periodicidade de realizagdo de exames
analiticos e da discussédo da problematica do rastreio do
cancro da prostata.

O estatuto socioeconémico néo interferiu no nimero de
atitudes a cumprir na consulta, de exames a solicitar e de
recomendacgdes preventivas selecionadas pelos utentes.

O conhecimento das expectativas da populagéo quan-
to a atitudes preventivas na CR, analises a realizar e sua
periodicidade, promocgao de atividade fisica regular e parti-
cipacado em atividades sociais foram menos reconhecidos
pelos MGF.
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ABSTRACT
Introduction: As the global population ages, managing medication use in older adults becomes increasingly complex due to polypharmacy and the as-
sociated risks of adverse drug events. To improve the safety and appropriateness of medication use in the older population, tools like the Screening Tool
of Older Persons’ Prescriptions (STOPP) and Screening Tool to Alert doctors to Right Treatment (START) criteria have been developed. The availability
of updated criteria is crucial to better support healthcare professionals in Portuguese-speaking regions. The aim of this study is to translate and validate
the STOPP/START version 3 criteria for Portuguese, providing an updated and useful tool for healthcare professionals.
Methods and Analysis: This study will be conducted through four phases: ) translation of the STOPP/START version 3 criteria to European Portuguese;
1) collection of sociodemographic, clinical, and medication data; Ill) intrarater reliability study; and V) interrater agreement study. This study obtained
ethics approval by the Ethics Committee of the Administragdo Regional de Saude do Centro, Portugal. The availability of the translated criteria will enable
the integration of STOPP/START version 3 into clinical practice in Portugal, facilitating improved medication safety and appropriateness. This integration
is expected to lead to better management of polypharmacy and a reduction in adverse drug events, ultimately enhancing patient outcomes and support-
ing evidence-based prescribing practices.
Keywords: Aged; Drug Prescriptions; Inappropriate Prescribing; Portugal; Potentially Inappropriate Medication List; Practice Patterns, Physicians

RESUMO
Introdugdo: A medida que a populagdo mundial esta a envelhecer, a gestdo do uso de medicamentos em idosos torna-se cada vez mais complexa
devido a polimedicagéo e aos riscos associados a eventos adversos relacionados com os medicamentos. Para melhorar a segurancga e o uso de me-
dicamentos nesta populacéo foram desenvolvidos critérios como os Screening Tool of Older Persons’ Prescriptions (STOPP) e Screening Tool to Alert
doctors to Right Treatment (START). A disponibilizagcdo de critérios atualizados revela-se crucial para apoiar os profissionais de saude portugueses.
Este estudo tem como objetivo traduzir e validar a verséo 3 dos critérios STOPP-START para a lingua portuguesa, disponibilizando uma ferramenta util
e devidamente atualizada para os profissionais de saude.
Métodos e Analise: Este estudo sera realizado através de quatro etapas: I) tradugdo para a lingua portuguesa da versao 3 dos critérios STOPP/START;,
1) recolha de dados sociodemograficos, clinicos e sobre medicamentos; Ill) estudo de confiabilidade intra-avaliador; e 1V) estudo de concordancia inte-
ravaliador. Este estudo obteve parecer favoravel da Comissao de Etica da Administragao Regional de Satde do Centro (ARSC) de Portugal. A disponi-
bilizagdo dos critérios traduzidos permitira a integragao dos critérios STOPP/START vers&o 3 na pratica clinica em Portugal, promovendo uma melhoria
na seguranga e no uso de medicamentos. Espera-se que esta integracéo leve a uma melhor gestéo da polimedicacdo e a uma redugé@o nos eventos
adversos relacionados com os medicamentos, melhorando os resultados para os doentes e apoiando praticas de prescricdo baseadas em evidéncia.
Palavras-chave: Idoso; Lista de Medicamentos Potencialmente Inapropriados; Padrées de Pratica Médicos; Portugal; Prescricdo Inapropriada; Pres-
crigdo de Medicamentos
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KEY MESSAGES

* The translation of the STOPP/START version 3 criteria into European Portuguese is aimed at improving medica-
tion safety for older adults by providing healthcare professionals with a robust tool to identify and reduce the use of

potentially inappropriate medication.

» This study adapts and validates the criteria specifically for Portuguese healthcare settings, ensuring relevance and

applicability in local clinical practice.

» The study follows a well-structured translation and validation process, including forward and backward translations
and rigorous reliability testing, to ensure accuracy and consistency.
* Medical guidelines and practices vary between countries and regions, which may require further adjustments of the

translated criteria to align with local clinical norms.

INTRODUCTION

World population aging is a significant demographic
trend resulting from declining birth rates and increasing life
expectancy.! An aging population, even with healthy ag-
ing, poses a challenge for healthcare systems due to the
increased demand for medical services and the need for
long-term care.?

With aging, there is an emergence of many chronic dis-
eases that require the use of a significant number of medi-
cation by the older population.® Therefore, polypharmacy,
often described as the simultaneous use of five or more
drugs,* can potentiate the use of potentially inappropriate
medication (PIM) in the older population.® Inappropriate
prescribing occurs when the potential risk of adverse effects
exceeds the clinical benefit, especially when there are more
effective alternative options available.®

Over the years, several criteria have been developed
to identify and reduce PIM use in older adults. In 1991, the
concept of PIM was first introduced, and the Beers criteria
were developed.” The American Geriatrics Society (AGS)
assumed the responsibility for these criteria and started
updating them regularly, in 2012, 2015,° 2019, and
2023." The Screening Tool of Older Person’s Prescriptions
(STOPP) and Screening Tool to Alert to Right Treatment
(START) criteria were originally developed in 2008 and
adapted to European prescribing standards.'? Such criteria
were designed to help healthcare professionals recognize
medication that should be considered for initiation or con-
tinuation or that may pose a higher risk of adverse effects
or reduced efficacy in older adults. The STOPP/START cri-
teria have also been updated through the years, with ver-
sion 2 published in 2015, and, more recently, version 3 in
2023." When updating the STOPP/START criteria to ver-
sion 3, the Delphi consensus panel eliminated three out-
dated or redundant criteria from version 2 and proposed 93
new criteria. After several rounds of validation, 123 STOPP
and 67 START criteria were accepted, increasing the total
number of criteria, from 114 (version 2) to 190 (version 3).
This rigorous process ensured that the updated criteria in-
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corporated the latest evidence and the best practices for
managing medication in older adults. Many other tools have
been developed®; however, the Beers and STOPP criteria
have been the most widely used until today.'

Recently, a systematic review found that PIM use among
older patients has become increasingly prevalent in the
past two decades, with an actual worldwide pooled preva-
lence rate of 36.7%.'° In Portugal, several studies found a
high percentage of PIM in the Portuguese older population,
ranging from 27.7% to 86.4%.""*’

In 2022, STOPP-START version 2 criteria were adapted
and translated to Portuguese.? However, the change in the
number of criteria with the publication of the new version
demonstrates the need and relevance of updating this tool.
Different versions of these criteria have also been translated
into other languages, such as French,? Spanish,** Dutch,*
and Japanese.*? To our knowledge, this is the first study
intended to translate version 3 of the STOPP/START criteria
into European Portuguese. The STOPP criteria were con-
sidered more practical to use, more comprehensive, and
more sensitive in the assessment of PIM when compared to
other tools.™

The aim of this study is to translate and validate the
English STOPP/START version 3 tool for Portuguese
healthcare professionals, ensuring its relevance, accuracy,
and applicability in local clinical practice.

METHODS AND ANALYSIS

This study obtained ethics approval on the 23 of Janu-
ary 2024, by the Ethics Committee of the Administracao
Regional de Saude do Centro (ARSC), Portugal (approval
number 137-2023). The study’s flowchart and timeline can
be found in Fig. 1.

Study design

This study will be conducted in four phases: phase |,
translation to European Portuguese; phase Il, data col-
lection; phase |ll, intra-rater reliability study; phase 1V,
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Phase I: Phase II: Phase IlI: Phase IV:
Translation Data collection Intrarater reliability study Interrater agreement study

Two independent translations| | Cross-sectional study

* Key in-country consultant * Esgueira Mais Um Family Health
* Forward translator Unit

* 316 older adults

Back translation

* Professional translator

Application of the STOPP/
START criteria from Phase |
* Researcher A

* Re-apply one week later

Application of the STOPP/
START criteria from Phase |
* Researchers B, C, D

* Independently

v
v

2 months 4 months

Figure 1 — Study flowchart

v
v

3 months 3 months

inter-rater agreement study.

Study population

The study population will be older adults aged 65 or
over. Participants will be excluded if they meet one or more
of the following criteria: (i) have dementia; (ii) have severe
psychiatric illness; (iii) institutionalized patient; (iv) patient
without assigned family physician; (v) have cognitive im-
pairment or physical condition that makes participation in
the study impossible and/or (vi) refusal of informed consent
to participate in the study.

Phase I: translation to European Portuguese

The translation of the STOPP/START criteria will be car-
ried out in accordance with the Principles of Good Prac-
tice for the Translation and Cultural Adaptation Process for
Patient-Reported Outcome (PRO) Measures.**

Permission from STOPP/START'’s authors to translate
and validate the tool for Portuguese has already been ob-
tained. Next, we will recruit a key in-country consultant,
which is a native Portuguese speaker fluent in English, and
residing in Portugal. After that, two independent translations
of the criteria will be produced (from English to Portuguese).
One will be done by the key in-country consultant and the
other by a forward translator, also a native Portuguese and
fluent English speaker. The two previous translations will
be reconciled by the research team, followed by a back-
translation (from Portuguese to English) performed by a
professional translator, native English speaker fluent in
Portuguese. The next step will be the comparison of the
back-translation with the original criteria to detect if there
are significant differences or discrepancies. The research
team will prepare the final version.
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Phase II: data collection

A cross-sectional study will be performed in a primary
care center belonging to the Unidade Local de Saude de
Aveiro, in Portugal.

The sample calculation yielded 316 older adults consid-
ering the population of 1746 older adults (aged 65 or over)
registered at the Unidade de Saude Familiar (USF) Esguei-
ra Mais, with a confidence level of 95% and margin of error
of 5%. Participants will be recruited from the USF Esgueira
Mais, ensuring a representative and heterogeneous sample
of the older population in primary care. The recruitment
strategy will involve the identification of patients aged 65 or
older from the electronic health records followed by an in-
vitation from their family physicians. The identified patients
will receive an explanation about the study’s purpose, pro-
cedures, and the importance of their participation. Informed
consent will be obtained from all who agree to participate.
Researchers will access the electronic health records to
retrieve sociodemographic, clinical, and medication data.
Specific protocols will be followed to ensure accuracy and
consistency, including using predefined data extraction
forms for information recording. Structured interviews will
be conducted with participants to gather additional data and
clarify information from health records. Each patient will be
numbered from 1 to 316 to ensure data anonymization and
patient protection. The recruitment period will take place
between October 2024 and January 2025. In the event of
missing data, we will implement appropriate strategies to
address this issue that may include imputation methods
(such as mean or median imputation), using available data
for analyses when possible, and performing sensitivity anal-
yses to assess the impact of missing data on the study’s
results.

www.actamedicaportuguesa.com
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Phase lllI: intra-rater reliability study

After data collection, a researcher/family physician
(named researcher A) will receive training and will apply the
translated Portuguese version of the STOPP/START crite-
ria obtained in phase | to the older adult participants con-
sidering the data collected in phase Il. The researcher will
re-apply the STOPP/START criteria to the same users one
week later, to measure intra-observer reliability.>

Phase IV: interrater agreement study

After receiving training, three researchers/family physi-
cians (named researchers B, C and D) will, independently,
apply the translated Portuguese version of the STOPP/
START criteria obtained in phase | to older adult participants,
to measure inter-observer agreement. Three researchers
were considered sufficient since, in studies of interobserver
agreement, for dichotomous variables, increasing the num-
ber of observers above three had little effect on the power
of hypothesis tests or the width of confidence intervals.®

Statistical analysis

Data will be stored with Microsoft Excel software. Analy-
ses will be carried out using the Statistical Package for So-
cial Sciences (IBM® SPSS® Statistics version 25) and the
software R. Categorical variables will be described using
relative and absolute frequencies and percentages, n (%).
Continuous variables will be described by the mean and
respective standard deviation (mean + SD) if normally dis-
tributed; or by median and interquartile range if not normally
distributed. Normality will be assessed by the Kolmogorov-
Smirnov test. Intra-rater/inter-rater reliability will be mea-
sured using Cohen’s k coefficient and the respective 95%
Cl.*5 The Cohen’s k coefficient will be interpreted as poor
(k £ 0.2), fair (0.21 < k < 0.40), moderate (0.51 < k < 0.6),
substantial (0.61 < k < 0.8) and good (0.81 < k < 1.00).*"
Intra-rater/inter-rater agreement will be assessed using
agreement proportions and specific (positive and nega-
tive) agreement proportions and the respective 95% CI.*° A
p-value less than or equal to 0.05 will be considered statisti-
cally significant. Adjustment for potential confounding fac-
tors will be considered, such as differences in health status,
medication-use patterns, and healthcare access, using ap-
propriate techniques like multivariate regression analysis to
ensure the robustness and validity of the findings.

Ethics and dissemination

Each participant will sign an informed consent form
(Appendix 1:  https://www.actamedicaportuguesa.com/
revista/index.php/amp/article/view/21941/15548) and
will be given a number from 1 to 316 to ensure data
pseudonymization, confidentiality, and identity protection.
This study obtained ethics approval from the Ethics
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Committee of the ARSC with the reference number 137-
2023. One paper is expected to be published in a related
peer-reviewed journal. The results obtained will be
disseminated at scientific and professional congresses,
to the Portuguese Medical Association, and to political
decision-makers for use in healthcare services.

DISCUSSION

With this study it is expected that the availability of the
STOPP/START criteria in the Portuguese language will help
healthcare professionals to make more informed decisions
about prescribing medicines for older adults. This could lead
to PIM use reduction, thus enhancing older patient safety.

The translation of the STOPP/START criteria into Euro-
pean Portuguese will make the guidelines more accessible
and usable for healthcare professionals and can also help
to increase their awareness and knowledge about appro-
priate medicines use in the older population. By identify-
ing and addressing PIM, healthcare providers can improve
medication safety and reduce adverse drug events.

In addition to these clinical benefits, reducing PIM use in
the aging population has broader public health implications.
Lowering the incidence of medication-related complications
can enhance overall healthcare quality and potentially re-
duce healthcare costs associated with preventable adverse
events.* Fewer complications mean fewer hospitalizations
and treatments, which can significantly decrease health-
care expenditures and improve resource allocation.

Furthermore, by improving medication safety and re-
ducing PIM use, the study contributes, overall, to better pa-
tient outcomes. Older adults are particularly vulnerable to
medication-related issues,* and addressing these through
well-validated criteria can lead to a higher quality of life and
better management of chronic conditions.

For the successful implementation of these criteria, it will
be important to disseminate and integrate the Portuguese
version of the STOPP/START criteria into clinical practice
guidelines. This integration will ensure that the criteria are
effectively utilized in everyday clinical settings, maximiz-
ing their impact on patient care. Integrating the translated
STOPP/START criteria with existing national guidelines,
such as guideline number 018/2016 of 30/12/2016 (updat-
ed 01/03/2024) on medication reconciliation,*’ underscores
their relevance and alignment with established evidence-
based practices. By aligning with these guidelines, the
STOPP/START criteria will not only support adherence to
best practices but will also contribute to standardizing medi-
cation review processes across healthcare settings. This
synergy enhances the overall effectiveness of medication
management strategies and supports the implementation of
high-quality, evidence-based care for older adults.

Moreover, the translated STOPP/START criteria can
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also serve as a valuable training tool for healthcare pro-
fessionals. By incorporating these criteria into training pro-
grams, it is possible to increase awareness and knowledge
about appropriate prescribing practices for older adults.
This will help healthcare providers to better understand and
apply evidence-based guidelines, enhancing their ability to
identify PIM and make safer prescribing decisions.

To facilitate widespread adoption among healthcare
providers, we intend to develop and deliver workshops for
healthcare professionals. These sessions will focus on the
application and benefits of the STOPP/START criteria, aim-
ing to enhance understanding and practical use in clinical
practice. Besides, the incorporation of the STOPP/START
criteria into national and local clinical practice guidelines will
standardize their use and ensure that they are seamlessly
integrated into routine healthcare processes. Therefore,
we intend to engage with relevant professional organiza-
tions and associations to promote the criteria, encourage
its adoption, and facilitate its integration into various health-
care settings.

The expected outcomes from this study can be highly
beneficial for healthcare providers, health policy decision-
making, and older patients. By enhancing medication safety
and improving healthcare quality, the translated STOPP/
START criteria will contribute positively to the management
of medication use in the older population.

Limitations

Portugal and other Portuguese-speaking countries may
have different healthcare systems, availability of medicines
and regulatory frameworks, which can affect the applica-
bility of the translated criteria. Besides, medical guidelines
can vary between countries and regions, so the translated
criteria may need to be adjusted to align with local clinical
norms. The study will be conducted at a single primary care
center, which may limit the extent to which the findings can
be considered representative of the broader Portuguese
older adult population. Additionally, participants with condi-
tions such as dementia, severe psychiatric illness, or cog-
nitive impairments will be excluded, which might lead to a
sample that does not fully capture the range of medication-
related issues experienced by all older adults.
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CONCLUSION
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in enhancing medication safety for older adults in Portugal.
This initiative is expected to benefit both healthcare profes-
sionals and older patients by providing a reliable, evidence-
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AUTHOR CONTRIBUTIONS

DAR: Study design, data acquisition, writing of the man-
uscript.

FR, MTH, LM: Study design, critical review of the manu-
script.

All authors approved the final version to be published.

COMPETING INTERESTS
The authors have declared that no competing interests
exist.

FUNDING SOURCES

This article was supported by National Funds through
Fundacdo para a Ciéncia e a Tecnologia (FCT), within
CINTESIS, R&D Unit. Daniela A. Rodrigues is funded by an
individual grant from the FCT (ref 2022.10605.BD).

4. Masnoon N, Shakib S, Kalisch-Ellett L, Caughey GE. What is
polypharmacy? A systematic review of definitons. BMC Geriatr.
2017;17:230.

5. Tommelein E, Mehuys E, Petrovic M, Somers A, Colin P, Boussery K.
Potentially inappropriate prescribing in community-dwelling older people
across Europe: a systematic literature review. Eur J Clin Pharmacol.
2015;71:1415-27.

6. Motter FR, Fritzen JS, Hilmer SN, Paniz EV, Paniz VM. Potentially
inappropriate medication in the elderly: a systematic review of validated
explicit criteria. Eur J Clin Pharmacol. 2018;74:679-700.

7. Beers MH, Ouslander JG, Rollingher I, Reuben DB, Brooks J, Beck JC.

www.actamedicaportuguesa.com

PROTOCOLOS



S07020.104d

20.

21.

22.

23.

24,

Rodrigues DA, et al. Portuguese version of the STOPP/START criteria, Acta Med Port 2024 Dec;37(12):847-852

Explicit criteria for determining inappropriate medication use in nursing
home residents. Arch Intern Med. 1991;151:1825-32.

Fick D, Semla T, Beizer J, Brandt N, Dombrowski R, DuBeau CE, et
al. American Geriatrics Society updated beers criteria for potentially
inappropriate medication use in older adults. J Am Geriatr Soc.
2012;60:616-31.

Samuel MJ. American Geriatrics Society 2015 updated beers criteria
for potentially inappropriate medication use in older adults. J Am Geriatr
Soc. 2015;63:2227-46.

. Fick DM, Semla TP, Steinman M, Beizer J, Brandt N, Dombrowski R, et

al. American Geriatrics Society 2019 updated AGS beers criteria® for
potentially inappropriate medication use in older adults. J Am Geriatr
Soc. 2019;67:674-94.

. American Geriatrics Society 2023 updated AGS Beers Criteria® for

potentially inappropriate medication use in older adults. J Am Geriatr
Soc. 2023;71:2052-81.

. Gallagher P, Ryan C, Byrne S, Kennedy J, O’'Mahony D. STOPP

(screening tool of older person’s prescriptions) and START (screening
tool to alert doctors to right treatment). Consensus validation. Int J Clin
Pharmacol Ther. 2008;46:72-83.

. O’'mahony D, O’sullivan D, Byrne S, O’connor MN, Ryan C, Gallagher P.

STOPP/START criteria for potentially inappropriate prescribing in older
people: Version 2. Age Ageing. 2015;44:213-8.

. O'Mahony D, Cherubini A, Guiteras AR, Denkinger M, Beuscart JB,

Onder G, et al. STOPP/START criteria for potentially inappropriate
prescribing in older people: version 3. Eur Geriatr Med. 2023;14:625-32.

. Aguiar JP, Gama Marques J, Alves da Costa F. Utility and limitations of

a screening tool of older person’s prescription among psychiatric elder
patients: a comprehensive review. Aging Health Res. 2021;1:100031.

. TianF, Chen Z, Zeng Y, Feng Q, Chen X. Prevalence of use of potentially

inappropriate medications among older adults worldwide: a systematic
review and meta-analysis. JAMA Netw Open. 2023;6:€2326910.

. De Oliveira Martins S, Soares MA, Foppe Van Mil JW, Cabrita J.

Inappropriate drug use by Portuguese elderly outpatients - effect of the
beers criteria update. Pharmacy World and Science. 2006;28:296-301.

. Eiras A, Teixeira MA, Gonzalez-Montalvo JI, Castell MV, Queipo R,

Otero A. Consumption of drugs in over 65 in Porto (Portugal) and
risk of potentially inappropriate medication prescribing. Aten Primaria.
2016;48:110-20.

. Simdes PA, Santiago LM, Mauricio K, Simdes JA. Prevalence of

potentially inappropriate medication in the older adult population within
primary care in Portugal: a nationwide cross-sectional study. Patient
Prefer Adherence. 2019;13:1569-76.

Monteiro C, Canario C, Ribeiro MA, Duarte AP, Alves G. Medication
evaluation in Portuguese elderly patients according to beers, stopp/
start criteria and EU(7)-PIM list — an exploratory study. Patient Prefer
Adherence. 2020;14:795-802.

da Costa FA, Periquito C, Carneiro MC, Oliveira P, Fernandes Al,
Cavaco-Silva P. Potentially inappropriate medications in a sample of
Portuguese nursing home residents: does the choice of screening tools
matter? Int J Clin Pharm. 2016;38:1103-11.

Peixoto S, Almeida A, Caramelo A, Mendes L. Application of the 2015
beers criteria operationalized for portugal in institutionalized elderly: a
cross-sectional study. Acta Med Port. 2020;33:741-8.

Aguiar JP, Costa LH, da Costa FA, Leufkens HG, Martins AP.
Identification of potentially inappropriate medications with risk of major
adverse cardiac and cerebrovascular events among elderly patients
in ambulatory setting and long-term care facilities. Clin Interv Aging.
2019;14:535-47.

AL-Musawe L, Torre C, Guerreiro JP, Rodrigues AT, Raposo JF, Mota-
Filipe H, et al. Polypharmacy, potentially serious clinically relevant

Revista Cientifica da Ordem dos Médicos 852

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

drug-drug interactions, and inappropriate medicines in elderly people
with type 2 diabetes and their impact on quality of life. Pharmacol Res
Perspect. 2020;8:¢00621.

Perpétuo C, Placido Al, Rodrigues D, Aperta J, Pifieiro-Lamas M,
Figueiras A, et al. Prescription of potentially inappropriate medication
in older inpatients of an internal medicine ward: concordance and
overlap among the EU(7)-PIM list and beers and STOPP Criteria. Front
Pharmacol. 2021;12:676020.

Candeias C, Gama J, Rodrigues M, Falcédo A, Alves G. Potentially
inappropriate  medications and potential prescribing omissions in
elderly patients receiving post-acute and long-term care: application of
screening tool of older people’s prescriptions/screening tool to alert to
right treatment criteria. Front Pharmacol. 2021;12:747523.

Placido Al, Aguiar A, Pifieiro-Lamas M, Varallo F, Figueiras A, Herdeiro
MT, et al. Assessment of potentially inappropriate medications using the
EU (7)-PIM List, in a sample of portuguese older adults’ residents in
nursing homes. Risk Manag Healthc Policy. 2022;15:1343-52.

Monteiro L, Monteiro-Soares M, Matos C, Ribeiro-Vaz |, Teixeira A,
Martins C. inappropriate prescriptions in older people—translation and
adaptation to portuguese of the STOPP/START Screening Tool. Int J
Environ Res Public Health. 2022;19:6896.

Dalleur O, Pharm M, Lang PO, Boland B. La nouvelle version des
crittres STOPP/START adaptée en frangais. Pharmactuel. 2016;49:61-
4.

Delgado-Silveira E, Molina Mendoza MD, Montero-Errasquin B, Garcia
MM, Rodriguez Espeso EA, Vélez-Diaz-Pallarés M, et al. Spanish
version of the STOPP/START 3 criteria: Advances in the detection
of inappropriate prescribing medication in the older people. Rev Esp
Geriatr Gerontol. 2023;58:101407.

Vermeulen Windsant-van den Tweel AM, Verduijn MM, Derijks HJJ,
van Marum RJ. Detectie van ongeschikt medicatiegebruik bij ouderen;
worden de STOPP-en START-criteria de nieuwe standaard? Ned
Tijdschr Geneeskd. 2012;156:A5076.

Kojima T, Mizukami K, Tomita N, Arai H, Ohrui T, Eto M, et al. Screening
tool for older persons’ appropriate prescriptions in japanese: report of
the Japan Geriatrics Society Working Group on “guidelines for medical
treatment and its safety in the elderly.” Geriatr Gerontol Int. 2016;16:983-
1001.

Wild D, Grove A, Martin M, Eremenco S, McElroy S, Verjee-Lorenz A, et
al. Principles of good practice for the translation and cultural adaptation
process for patient-reported outcomes (PRO) measures: report of the
ISPOR task force for translation and cultural adaptation. Value Health.
2005;8:94-104.

Streiner DL, Norman GR. Biases in responding. In: Health Measurement
Scales. Oxford: Oxford University Press; 2009.

Shoukri MM. Measures of interobserver agreement and reliability. Boca
Raton: CRC Press; 2010.

Kottner J, Audige L, Brorson S, Donner A, Gajewski BJ, Hrébjartsson A,
et al. Guidelines for reporting reliability and agreement studies (GRRAS)
were proposed. Int J Nurs Stud. 2011;48:661-71.

Landis JR, Koch GG. The measurement of observer agreement for
categorical data. Biometrics. 1977;33:159-74.

Laatikainen O, Sneck S, Turpeinen M. Medication-related adverse
events in health care—what have we learned? A narrative overview of
the current knowledge. Eur J Clin Pharmacol. 2022;78:159-70.
Falemban AH. Medication-related problems and their intervention in the
geriatric population: a review of the literature. Cureus. 2023:€44594.
Diregdo-Geral da Saude. Norma N.° 018/2016 reconciliagdo da
medicagéo. 2016. [cited 2024 Aug 07]. Available from: https://normas.
dgs.min-saude.pt/wp-content/uploads/2019/10/reconciliacao-da-
medicacao.pdf.

www.actamedicaportuguesa.com



ACTA
MEDICA
PORTUGUESA

A Revista Cientifica da Ordem dos Médicos

Absenteeism Among National Health Service Workers During the COVID-19
Pandemic in Portugal

Absentismo Laboral de Trabalhadores do Servigo Nacional de Saude Durante a
Pandemia de COVID-19 em Portugal

Joana ALVESDPA', Carolina NUNES?® André PERALTA SANTOS'
Acta Med Port 2024 Dec;37(12):853-857 = https://doi.org/10.20344/amp.21761

ABSTRACT

By March 2020, the first COVID-19 cases were detected in Portugal. Anecdotal evidence showed that the National Health Service absenteeism rate rose.
The present study aimed to quantify and characterize the absenteeism rate among these healthcare workers during the COVID-19 pandemic in Portugal.
This study used data from the Portuguese National Health Service Transparency Portal for the number of National Health Service workers and absence
days (2015 - 2021). Absenteeism was compared, before and after the pandemic onset, in absolute terms, and as absenteeism rates. Additionally, we
performed an interrupted time series analysis, by fitting a Poisson regression model with level change. We controlled for data seasonality using Fourier
terms. The results showed that, between 2015 and March 2020, the average monthly absenteeism rate was of 12.2%, rising to 14.5% in the subsequent
period. This represented an increase of 19% in the absenteeism rate. The interrupted time series analysis showed an increase of 10.8% in the National
Health Service absenteeism rate after the pandemic onset [relative risk = 1.10; 95% CI 1.10 - 1.11; p < 0.01]. When accounting for seasonality in the
data, the interrupted time series analysis showed an increase of 11.0% in the National Health Service absenteeism rate [relative risk = 1.11; 95% CI
1.00 - 1.23; p < 0.05]. These results suggest an increased number of days of absence rate among the National Health Service healthcare workers during
the COVID-19 pandemic.

Keywords: Absenteeism; COVID-19; Health Personnel; Pandemics; Portugal/epidemiology; Sick Leave

RESUMO

Em margo de 2020, foram detetados os primeiros casos de COVID-19 em Portugal. O presente estudo teve como objetivo quantificar e caracterizar o
absentismo entre os trabalhadores de saude do Servigo Nacional de Saude durante a pandemia de COVID-19 em Portugal. Este estudo utilizou dados
do Portal da Transparéncia do Servico Nacional de Saude sobre o niumero de profissionais de satude e dias de auséncia (2015 - 2021). O absentismo foi
comparado, antes e depois do inicio da pandemia, em termos absolutos e taxas. Realizou-se uma analise de séries temporais interrompidas, ajustando
um modelo de regressao de Poisson. Controlou-se para a sazonalidade dos dados. Os resultados mostraram que, de 2015 até marco de 2020, a taxa
média mensal de auséncia foi de 12,2%, aumentando para 14,5% no periodo subsequente. Isto representou um aumento de 19% na taxa de auséncia. A
analise de séries temporais interrompidas mostrou um aumento de 10,8% no absentismo do Servigo Nacional de Saude ap6s o inicio da pandemia [risco
relativo = 1,10; IC de 95% 1,10 - 1,11; p < 0,01]. Ao considerar a sazonalidade nos dados, o modelo mostrou um aumento de 11,0% no absentismo do
Servigo Nacional de Saude [risco relativo = 1,11; IC 95% 1,00 - 1,23; p < 0,05]. Os resultados sugerem haver um aumento do nimero dias de auséncia
entre os trabalhadores do Servigo Nacional de Saude durante a pandemia.

Palavras-chave: Absentismo; Baixa por Doenga; COVID-19; Pessoal de Saude; Pandemias; Portugal/epidemiologia

INTRODUCTION

ARTIGOS CURTOS

The World Health Organization (WHO) declared the
novel coronavirus (COVID-19) outbreak a global pandemic
on March 11", 2020." During the pandemic, several non-
pharmacological measures were taken to reduce COVID-19
transmission and prevent the collapse of healthcare sys-
tems, including formal stay-at-home orders.? However, the
essential workers, including the healthcare workers (HCW),
were required to continue working physically at their work-
places, despite the increased risk of COVID-19 transmis-
sion.

Evidence from Portugal and other countries showed
that HCW who continued to work in healthcare facilities dur-
ing the pandemic, particularly frontline HCW, experienced
higher levels of agitation, anxiety, sadness, depression,
and insomnia, and an increased perception of risk of infec-

tion.>* This may have impacted not only work productivity
but also the quality of care and absenteeism rates. Further-
more, the increased workload resulting from the pandemic,
the changes in healthcare access patterns, and the need to
adapt healthcare systems to cope with higher demand from
COVID-19 patients might have had increased pressure on
HCW while impacting delivery capacity and costs of health-
care. Between March and May of 2020, each hospitalization
related to COVID-19 causes represented the loss of further
28 hospitalizations for other causes.®

The evidence of absenteeism rates for Portugal dur-
ing these times is scarce, but anecdotal evidence showed
that absenteeism in the National Health Service (NHS) in-
creased. The ability to evaluate the absenteeism rates dur-
ing a pandemic is paramount to planning contingency plans

1. Public Health Research Centre. Comprehensive Health Research Center (CHRC). NOVA National School of Public Health. Universidade NOVA de Lisboa.

Lisbon. Portugal.

2. NOVA National School of Public Health. Universidade NOVA de Lisboa. Lisbon. Portugal.

3. Direcdo-Geral da Saude. Lisbon. Portugal.
4 Autor correspondente: Joana Alves. joana.alves@gmail.com

Recebido/Received: 17/05/2024 - Aceite/Accepted: 09/09/2024 - Publicado/Published: 02/12/2024

Copyright © Ordem dos Médicos 2024

Revista Cientifica da Ordem dos Médicos 853

www.actamedicaportuguesa.com




SOLdND SODILYY

Alves J, et al. Absenteeism among NHS workers during the COVID-19 pandemic in Portugal, Acta Med Port 2024 Dec;37(12):853-857

for future pandemics. Therefore, the aim of the present
study is to quantify and characterize absenteeism among
NHS workers during the COVID-19 pandemic in Portugal,
the disruption in absenteeism rate patterns pre and post
pandemic, and the dynamics of different types of absentee-
ism among HCW in Portugal.

METHODS

This study used data from the Portuguese NHS Trans-
parency Portal, which collects absenteeism days by month
and type for the NHS entities and people working in the
NHS entities by month. The dataset includes absenteeism
data for all the NHS entities without specific details regard-
ing the working category, thereby including the entire work-
force, ranging from administrative to medical personnel. To
ensure relevance to the study objectives, we focused the
analysis on data from hospitals, hospital centers, regional
health authorities, and local health units (summing 48 out of
64 institutions). The final database included monthly infor-
mation (2015 - 2021), resulting in a sample of 84 observa-
tions.

We compared the total and type-specific absences
before and after the pandemic onset, in absolute terms,
and as absenteeism rates (proportion of absenteeism
days relative to the potential workforce days, which were
derived by multiplying the number of working days by
the number of workers, following the formula used by the
Portuguese Strategy and Planning Office). As a sensitivity
analysis [Table 1 of the Appendix (Appendix 1: https:/
www.actamedicaportuguesa.com/revista/index.php/
amp/article/view/21761/15555)], we performed the same
absenteeism rates, selecting only three hospitals (Centro
Hospitalar Universitario de Lisboa Norte, Centro Hospitalar
Universitario do Porto, and Centro Hospitalar e Universitario
de Coimbra).

We also performed an interrupted time series analysis
(ITS) by fitting a Poisson regression model. The model ac-
counted for a level change and controlled for data seasonal-
ity to isolate the impact of the specific time of the pandemics
from predictable seasonal variations by incorporating Fou-

Table 1 — Descriptive statistics by year

rier terms.® The outcome variable was the number of ab-
sences, and we included the number of potential workforce
days as an offset variable to express the outcome as a rate.
As covariates, we included the time elapsed (to capture the
trend over the period) and a dummy variable indicating the
pandemic onset (zero until March 2020, one otherwise; to
capture the immediate impact of pandemics on the level of
absenteeism).

RESULTS

Table 1 presents the analysis of absenteeism among
HCW in Portugal (2015 - 2021). Despite the progressively
increased number of workers in the healthcare sector, from
111 thousand in 2015 to 138 thousand in 2021, the absence
rate increased from 11.41% (SD = 0.86) in 2015 to 13.80%
(SD =1.98) in 2021. In 2020, the absenteeism rate reached
its highest level at 14.91% (SD = 3.37). When comparing
the periods before and after the onset of the epidemic, be-
fore March 2020 the monthly average rate was 12.2% (SD
= 1.3), while after March 2020 the monthly average rate in-
creased to 14.5% (SD = 2.8).

The simple ITS analysis (Fig. 1) showed an increase of
10.8% in NHS absenteeism after the pandemic onset [rela-
tive risk = 1.10; 95% confidence interval (Cl) 1.10 - 1.11; p <
0.01]. When accounting for seasonality in the data, the ITS
showed an increase of 11.0% in NHS absenteeism [relative
risk = 1.11; 95% CI 1.00 - 1.23; p < 0.05].

Fig. 1 of the Appendix (Appendix 1: https://www.
actamedicaportuguesa.com/revista/index.php/amp/article/
view/21761/15555) illustrates the temporal dynamics of the
absenteeism rate alongside the transmission dynamics of
COVID-19, quantified as the time-dependent reproductive
number [R(t)] for mainland Portugal. Notably, the peaks in
absenteeism rates observed post-2020 closely align with
the corresponding spikes in R(t). This was not observed
thereafter, possibly due to the effect of vaccination. Fig.
2 displays the mean monthly absenteeism rates for each
year from 2015 to 2021, according to the different types of
absence.

Year Workers? Days of absence?® Absenteeism rate® (SD) Monthly absenteeism rate®
2015 110 726 264 768 11.41 (0.86)
2016 113 958 287 893 12.15 (0.90)
2017 116 981 283 471 11.76 (1.62) (11232)
2018 118 746 317 511 12.82 (1.45)
2019 123 128 327 780 12.76 (1.40)
2020 130 852 408 819 14.91 (3.37) 14.5
2021 137 925 399 738 13.80 (1.98) (2.8)
a: monthly average
b: before versus after March 2020
Revista Cientifica da Ordem dos Médicos 854 www.actamedicaportuguesa.com
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Figure 1 — Evolution of the absenteeism rate before and after the pandemic onset: interrupted time series analysis accounting for season-

ality (2015 - 2021)

DISCUSSION

The ITS found an 11% rise in NHS worker absenteeism
following the onset of the pandemic. Notably, this trend was
not restricted to Portugal; similar patterns of increased ab-
senteeism following the pandemic’s emergence have been
observed in various other countries.”*

While this study has contributed with insights into the
impact of the COVID-19 pandemic on absenteeism patterns
among HCW in Portugal, it is crucial to acknowledge sev-
eral limitations that must be considered when interpreting
our results. One of the primary constraints encountered in
our study is the absence of a universally accepted definition
for worker absenteeism or absence. This lack of consensus
poses a challenge when attempting to compare absence
rates between countries. Additionally, the absence catego-
ries were broad and predefined, which limited our ability to
perform more nuanced comparisons and draw specific con-
clusions.

The phenomenon of absenteeism is a well-documented
concern in the Portuguese healthcare sector, a situation
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that the COVID-19 pandemic has intensified. Our findings
highlight the significant increase in absenteeism among
NHS workers during the pandemic period.
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RESUMO

A actividade fisica é recomendada como estratégia de promogao da saide mental, podendo integrar planos de tratamento de perturbacgdes psiquiatricas
que afetam a populagdo em geral. No entanto, os atletas de elite sdo uma subpopulagédo com fatores protetores e de risco inerentes a pratica desportiva
de alta competi¢éo, ndo estando blindados contra sintomas e patologias do foro psiquiatrico. A satide mental de atletas de elite tem sido alvo de cada
vez maior atengéo, impulsionada, em parte, pelas iniciativas do International Olympic Committee e pela crescente importancia da psiquiatria desportiva.
O presente trabalho foca o estudo da ansiedade, dando especial relevo a perturbacdo da ansiedade generalizada em atletas de elite, enquadrando-
-se na tipologia de revisdo bibliografica narrativa. A nossa analise permitiu concluir que a ansiedade competitiva pode afetar, de forma tanto prejudicial
como benéfica, o desempenho atlético. A avaliagdo da duracao, frequéncia e impacto funcional dos sintomas de ansiedade é crucial para a excluséo
da perturbagdo de ansiedade generalizada. Atletas de elite ndo apresentam uma prevaléncia significativamente diferente de perturbagao de ansiedade
generalizada comparativamente com a populagdo em geral. A identificacdo de fatores protetores e de risco especificos pode contribuir para a adogéo de
estratégias preventivas e de intervengdo mais eficazes. Tal como na populagdo em geral, a psicoterapia é recomendada como tratamento inicial desta
patologia em atletas de elite, associada, se necessario, a farmacoterapia, desde que respeite as diretrizes da World Anti-Doping Agency.
Palavras-chave: Ansiedade; Atletas; Desporto; Perturbacdo de Ansiedade

ABSTRACT

Physical activity is recommended as a strategy for promoting mental health, and it can even be integrated into treatment plans for psychiatric disorders
affecting the general population. However, elite athletes are a subpopulation with protective and risk factors inherent to high-level competition and are
not shielded from psychiatric symptoms and conditions. The mental health of elite athletes has been the subject of increasing attention, driven in part by
the initiatives of the International Olympic Committee and the growing importance of sports psychiatry. This article is a narrative review that provides an
overview regarding anxiety, in particular generalized anxiety disorder in elite athletes. Our assessment concluded that competitive anxiety may affect an
elite athlete’s performance in both harmful and beneficial ways. Assessing the duration, frequency, and functional impact of anxiety symptoms is crucial
for ruling out generalized anxiety disorder. Elite athletes do not show a significantly different prevalence of generalized anxiety disorder compared to the
general population. Identifying specific protective and risk factors can contribute to adopting more effective preventive and intervention strategies. As in
the general population, psychotherapy is recommended for elite athletes as the initial treatment for this condition, combined, if necessary, with pharma-
cotherapy, according to the World Anti-Doping Agency Code.

Keywords: Anxiety; Anxiety Disorders; Athletes; Sports
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A ansiedade é uma resposta emocional a situagdes que
envolvem incerteza e ameagca,’? manifestando-se através
de componentes cognitivos e somaticos.®> A ansiedade
estda cada vez mais presente na sociedade contempora-
nea, quer como consequéncia do ritmo acelerado da vida
moderna, quer como resultado das elevadas expectativas
individuais.* Quando a ansiedade se torna excessiva pode
assumir forma patoldgica, necessitando de tratamento mé-
dico.?

A préatica de desporto é muitas vezes recomendada
como parte dos planos de tratamento para fazer face aos
problemas de ansiedade que afetam a populagdo em ge-
ral.>” Porém, a pratica de desporto de alta competi¢cdo pode
estar ela propria estreitamente associada a diferentes ni-
veis de ansiedade, passiveis de serem distinguidos pelos
padrdes de inicio, duragdo e gravidade dos sintomas.?®

A saude mental dos atletas tem sido alvo de cada vez
maior atengao nos desportos competitivos e de elite, sobre-
tudo devido as iniciativas do International Olympic Commit-
tee.® Este novo olhar que se projeta sobre a saide mental
dos atletas de alta competicdo € também a expresséo da
crescente importancia da psiquiatria desportiva. A Interna-
tional Society for Sports Psychiatry, no simpésio realizado
em novembro de 2021, constatou que varios comités olim-
picos, como o do Canada e o da Austrdlia, ja integravam
psiquiatras desportivos nas suas equipas médicas, e ante-
cipou que nos Jogos Olimpicos de Paris um numero maior
de paises viesse a integrar psiquiatras desportivos nas
suas comitivas.'®

Considerando o exposto, entendemos ser oportuno
realizar um estudo centrado na interface entre o campo da
saude mental e o campo do desporto de alta competigao.
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Focamos o nosso objetivo na pesquisa e analise do conhe-
cimento existente na literatura cientifica internacional sobre
a ansiedade nos atletas de elite, dando especial importan-
cia a perturbacao de ansiedade generalizada (PAG), condi-
¢ao na qual a intervengdo médica se torna, muitas vezes,
imprescindivel.

Metodologia

O presente estudo enquadra-se na tipologia de reviséo
narrativa da literatura. Iniciamos a exploragéo bibliografica
pela andlise da base de dados PubMed, entre setembro e
dezembro de 2023, utilizando os descritores: “Anxiety[tiab]
AND (Athlete*[tiab] OR Player*[tiab] OR Sport*[tiab] OR
Competition*[tiab]) AND (“High Performance’[tiab] OR
“High Level’[tiab] OR Elite[tiab] OR Olympic*[tiab] OR
Professional*[tiab])”

Foram definidos os seguintes critérios de incluséo:
artigo cientifico, em lingua inglesa, que focasse especifi-
camente atletas de elite; e de exclusédo: artigo focado em
desportos adaptados. Nao foram feitas restricbes relativas
a metodologia ou a data de publicagéo dos estudos. Uma
parte importante da pesquisa foi realizada manualmente,
por essa via incluimos bibliografia complementar, nomea-
damente livros técnicos, relatorios, estudos sobre concei-
tos elementares e estudos sobre ansiedade e PAG na po-
pulacdo em geral para se estabelecerem comparagoes.

Conceitos

Atletas de elite

Nao existe um critério pacifico nem linear para definir o
que é um atleta de elite. Existem diferentes concec¢des na
literatura, porém, a tendéncia dominante é para se conside-
rarem atletas de elite os atletas que participam em compe-
ticdes nacionais, internacionais ou Jogos Olimpicos." Para
efeitos deste estudo foi esse o critério utilizado.

Ansiedade

A ansiedade é uma emogéo que surge em situagbes
que envolvem incerteza e ameaga.'? E considerada pato-
I6gica apenas quando a sua intensidade ou duracéo € des-
proporcionalmente superior a ameaga. '

A ansiedade pode ser considerada numa perspectiva
multidimensional.®* Por um lado, € composta por uma parte
cognitiva (pensamentos de preocupacdo e apreensao) e
uma parte somatica (aumento da frequéncia cardiaca e res-
piratoria, sudorese, tensao muscular e desconforto abdo-
minal, “borboletas na barriga”, como se diz popularmente).
Por outro lado, pode manifestar-se como uma componente
da personalidade, sendo designada como ansiedade-traco,
ou como um estado temporario, episédico e especifico de
uma situagdo, designado ansiedade-estado.'® Na ansieda-
de-traco (personalidade ansiosa) existe uma predisposi¢cao
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para perceber certas situagdes como ameagadoras e para
responder a essas situagdes com aumento da ansiedade-
-estado.’+1°

Ansiedade competitiva

A ansiedade é uma das emocgdes que aparece como
resposta normal a uma situagdo competitiva no desporto,
sendo, neste caso, denominada ansiedade-estado compe-
titiva, ou, de forma abreviada, ansiedade competitiva. Tem
tendéncia a surgir antes de uma competicdo e a aumentar
a medida que se aproxima o seu inicio, podendo manter-se
ou oscilar durante e algum tempo depois da mesma.’”®'” A
ansiedade competitiva estéd intimamente ligada a hiperati-
vagao que se manifesta através de alteragdes fisioldgicas
inerentes a apreensao e hipervigilancia.'®"

Perturbacgao de ansiedade generalizada

As perturbagbes de ansiedade sdo quadros psicopato-
l6gicos que compartiiham medo e ansiedade excessivos
com impacto no funcionamento quotidiano do individuo.?

De acordo com o Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition, Text Revision (DSM-5-TR),
reeditado, em 2022, pela American Psychiatric Associa-
tion,? o diagndstico da PAG deve cumprir seis critérios (A,
B, C, D, E e F), com um minimo de seis meses de duragéo
dos sintomas.

A caracteristica essencial da PAG ¢é a ansiedade e a
preocupacado excessivas (expectativa apreensiva) em re-
lacdo a varios eventos e atividades (critério A). A intensi-
dade, duracéo ou frequéncia da ansiedade e preocupagao
séo desproporcionais a probabilidade ou impacto real dos
eventos previstos. O individuo tem dificuldade em contro-
lar a preocupacgao e evitar que pensamentos preocupantes
interfiram na atencao as tarefas que tem em méaos (critério
B). A ansiedade e a preocupacdo sdo acompanhadas por
pelo menos trés dos seguintes sintomas adicionais (crité-
rio C): inquietagéo ou sensacao de tensdo ou nervosismo;
fadiga; dificuldade na concentragéo; irritabilidade; tenséo
muscular; alteragdes no sono. Este padréao leva a sofrimen-
to clinicamente significativo ou prejuizo em areas importan-
tes, como a ocupacional e a social do individuo (critério D).
Este padréo ndo é atribuivel aos efeitos fisioldgicos de uma
substancia ou outra condigdo médica (critério E) e ndo é
melhor explicado por uma manifestagdo ou consequéncia
de outra perturbagdo mental (critério F).?

Impacto da ansiedade no desempenho desportivo

Nas varias perspetivas que debatem a relagdo entre
ansiedade competitiva e desempenho desportivo existem
principios-chave comuns, aceites de forma generalizada: a
ansiedade afeta o desempenho; dependendo do individuo
e da situacao, o efeito no desempenho pode ser positivo
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ou negativo; o efeito no desempenho resulta das respostas
cognitivas, comportamentais e fisioldgicas do individuo a
situagdo desportiva.™

Impacto positivo

A ansiedade-estado competitiva € normal e expectavel
entre os atletas de elite que competem em grandes eventos
desportivos. Os niveis de ansiedade-estado com que um
atleta responde a uma situagdo competitiva dependem da
percepcao que o atleta tem da situagao, interferindo nessa
percepcgao a importancia do evento competitivo, a ambigéo
pessoal e os recursos/habilidades que o atleta acredita
possuir para enfrentar os adversarios.*'%?

O modo como a ansiedade competitiva afeta o desem-
penho desportivo € um tema muito debatido na literatura.
Um dos modelos mais estudados ¢ a teoria do U invertido,?'
segundo a qual a relagdo entre desempenho e ativagéo é
curvilinea, assumindo a forma de um ‘U’ invertido. O au-
mento da ativagao/ansiedade favorece o desempenho até
um nivel ideal a partir do qual o desempenho entra em de-
clinio.'®?2

O nivel tedrico ideal de ativagéo para melhor desempe-
nho varia em fungdo da modalidade desportiva. Enquan-
to um alto nivel de ativagdo pode ser necessario para um
melhor desempenho em atividades motoras grossas, como
levantamento de peso, um nivel mais baixo de ativagao &
preferivel para uma tarefa motora fina, como golfe ou tiro
ao alvo.’®

Existem também varias teorias que debatem a relagéo
entre o desempenho desportivo e a ativagdo/ansiedade.
Uma das mais estudadas € a teoria de Easterbrook,” cuja
premissa basica é a de que, a medida que a ativacdo au-
menta, ha um estreitamento do foco da atengéo. O estrei-
tamento da atencao resulta na exclusdo de alguns ‘sinais’;
primeiro exclui-se informacgao irrelevante, apenas ‘ruido’,
mas a partir de certa altura exclui-se também informagéo
relevante. Num nivel de ativagdo 6ptimo, apenas os ‘sinais’
irrelevantes sao eliminados, e, portanto, o desempenho é
beneficiado.®

Aresposta ansiosa pode ser o alerta que prepara o cor-
po e a mente para lidar com a pressdo competitiva.’ Para
otimizar o desempenho, os atletas precisam de treinar a
gestédo e a interpretagédo das sensagdes de estarem hipera-
tivados antes e durante o desempenho, tal como precisam
de praticar os outros aspetos fisicos e técnicos da modali-
dade desportiva.'’

Impacto negativo

Ha autores que denominam a ansiedade competitiva
por ansiedade de performance competitiva quando ela se
torna prejudicial, causando sofrimento significativo e geran-
do um desempenho inferior ao previsto, tendo em conta o
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nivel de habilidade e a capacidade do atleta.® Retoman-
do a teoria do U invertido, pode dizer-se que o efeito da
ansiedade de performance competitiva esta plasmado na
parte descendente do U invertido, ou seja, quando o nivel
de ativagado excessivamente elevado provoca descontrolo
e decréscimo do nivel de desempenho.?

Os atletas que apresentam graus elevados de ansieda-
de competitiva tém, em geral, elevadas expectativas sobre
eles proéprios. Apds o evento competitivo podem apresentar
consideravel ruminagao, acreditar que tiveram um mau de-
sempenho e manifestar preocupagoes relativas ao impacto
do seu desempenho na percepgédo que os outros tém de
si.?#?5 E importante sublinhar que os atletas s&o frequen-
temente avaliados, ndo apenas por colegas de equipa e
treinadores, mas também pelos adeptos da modalidade e
patrocinadores, podendo um desempenho inferior ao ex-
pectavel ter consequéncias profissionais.?>?°

Entre os atletas de elite, os padrées de inicio, duragéo e
gravidade dos sintomas de ansiedade devem ser utilizados
para diferenciar a ansiedade competitiva da PAG. E impor-
tante sublinhar que a ansiedade competitiva exagerada e
as perturbagdes de ansiedade, como a PAG, podem sobre-
por-se. Assim sendo, a presenga da primeira deve motivar
a avaliagédo da segunda.®?’

Enquanto a ansiedade competitiva € uma experiéncia
comum no desporto de alta competicdo, a PAG apresenta
desafios distintos devido a sua natureza prolongada, afe-
tando n&o apenas o desempenho desportivo, mas também
o bem-estar geral, sendo disruptiva na vida quotidiana do
atleta.>"”

Les6es desportivas

A ansiedade é uma variavel consistentemente associa-
da a ocorréncia de lesdes desportivas.”® Estd amplamente
descrito na literatura que a ansiedade pode causar distra-
¢éo e diminuigdo da autoconsciéncia. Ao mesmo tempo
que aumenta a tensdo muscular, diminui a coordenacgao,
0 que, além de prejudicar o desempenho, aumenta o risco
de lesdes.?**!

A ocorréncia de uma lesdo, e a interrupgéo que lhe
sucede, € sempre um processo muito penoso. Apds uma
leséo, o atleta sente ansiedade relacionada tanto com a le-
sd0 em si como com o processo de recuperagdo.®? Ha tam-
bém varios fatores que podem contribuir para 0 aumento da
ansiedade no retorno a pratica desportiva, principalmente
relacionados com o medo de uma nova leséo, a falta de
confianga na zona do corpo lesionada e a incerteza de con-
seguir manter o desempenho anterior. Niveis de ansiedade
elevados n&o so6 prejudicam o processo de regresso bem-
-sucedido a pratica desportiva, como podem levar a um ris-
co aumentado de nova lesdo ou a lesdo secundaria.**** O
nivel de ansiedade esta entre os fatores mais pertinentes
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que distinguem os atletas que lidam melhor e recuperam
mais rapidamente das lesées.” E relevante notar que a
ansiedade contribui para a ocorréncia de lesdo, mas os
sintomas ansiosos também aumentam em consequéncia
da lesdo, o que comprova a estreita ligagdo entre a saude
mental e a saude fisica.**

Perturbagcdo de ansiedade generalizada em atletas de
elite

A pesquisa sobre a PAG na populagédo especifica de
atletas de elite tem tendéncia a evoluir a medida que evo-
luem as sociedades de psiquiatria desportiva. A psiquiatria
desportiva comegou a despontar nos anos 90, culminando
na criagdo da International Society for Sports Psychiatry,
em 1994."% Desde entdo, tem havido um aumento cons-
tante do interesse nesta area. Um marco importante surgiu
em 2019, na Suica, com a fundacédo da Swiss Society for
Sports Psychiatry and Psychotherapy, a primeira sociedade
nacional de psiquiatria desportiva do mundo.*®

A populagao de atletas de elite € muito restrita e repleta
de especificidades, sendo relevante identificar os fatores
protetores e de risco da PAG, a prevaléncia da doencga e as
principais estratégias terapéuticas a adotar.'"*¢

Fatores protetores e de risco

Os atletas de elite podem apresentar fatores de risco
para a PAG comuns a populagéo geral, nomeadamente o
sexo feminino, a idade mais jovem e a ocorréncia de adver-
sidades.'"*

Contudo, os atletas de elite apresentam também varios
fatores que diferenciam a sua experiéncia da experiéncia
da populacado em geral e que podem precipitar ou exacer-
bar sintomas de ansiedade.?” Les&o, pressao para vencer,
escrutinio publico, insatisfagdo na carreira e incerteza so-
bre o fim da carreira sdo fatores de risco especificos co-
muns a todos os desportos quando praticados num alto
nivel competitivo.'”*

A lista de fatores de risco mostra a vulnerabilidade dos
atletas de alta competicdo a doenca mental. Apesar dis-
so, existem varios fatores que protegem a saude mental
dos atletas, diminuindo o risco de psicopatologia. Fatores
psicolégicos considerados essenciais para o sucesso no
desporto de alto nivel — como capacidade de regulacdo dos
afetos, motivagdo, autoconfianga, resiliéncia e estratégias
de coping adaptativas — ajudam na gestao dos sintomas de
ansiedade, podendo ser fatores protetores. A promogéo e
foco nestas caracteristicas pode ajudar, ndo s6 a otimizar
o desempenho desportivo, mas também a otimizar o trata-
mento da PAG.*%%

Prevaléncia
Apesar de os resultados ndo serem consensuais, al-

Revista Cientifica da Ordem dos Médicos 861

guns estudos apontam a PAG como a perturbagéo psiquia-
trica mais prevalente em atletas de elite.*>*" Por outro lado,
a prevaléncia da PAG nesta subpopulagdo nao parece di-
ferir da que afeta a populagéo em geral.”>*** O Internatio-
nal Olympic Committee, na Declaragdo de Consenso sobre
Saude Mental em Atletas de Elite, de 2019, confirma que a
PAG n&o tem uma prevaléncia significativamente diferente
em atletas de elite. O International Olympic Committee re-
fere no mesmo documento que a prevaléncia da PAG nes-
tes atletas pode variar de 6%, quando o diagndstico é con-
firmado por um profissional de saude, a 14,6% quando s&o
utilizados questionarios de autoavaliagdo.*” Estes dados
demonstram que o uso inconsistente de questionarios de
autoavaliagdo e avaliagdo por profissionais de saude torna
dificil comparar resultados, tanto entre estudos como entre
atletas de elite e a populagdo em geral.*>*” Quando o objeti-
vo € avaliar perturbagbes, devem ser preferidas entrevistas
de diagnostico por profissionais de saude. Confiar exclusi-
vamente em resultados de questionarios de autoavaliagao
pode superestimar a prevaléncia de perturba¢des como a
PAG no desporto de elite.*®

Numa analise comparativa entre diferentes modalida-
des desportivas, um estudo realizado em 2011, em Franga,
pelo Institut de Recherche Bio-Médicale et Epidémiologi-
que du Sport, com uma amostra significativa, recorrendo a
consultas presenciais com profissionais de saude, concluiu
que a PAG é significativamente mais prevalente em des-
portos estéticos, como ginastica e natacéo sincronizada. O
mesmo estudo concluiu que a PAG é menos prevalente em
atletas de desportos de alto risco, como os aéreos e moto-
rizados.”

Atletas de desportos estéticos enfrentam pressdes
relacionadas com a aparéncia fisica superiores a outros
desportos. A constante exposicao a esse tipo de avaliagcao
externa pode aumentar a ansiedade. Muitos atletas destas
modalidades comegam a carreira em idades infantis e atin-
gem o topo em idades adolescentes, o que se torna ainda
mais problematico. A adolescéncia € uma fase especial-
mente critica, estando especialmente sujeita a alteracbes
fisioldgicas e hormonais que levam a alteragdes corporais e
a alteragdes nas relagdes sociais. Estas mudangas podem
conduzir ndo s6 a diminuigao da autoestima e aumento da
ansiedade, como a adogao de comportamentos inadequa-
dos, como, por exemplo, alimentares.*® Adicionalmente, o
desempenho competitivo de atletas de desportos estéticos
€ muitas vezes avaliado por juris, o que pode levar a uma
sensacgao de falta de controlo sobre os resultados, favore-
cendo niveis superiores de ansiedade.®"’

No extremo oposto parecem estar os praticantes de
desportos de alto risco. Acredita-se que estes atletas, des-
critos como ‘cagadores de emogdes’,”® possam ter ten-
déncia para um menor grau de ansiedade-traco, lidando
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melhor com situacdes stressantes ou assustadoras. E tam-
bém pouco provavel que individuos com predisposicées
ansiosas, excessivamente preocupados e incapazes de
gerir o medo, escolham praticar desportos tdo perigosos.*’

Nao ha estudos que evidenciem uma prevaléncia supe-
rior da PAG em modalidades desportivas individuais com-
parativamente com as modalidades coletivas.*® No entanto,
€ necessario ter em atengéo que nos desportos individuais,
em que o éxito competitivo recai unicamente sobre o indivi-
duo, pode existir uma maior pressdo sobre o desempenho
€ uma maior propensao para interiorizar o fracasso.*'"*

Seguindo a tendéncia da populagdo em geral, a gene-
ralidade dos estudos evidencia que a PAG tende a ser mais
frequente em atletas do sexo feminino.%6:40:45.54

Estratégias terapéuticas

Os atletas de elite sdo0 menos propensos a procurar
ajuda e tm menos pensamentos positivos em relacao aos
servigos de saude mental do que a populagao em geral.>**
O estigma é uma das principais barreiras na procura de
cuidados de saude mental por parte destes atletas.”’° Em
muitos desportos, a ‘resisténcia mental’ é elogiada e a ideia
de receber cuidados do foro psiquiatrico pode representar
fraqueza.®

1. Nao farmacolégicas

As guidelines do National Institute for Health and Care
Excellence,® atualizadas em 2020, referentes ao tratamen-
to da PAG na populagéo em geral, indicam que, se a pa-
tologia for detetada numa fase inicial, pouco grave, a pri-
meira abordagem deve passar por psicoeducacao e treino
de relaxamento. Para doentes que ndo respondem a essas
abordagens iniciais, ou que apresentam sintomatologia
mais grave ou incapacidade funcional significativa, deve
ser proposta intervengao psicoterapéutica, nomeadamente
terapia cognitivo-comportamental. H4 evidéncias de que a
terapia cognitivo-comportamental é tao valida para os atle-
tas como para a populagédo em geral.'>®"

Os profissionais de saude devem estar conscientes do
contexto desportivo do atleta, bem como dos potenciais
fatores protetores e de risco.® Porém, ndo deve ser dada
uma énfase exclusiva ao desporto, porque este pode nio
ser o fator mais relevante para a PAG. Qualquer profissio-
nal de saude que trabalhe com um atleta deve partir de
uma abordagem holistica centrada na pessoa e nao reduzir
o atleta a sua carreira desportiva.®®

2. Farmacoldgicas

Quando necessario, os médicos devem promover a
administragéo de tratamento farmacoldgico concomitante
a psicoterapia.*” Se o tratamento psicologico falhar, ou se
nao estiver disponivel, &€ apropriado executar um tratamen-
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to farmacolégico de longo prazo.™

As principais consideragdes na prescri¢do de farmacos
para atletas de elite incluem: potenciais impactos negativos
no desempenho atlético; potenciais efeitos terapéuticos
que levam a melhoria do desempenho; potenciais efeitos
nao terapéuticos que levam a melhoria do desempenho,
efeitos ergogénicos; potenciais riscos de seguranca.®

A World Anti-Doping Agency desenvolveu o Cdédigo
Mundial de Antidopagem® com o objetivo de salvaguardar
a saude dos atletas, preservando a integridade do despor-
to, o respeito pelas regras, a competicdo justa e os outros
competidores.

Na PAG, os antidepressivos sdo a primeira linha no tra-
tamento farmacoldgico a longo prazo, sendo também os
inibidores seletivos da recaptagéo de serotonina a primeira
escolha para o tratamento de atletas de elite.®* Estes farma-
cos séo geralmente seguros, com poucos efeitos adversos,
ndo tendo sido demonstrado que afetem negativamente o
desempenho desportivo.®5”

Existem outras opgbes farmacoldgicas para aliviar a
sintomatologia aguda a curto prazo, no entanto, ndo estao,
na maioria das vezes, recomendadas em atletas de elite."”
As benzodiazepinas apresentam efeitos adversos poten-
cialmente prejudiciais a saude e ao desempenho desporti-
v0.%® A buspirona também nao é uma opgéo de primeira li-
nha por ndo haver estudos suficientes.? % Os betabloquea-
dores podem prejudicar o desempenho pela diminuicéo da
capacidade cardiopulmonar e pela diminuicao da pressao
arterial, que em atletas ja é relativamente baixa; por ou-
tro lado, podem melhorar o desempenho em determinados
desportos, dado que sao eficazes na diminuigdo do tremor
e na melhoria do controlo motor fino.*>°*5° Na lista de proibi-
cOes para 2024, a World Anti-Doping Agency determinou
que os betabloqueadores séo proibidos em varias modali-
dades de motricidade fina, como, por exemplo, tiro, golfe e
bilhar.

LimitagGes e sugestdes para estudos futuros

E importante referir que esta pesquisa tem limitagées,
nomeadamente o facto de a metodologia ndo seguir um
protocolo rigido de revisao sistematica e a circunstancia de
ser uma abordagem de carater essencialmente qualitativo,
0 que pode limitar a generalizacado dos resultados e a ob-
jetividade da analise. A dificuldade em incluir mais estatis-
ticas na nossa analise prende-se com a auséncia de estu-
dos que utilizem amostras robustas e comparaveis, sendo
frequente o uso de diferentes métodos de confirmagao de
diagndstico de PAG. Além disso, este estudo ndo conside-
rou todos os aspetos que podem influenciar a ansiedade e
a PAG em atletas de elite, nomeadamente, fatores cultu-
rais, econémicos e sociais e todas as particularidades de
cada modalidade. A subpopulagéo especifica de atletas de
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elite é, em si, heterogénea, o que pode também limitar a
generalizacdo dos resultados.

Consideramos ser necessario realizar mais estudos
epidemioldgicos, idealmente através de entrevistas clinicas
conduzidas por profissionais de saude, de modo a determi-
nar com maior precisédo a prevaléncia de PAG em atletas de
elite, permitindo fazer comparacdes e detetar fatores prote-
tores e de risco inerentes a cada modalidade desportiva.

CONCLUSAO

A nossa andlise permitiu concluir que a ansiedade com-
petitiva pode afetar o desempenho atlético de forma tanto
prejudicial como benéfica. A ansiedade pode n&o so contri-
buir para a ocorréncia de les&o fisica, mas também aumen-
tar em consequéncia desta, o que é exemplo da estreita
ligacdo entre a saude mental e fisica. Para otimizar o seu
desempenho, os atletas devem treinar a gestao e interpre-
tacdo da sensacdo de hiperativagdo, tal como treinam os
aspetos fisicos, técnicos e taticos da modalidade desporti-
va.

A avaliagédo da duragao, frequéncia e impacto funcional
dos sintomas de ansiedade é crucial para a exclusdo da
perturbacdo de ansiedade generalizada. Os atletas de elite
nao apresentam uma prevaléncia significativamente dife-
rente da perturbagéo de ansiedade generalizada compara-
tivamente com a populacdo em geral. A identificagéo de fa-
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ABSTRACT

Immune checkpoint inhibitor and tyrosine kinase inhibitor combinations have become the new standard of care in the first-line treatment of metastatic
clear cell renal cell carcinoma. However, there is a growing concern regarding severe immune-related adverse events. A 78-year-old man with metastatic
clear cell renal cell carcinoma, treated with pembrolizumab and axitinib, was admitted to the emergency department 30 days after initiating treatment due
to rapidly progressive myositis. Myocarditis with severe ventricular dysfunction was identified. Muscular biopsy findings were compatible with inflamma-
tory myopathy associated with immune checkpoint inhibitors. Initial treatment with high-dose corticosteroids showed an insufficient response. Therapeutic
escalation on the third day with methylprednisolone, immunoglobulin, and abatacept resulted in clinical improvement. On the eleventh day, a sudden
malignant arrhythmia occurred, followed by cardiac arrest. This represents one of the first case reports describing myocarditis and myositis during treat-
ment with pembrolizumab-axitinib. While immune checkpoint inhibitor may play a major role, it is also possible that the tyrosine kinase inhibitor, while
attempting to promote immune modulation, also increases severe toxicities.

Keywords: Carcinoma, Renal Cell/drug therapy; Immune Checkpoint Inhibitors/adverse effects; Myocarditis/chemically induced; Myositis/chemically
induced; Tyrosine Kinase Inhibitors/adverse effects

RESUMO

Os inibidores de checkpoint imunitario e os inibidores de tirosina-quinase constituem o novo standard of care no tratamento de primeira linha do carci-
noma renal de células claras metastatico. Existe uma preocupagéo crescente com os eventos adversos imunomediados graves. Um homem de 78 anos
com carcinoma renal de células claras metastatico tratado com pembrolizumab e axitinib foi admitido no servigo de urgéncia, 30 dias apds o inicio do
tratamento, com miosite rapidamente progressiva. Foi identificada miocardite com disfungdo ventricular grave. A biépsia muscular foi compativel com
miopatia inflamatéria associada aos inibidores de checkpoint imunitario. A abordagem inicial com corticosteroides em alta dose obteve resposta insu-
ficiente. A escalada terapéutica ao terceiro dia com metilprednisolona, imunoglobulina e abatacept associou-se a melhoria clinica. No décimo primeiro
dia documentou-se arritmia maligna seguida de paragem cardiorrespiratéria. Este € um dos primeiros casos a descrever miocardite e miosite durante
o tratamento com pembrolizumab-axitinib. O inibidor de checkpoint imunitario parece ter o papel mais preponderante, mas é possivel que o inibidor de
tirosina-quinase, ao tentar promover a modulagao imunitaria, também possa potenciar as toxicidades graves.

Palavras-chave: Carcinoma de Células Renais/tratamento farmacolégico; Inibidores de Checkpoint Imunolégico/efeitos adversos; Inibidores de Tirosi-
na-Quinase/efeitos adversos; Miocardite/induzida quimicamente; Miosite/induzida quimicamente

INTRODUCTION

Immune checkpoint inhibitor (ICl) and second-genera-
tion tyrosine kinase inhibitor (TKI) combinations have proven
to be effective with an acceptable safety profile as first-line
treatment of metastatic clear cell renal cell carcinoma (mc-
cRCC), thereby changing the standard of care."* However,
there’s a significant concern regarding the neuromuscular
triad of immune-related adverse events (irAE) that includes
myocarditis, myositis, and myasthenic syndrome, due to a
significantly increased risk of death (up to 50% mortality
rate).® Tyrosine kinase inhibitor cardiovascular toxicity, such
as hypertension, thrombotic events, QT interval prolonga-
tion, cardiac dysfunction with reduced ejection fraction, and
congestive heart failure, has rarely been reported.®

Real-world data showed a toxicity profile equivalent to
clinical trials and lower rate of grade 3 - 5 adverse events
(AE) (52% vs 71% - 82.4% reported in the phase Ill trials of

first-line treatment with ICI/TKI).” Nevertheless, the poten-
tial synergistic toxicity of the ICI/TKI combination remains
a concern among physicians.® Some data suggest a higher
incidence of interstitial pneumonitis, hepatotoxicity, and coli-
tis with the concurrent or sequential treatment with ICI and
different TKI classes.®"" A retrospective cohort study of 252
patients with lung cancer found that patients pre-treated or
receiving combined ICI and vascular endothelial growth fac-
tor inhibitors had an increased risk of major cardiovascular
events (MACE) (HR: 2.15; 95% CI: 1.05 to 4.37; p = 0.04)."?

Here, we present an uncommon, challenging, and fa-
tal case of acute myocarditis and myositis during treatment
with ICl and TKI.

CASE DESCRIPTION
A 78-year-old man, with an ECOG performance status
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of 0, had a pacemaker implanted previously due to sick si-
nus syndrome. He underwent regular follow-up in the car-
diology outpatient clinic, with no previous observation of
cardiac dysfunction in echocardiograms.

The patient was diagnosed with stage IV clear cell renal
cell carcinoma, with metastasis to the pulmonary, cervical,
mediastinal, retrocrural, and lumbar aortic lymph nodes.
The primary lesion measured 120 mm on the long axis,
causing compression of the inferior vena cava. Following
discussion within a multidisciplinary team, the patient un-
derwent cytoreductive nephrectomy without complications.
Subsequently, he received systemic treatment with pembro-
lizumab (IV 400 mg every six weeks regimen, according to
patient preference) and axitinib (PO 5 mg twice daily).

The patient was admitted to the emergency department
30 days after starting treatment with rapidly progressive
generalized myopathy, cervical and limb weakness (grade
3/5 tetraparesis). Ten days before admission, symptoms of
ptosis (without fatigability), ataxia, dysarthria, dysphonia,
and mixed dysphagia were noted. Blood analysis revealed

severe rhabdomyolysis (creatine kinase: 4226 U/L, normal
range 24 - 204 U/L; myoglobin: 4226 U/L, normal range
28 - 72 ng/mL) and myocarditis (high-sensitivity troponin T:
2.71 ng/mL, normal < 0.014 ng/mL). The echocardiogram
showed global and severe left ventricular dysfunction (non-
measurable). Electromyography showed muscle fibrilla-
tion and positive waves as spontaneous activity, reduced
amplitude, and early recruitment during voluntary activity,
compatible with inflammatory myopathy (no decrement in
repetitive nerve stimulation). Further studies excluded other
toxic exposures or metabolic disorders, cerebrovascular
disease or brain metastasis, paraneoplastic syndrome, or
acute coronary syndrome. Muscle biopsy revealed necrotiz-
ing inflammatory myopathy, compatible with the clinical di-
agnosis of inflammatory myopathy associated with ICI (Fig.
1).

A multidisciplinary approach involving medical oncolo-
gy, clinical immunology, neurology, and cardiology resulted
in the decision to initiate upfront treatment with high-dose
corticosteroids (IV 1 mg/kg/d of prednisolone equivalent).

R @S
N T

Figure 1 — Muscle biopsy showing areas of necrotic muscle fibers associated with mild inflammatory infiltrates composed almost exclu-
sively of macrophages. There was a diffuse upregulation of MCH-1. (A) and (B) H&E; (C) CD69; (D) MHC-1.
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Despite an immediate decrease in CK levels, no other clini-
cal improvement was observed by the third day of follow-
up. Therapeutic escalation included a methylprednisolone
pulse (IV 1 g/d for three days followed by 1 mg/kg/d of pred-
nisolone equivalent), intravenous immunoglobulin (IV 0.8
mg/kg/d for five days), and off-label use of abatacept (IV
10 mg/kg as a single dose). Figure 2 shows chronological
changes in main laboratory markers and treatment.

Subsequent follow-up revealed resolution of myalgia,
gradual improvement in cervical and limb motor strength,
and a decrease in serum myocardial markers, which was
more evident on day three following therapeutic escalation.
However, on the eleventh day of hospitalization, the pa-
tient experienced a sudden malignant arrhythmia followed
by cardiac arrest, which proved unresponsive to advanced
cardiovascular resuscitation maneuvers.

DISCUSSION

The presented case highlights a rare and fatal occur-
rence of immune-related myocarditis and myositis associ-
ated with ICl and TKI treatment. The differential diagnosis

concerning the toxicity of both pharmacological classes can
be particularly challenging. The investigation found system-
ic inflammation with significant cardiac and skeletal involve-
ment, indicating a substantial role of ICIl. Nonetheless, it is
plausible that the TKI, while enhancing immune modulation
and efficacy, may also exacerbate severe systemic toxici-
ties.

Tyrosine kinase inhibitors can cause off-target cardio-
toxicity due to the highly conserved nature of the ATP-bind-
ing pocket of kinases across various organs. In contrast, im-
mune-mediated myocarditis is postulated to be an exagger-
ated adaptive immune response against shared epitopes
in the myocardium and tumor, characterized by extensive
CD4+ T cell, CD8+ T cell, and macrophage infiltration. "'

Early recognition is vital, as most of these events oc-
cur early during therapy, with a median onset ranging from
30 to 65 days.'>'> Performing a differential diagnosis while
acknowledging the distinct toxicity profiles of each class is
crucial, as it provides a clear window of opportunity to ad-
dress certain toxicities, particularly those driven by the im-
mune system. Treatment of life-threatening situations may
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Figure 2 — lllustration of the main laboratory markers and treatment of the patient
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not be fully supported by existing guidelines due to their rar-
ity. Abatacept, a cytotoxic T-lymphocyte-associated antigen
4 agonist, is a recombinant fusion protein that can cause
rapid and global T cell anergy, interfering with the PD-1/PD-
L1 pathway. It has been described as an effective treatment
in steroid-refractory ICl immune-related myocarditis in case
reports, but it should be considered earlier if there are mark-
ers of poor prognosis due to the high associated mortality
rate."

Developing specialized multidisciplinary teams to ad-
dress these issues is critical, not only for early identification
of irAE but also for managing severe toxicities and initiating
targeted therapies, often in an off-label regimen. The near
future will clarify whether ICI and TKI can interact to poten-
tiate toxicity and if this interaction could be class-specific.
To the best of our knowledge, this is one of the first case
reports regarding myocarditis or myositis during treatment
with pembrolizumab-axitinib.
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Figure 1 — Ulcerated circular plaque with fibrinous base on the dis-
tal left leg measuring 5 x 5 cm

An 85-year-old white male presented with a three-month
history of a painful ulcerated plaque with 5 x 5 cm on the left
leg unresponsive to wound care and oral antibiotics. The
lesion was indurated with erythematous borders, central ul-
ceration, and slight malodorous discharge (Fig. 1).

The skin biopsy revealed a dense intradermal infiltrate
of large lymphoid cells (Fig. 2) positive for CD20, Bcl2, Bcl6
and MUM1. Whole-body positron emission tomography
(PET) and computerized tomography (CT) scans excluded
other lesions. Bone marrow biopsy and blood tests were
normal.

The patient was diagnosed with primary cutaneous large
B-cell lymphoma, leg type (PCLB, LT), and was treated with
six cycles of reduced dose cyclophosphamide, doxorubicin,
vincristine, and prednisolone plus rituximab (R-mini-CHOP)
every three weeks, resulting in complete healing and no sig-
nificant adverse effects after one year.

Primary cutaneous large B-cell ymphoma, leg type, is a
rare aggressive lymphoma with a poor prognosis, typically
affecting elderly patients.’” Early diagnosis and treatment
are crucial.? Physicians should consider dermatology refer-
ral for atypical leg ulcers.®

Figure 2 — Histopathology (H&E 400x) showing atypical large lym-
phocytes with pale cytoplasm. Immunohistochemistry was diffusely
positive for CD20, Bcl2, MUM1, and Bcl6; and negative for CD3,

CD10, CD30, CD56, and EBER (not displayed)
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Diagnostic, Therapeutic and Monitoring Approach in Suspected Neurosyphilis:
Proposal for a Clinical Guideline
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RESUMO

O presente protocolo clinico foi desenhado para servir como um guia hospitalar na abordagem diagnéstica, terapéutica e de monitorizagdo da neuros-
sifilis, tendo em conta a positividade ou néo para o virus de imunodeficiéncia humana. A sifilis € uma doenga sexualmente transmissivel, de notificagcéo
obrigatéria, conhecida como a grande imitadora nosolégica. Em cerca de 30% dos casos de doenga n&o tratada ocorre infegao persistente do sistema
nervoso central. A neurossifilis € uma forma grave e progressiva de sifilis, que pode ocorrer em qualquer estadio da doenga, com frequente atraso no
diagnéstico e tratamento. Classifica-se como neurossifilis precoce (meningite sifilitica, neurossifilis meningovascular ou gomas sifiliticas) e neurossi-
filis tardia (gomas sifiliticas, deméncia sifilitica ou tabes dorsalis). A importancia da pungéo lombar prende-se ndo s6 com questdes diagndsticas, mas
também com a avaliagao da eficacia do tratamento. O tratamento desta patologia em todos os estadios consiste em penicilina por via parentérica. Com
este protocolo pretende-se facilitar a deciséo clinica nos casos de suspeita de neurossifilis através de uma conduta sistematizada, individualizada e
multidisciplinar.

Palavras-chave: Neurossifilis/diagnéstico; Neurossifilis/tratamento; Serodiagnoéstico da Sifilis

ABSTRACT
This clinical guideline was designed to serve as a hospital guide in the diagnostic, therapeutic, and monitoring approach to neurosyphilis, considering
whether there is positivity or not for the human immunodeficiency virus. Syphilis is a sexually transmitted notifiable disease, known as the great imitator.
In around 30% of cases of untreated disease, there is a persistent central nervous system infection. Neurosyphilis is a severe and progressive form of
syphilis, which can occur at any stage of the disease, with frequent delays in diagnosis and treatment. It is classified as early neurosyphilis (syphilitic
meningitis, meningovascular neurosyphilis, or syphilitic gummas) and late neurosyphilis (syphilitic gummas, general paresis, or tabes dorsalis). The
importance of lumbar puncture lies not only in its diagnostic value but also in evaluating the effectiveness of treatment. The treatment of this disease in
all stages consists of parenteral penicillin. With this guideline, our aim is to facilitate clinical decision-making in cases of suspected neurosyphilis through

a systematized, individualized, and multidisciplinary approach.

Keywords: Neurosyphilis/diagnosis; Neurosyphilis/treatment; Syphilis Serodiagnosis

INTRODUGAO

A sifilis € uma doenga de notificagdo obrigatdria, cujo
agente responsavel é a bactéria Treponema pallidum sub-
espécie pallidum.” Pode ser adquirida ou congénita, sendo
a primeira principalmente transmitida por via sexual, com
46% a 60% de risco de contagio por relagao sexual despro-
tegida com parceiro infetado em estadio de sifilis precoce,
Ou risco superior na presenca de lesdes vaginais ou penia-
nas por continuidade da mucosa exposta.”*

De acordo com o Centro Europeu de Prevengao e Con-
trolo das Doengas (ECDC), a taxa de notificagdo de sifilis
aumentou de forma continua até 2019 e novamente em
2021.° Na Europa, em 2021, foram reportados sete casos
de sifilis/100 000 habitantes.® Portugal foi o sétimo pais
com mais casos reportados (10,5/100 000 habitantes).” A
doenca é mais frequente em individuos entre os 25 e os 34
anos (em 32%) ou com idade igual ou superior a 45 anos

(30%), e em individuos do sexo masculino (razdo de 9:1),
particularmente em homens que tém sexo com homens
(66%), metade dos quais infetados por virus da imunodefi-
ciéncia humana (VIH)."®

A sifilis pode ser dividida em trés estadios, dependendo
da apresentagao clinica: sifilis primaria (tipicamente ulce-
ra unica indolor no local da infe¢gdo, denominada ‘cancro
duro’), secundaria (exantema maculopapular e adenopa-
tias) e terciaria (cardiaca, gumatosa e parenquimatosa).>’
A maioria dos casos é diagnosticada no estadio primario ou
secundario.® Quando nao tratada, a infe¢cdo pode tornar-se
latente (fase assintomatica), sendo nao infeciosa (embora
passivel de transmissao vertical).” Pode também dividir-se
em sifilis precoce e tardia, dependendo se passou menos
ou mais de um ano (segundo a ECDC) ou dois anos (se-
gundo a Organizagdo Mundial da Saude) apds exposi¢édo.°
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A sifilis precoce (sifilis infeciosa) inclui a sifilis primaria, se-
cundaria e latente precoce, e a sifilis tardia inclui a sifilis
latente tardia e terciaria."®

A neurossifilis € uma forma grave de sifilis, que pode
ocorrer em qualquer fase da doenga, com frequente atraso
no diagnostico e tratamento.® Tem uma taxa de incidéncia
mundial de 0,5 - 2,1 casos/100 000 habitantes, estimando-
-se uma frequéncia duas vezes superior em homens e nos
doentes com infegéo por VIH (maior risco na presenca de
imunodepressao, virémia e incumprimento terapéutico).”®

Na literatura existe uma grande heterogeneidade quan-
to as recomendacgdes para abordagem diagnostica e tera-
péutica desta patologia. Assim, o presente protocolo tem
como objetivo sistematizar o conhecimento atual da abor-
dagem da neurossifilis adquirida e propor algoritmos de
gestao da doenca em meio hospitalar.

MATERIAL E METODOS

Este protocolo resulta de uma iniciativa conjunta do
Servigo de Neurologia e do Servigo de Doengas Infeciosas
da Unidade Local de Saude de Sao Joao (ULSSJ), no Por-
to.

Foi efetuada uma revisao da literatura em inglés, recor-
rendo a base de dados PubMed, utilizando os termos de
pesquisa “neurosyphilis, meningovascular syphilis, syphili-
tic meningitis, syphilitic gumma, ocular syphilis, otosyphi-

lis, general paresis, paralytic dementia, syphilitic paresis
or tabes dorsalis”. Foram incluidos artigos escritos em in-
glés, portugués ou espanhol. Foram ainda consultadas as
paginas da Organizacdo Mundial da Saude, dos Centers
for Disease Control and Prevention (CDC) e as normas e
circulares normativas da Direcdo-Geral da Saude. Como
produto final, este trabalho encontra-se dividido em trés
seccdes. Na primeira, ‘abordagem diagnostica perante
suspeita de neurossifilis’, sdo descritas as manifestacdes
clinicas da neurossifilis e a marcha de diagnoéstico propos-
ta. Na segunda, ‘abordagem terapéutica do doente com
neurossifilis’, propdem-se esquemas terapéuticos, e na ter-
ceira, ‘proposta de monitorizagéo e prognostico’, discute-se
o seguimento destes doentes, conforme a positividade para
o VIH. Nas secgbes dois e trés foi adotada a descrigdo da
pratica realizada na ULSSJ sob a forma de fluxograma, su-
portada pela evidéncia cientifica.

1. Abordagem diagnoéstica perante suspeita de neuros-
sifilis

1.1. Manifestacgoes clinicas

As manifestacdes neuroldgicas da sifilis podem ocor-
rer em qualquer estadio da doencga, embora o T. pallidum
subespécie pallidum tenha tendéncia a cruzar a barreira
hematoencefalica no inicio da infegéo (Fig. 1)."° A neuroin-
vasdo ocorre em até 40% dos doentes, com eliminagao

Sifilis primaria
Ulcera anogenital indolor (menos frequentes:
lesdes multiplas, atipicas
ou dolorosas)

Sifilis secundaria
exantema maculo-papular + adenopatia
generalizada; condiloma lato

Sifilis latente precoce

Nao infeciosa [~ N
Sifilis latente tardia

) 4

Sifilis terciaria
neuroldgica, gumatosa e cardiovascular

1 - 46 anos

Figura 1 — Resumo da histéria natural da sifilis e neurossifilis

Neurossifilis precoce

- Assintomatica

- Sintomatica

* Meningite sifilitica (geralmente dentro de 12
meses apos infe¢cdo, mas pode ocorrer até dois
anos)
Sifilis meningovascoluar (0 - 12 anos):
sobretudo AVC em idade jovem ou envolvimento
da medula espinhal
Sifilis ocular
Otossifilis

Neurossifilis tardia

»  Sifilis meningovascoluar (5 - 12 anos apds
infegao)

» Demeéncia sifilitica (15 - 20 anos apos infegéo)

» Tabes dorsalis (20 - 25 anos apds infegao)

»  Sifilis ocular e otossifilis (em qualquer fase)

»  Gomas sifiliticas (2 - 40 anos apos infegcao)
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assintomatica da bactéria do sistema nervoso central
(SNC) em 70% desses casos (neuroinvasdo nem sempre
resulta em neurossifilis)."® Nos restantes 30% ocorre infe-
¢ao persistente do SNC.5"

A neurossifilis assintomatica é a forma mais comum de
neurossifilis.” Define-se pela auséncia de sinais/sintomas
de doenga do SNC, embora possa haver evidéncia conco-
mitante de sifilis primaria ou secundaria.® Existe risco de
progressdo para neurossifilis sintomatica, sendo este su-
perior quanto maiores forem as alteragées no liquido cefa-
lorraquidiano (LCR).® Contudo, na maioria, as altera¢des do
LCR resolvem-se sem tratamento.’

A neurossifilis sintomatica pode classificar-se como
‘precoce’ (a mais frequente), ou ‘tardia’ (atualmente rara).’
A maioria dos autores considera neurossifilis precoce como
a que ocorre até um ano apos a infegéo, e inclui meningite,
sifilis meningovascular ou gomas sifiliticas, com atingimen-
to preferencial de meninges e vasos sanguineos cerebrais
(artérias de pequeno e médio calibre)."'° A neurossifilis tar-
dia ocorre geralmente anos a décadas apoés a infecéo, é
descrita em 10% - 20% dos casos nao tratados, e inclui
deméncia sifilitica e tabes dorsalis, com atingimento do pa-
rénquima cerebral e/ou medular.’

Descrevem-se, de forma particular, as formas de neu-
rossifilis sintomatica (Fig.1):

1. Neurossifilis sintomatica precoce

a. Meningite sifilitica: mais frequente no primeiro
ano apos infecdo, no estadio de sifilis secun-
daria.° Além de cefaleia, meningismo, nauseas
e vomitos, outras manifestagbes comuns sao
neuropatias cranianas [por ordem decrescente
de frequéncia: atingimento do nervo VIl (facial),
VIII (vestibulo-coclear), VI (abducente) e Il (6ti-
co)], papiledema, crises epiléticas e alteracéo do
estado mental."® Febre é incomum.' Raramente,
a meningite sifilitica atinge a medula espinhal e
causa meningomielite ou paquimeningite hiper-
trofica com polirradiculopatia.’ Alteragées ocu-
lares (uveite posterior, panuveite, vitrite, retinite
ou neuropatia 6tica) e/ou otoldgicas (hipoacusia
e insuficiéncia vestibular) podem ocorrer nesta
fase, isoladamente ou com outros sinais e/ou
sintomas, embora sejam mais frequentes na
neurossifilis meningovascular.'’

b. Sifilis meningovascular: atualmente das mani-
festagbes mais comuns de neurossifilis.®'® Em-
bora comummente descrita na neurossifilis tar-
dia (meses a anos apos a infecao primaria, com
uma média de sete anos), a doencga cerebrovas-
cular é frequentemente observada no estadio de
sifilis precoce, semanas a meses apos a infegéao
primaria."® Acidente vascular cerebral isquémi-
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co no adulto jovem, geralmente sem fatores de
risco vasculares e mais frequente no sexo mas-
culino, é a forma de apresentagdo mais comum,
sobretudo no territério da artéria cerebral média,
seguido pelo territorio da artéria basilar, embora
possa envolver qualquer territério.” Caracteriza-
-se por vasculite (endarterite, com inflamagéo
perivascular, em vasos de pequeno e médio
calibre), cujo estreitamento luminal predispde a
trombose e isquemia.” Raramente resulta em di-
latagdo aneurismatica."® Sintomas prodromicos
como cefaleia, tonturas ou alteragdes da perso-
nalidade, dias a semanas pré-evento vascular,
sdo comuns.” A ressonancia magnética (RM)
cerebral pode mostrar uma ou mais areas de
enfarte em diferentes territérios, e a angiogra-
fia por tomografia computorizada (angio-TC) ou
angio-RM podem evidenciar estenoses arteriais
segmentares focais ou oclusbes, semelhante a
outras vasculites."" 0

Gomas sifiliticas: areas focais de inflamagao,
em massa, contiguas as leptomeninges, com
origem mais comum na pia-mater da convexi-
dade, frequentemente confundidas com menin-
giomas." Podem manifestar-se apenas na fase
tardia da sifilis. Na RM cerebral apresentam-se
tipicamente hipointensas em T1 e hiperintensas
em T2, com edema perilesional e captantes de
contraste.’

2. Neurossifilis sintomatica tardia (parenquimatosa)
a. Deméncia sifilitica ou paralitica (anteriormente

designada ‘paresia geral’ ou ‘paralisia geral do
louco’): forma de encefalopatia crénica que se
apresenta com sintomas neuropsiquiatricos,
mais comummente pelos 35 - 50 anos, 5 a 25
anos a apos infegdo primaria.”” Pode ter varias
manifestagdes clinicas, mimetizando qualquer
doenca psiquiatrica.® Inicio habitual por queixas
mnésicas e alteragbes da personalidade insi-
diosas, como irritabilidade, apatia e défice de
atencdo, semelhantes a uma deméncia fronto-
temporal. Posteriormente, podem apresentar
alucinagdes, delirios, hipomania ou sintomato-
logia depressiva.® A maioria apresenta agrava-
mento progressivo até ao aparecimento de de-
méncia, tipicamente acompanhada por disartria,
alteragdes pupilares, tremor da lingua, crises
epiléticas e incontinéncia urinaria e/ou fecal."’
A RM cerebral apresenta geralmente atrofia, so-
bretudo frontotemporal, ou lesbes hiperintensas
subcorticais em T2-FLAIR; contudo, pode ser

www.actamedicaportuguesa.com

NORMAS ORIENTAGAO



OYIVINIIHO SYWHON

Martins B, et al. Abordagem diagnéstica, terapéutica e de monitorizacédo na suspeita de neurossifilis, Acta Med Port 2024 Dec;37(12):871-882

normal ou ter atrofia ligeira.’

Tabes dorsalis: caracteriza-se por ataxia sensi-
tiva, com alteragcdo importante da sensibilidade
propriocetiva, dor radicular e alteragbes pupi-
lares." Atualmente € uma forma incomum de
neurossifilis, descrita varios anos a décadas
apos a infegdo primaria (média de 21 anos)."’
Resulta de uma radiculo-neuronopatia cronica-
mente progressiva (envolvimento dos ganglios
da raiz dorsal e raizes), com degeneragéo se-
cundaria das colunas posteriores.®® Os primei-
ros sintomas séo parestesias e/ou hiperestesia
em territério radicular (dor tipo pontada ou cho-
que durante minutos a dias) e disfungéo vesical,
com retengdo urinaria." Posteriormente surge
hipostesia (sobretudo perda propriocetiva e vi-
bratéria), associada a ataxia da marcha, sinal de
Romberg positivo e hiporreflexia.' Pode, menos
frequentemente, ocorrer hipostesia algica e tatil.
A perda da sensibilidade propriocetiva e algica
pode levar a lesdes repetidas e graves nas arti-
culagdes, resultando em articulagdes de Charcot
— artropatia neuropatica.’ Outro sinal frequente
de neurossifilis sintomatica tardia, embora néo
patognomonico, é a pupila de Argyll Robertson:

3. Sifilis ocular e otossifilis

Podem ocorrer em qualquer fase da doenga, fre-
quentemente associadas a meningite." A sifilis ocu-
lar pode envolver qualquer estrutura ocular, mas
mais frequentemente resulta em uveite posterior e
panuveite, e tende a agravar com corticosterdides
tépicos e/ou sistémicos.” E bilateral em até 50% dos
casos."’

A otossifilis pode manifestar-se por hipoacusia (sus-
peitar se for aguda, sem outra causa identificada,
e geralmente neurossensorial), com ou sem acufe-
nos, ou por vertigem e/ou nistagmo.’

Neurossifilis atipica

Casos de neurossifilis que ndo preenchem crité-
rios para as formas “classicas”, como encefalite do
lobo temporal (mimetiza infegdo por virus Herpes
simplex 1 ou encefalite limbica). Outras estruturas,
como talamo, lobos parietal e occipital, podem ser
afetadas. As principais manifestagdes clinicas sao
défice cognitivo e crises epiléticas, mais frequente-
mente resultantes da combinagao de formas classi-
cas, como sifilis meningovascular e deméncia sifiliti-
ca.’

1.2. Diagnéstico laboratorial

1.2.1. Primeiro passo: diagnéstico de sifilis

Em caso de suspeita clinica de neurossifilis deve ser
realizado um teste laboratorial sanguineo para sifilis, ja que
todos os doentes com neurossifilis t¢m evidéncia sérica de
sifilis atual ou passada.’

pupilas pequenas e irregulares, ndo reativas a
luz, mas reativas a convergéncia e acomodagao,
que se dilatam incompletamente com midriaticos
e nao dilatam em resposta a dor. Este sinal pode
estar presente tanto na deméncia sifilitica como
na tabes dorsalis, embora seja mais frequente
nesta ultima.’

Tabela 1 — Interpretagéo dos resultados de testes treponémicos e ndo treponémicos no sangue

Teste treponémico Teste nao treponémico

(TPPA/TPHA) (VDRL) L)
Positivo Positivo Confirma o diagnéstico de sifilis
a) sifilis muito precoce (se suspeita recomenda-se repetir o teste nado
treponémico em duas a quatro semanas)
b) sifilis tratada (se histéria de tratamento)
Positivo* Negativo c) sifilis tardia nao tratada
A ndo ser que a histéria clinica/exame fisico apontem para uma infegao
recente, doentes néo tratados previamente devem ser tratados para sifilis
de duragao desconhecida ou sifilis latente tardia.
Falso positivo do teste ndo treponémico [razbes possiveis: doencas e
. o fatores nao relacionados com a sifilis, como outras infegbes (p. ex., virus
Negativo Positivo . a . .
de imunodeficiéncia humana), doencas autoimunes, vacinas, uso de
drogas injetaveis, gravidez e idade avangada]
. . Exclui diagndstico de sifilis, exceto se realizado muito precocemente apds
Negativo Negativo

contagio

FTA-ABS: teste de absor¢do de anticorpo treponémico fluorescente, teste treponémico; TPPA: teste de aglutinagdo de particulas de T pallidum; VDRL: venereal disease research
laboratory, teste nao treponémico.

*: No caso de teste treponémico positivo e teste ndo treponémico negativo, quando a suspeita é alta, recomenda-se a realizagdo de um terceiro teste treponémico (por exemplo, FTA-
-ABS) para excluir falsos positivos do primeiro teste treponémico
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O diagnostico de sifilis é frequentemente realizado de
forma indireta, através de dois tipos de testes serologicos:
testes ndo treponémicos ou treponémicos (Tabela 1)."

Os testes ndo treponémicos [p.ex., venereal disease
research laboratory (VDRL)] avaliam a presenca de anti-
corpos contra o antigénio cardiolipina-lecitina-colesterol
através de uma reacao de aglutinagdo.'" Sao testes quanti-
tativos, expressos em titulo (formas de diluigao) e indicam
‘atividade’ da doenga.' Quanto maior for a diluigdo maxima
em que se deteta a reagdo de aglutinagdo, maior sera o
titulo e a atividade da doenga.” Estes testes positivam em
10 a 15 dias apds aparecimento da ulcera sifilitica.” O re-
sultado podera ser falsamente negativo se o teste for rea-
lizado precocemente (fase muito precoce de sifilis) ou por
fendmeno prozona (quando a concentragao de anticorpos
no sangue é tao alta que é superior a de antigénios e in-
terfere na aglomeragao de complexos antigénio-anticorpo,
mais frequentemente descrito na sifilis secundaria)." Na
neurossifilis precoce, o VDRL sérico € quase sempre posi-
tivo, mas pode ser negativo na neurossifilis tardia, em 30%
dos doentes, originando falsos negativos, devido a diminui-
¢ao dos titulos ao longo do tempo, que ocorre mesmo sem
tratamento."

Os testes treponémicos [p.ex., teste de hemaglutinagéo
de T pallidum (TPHA), teste de aglutinagao de particulas de
T pallidum (TPPA), teste de absorgéo de anticorpo treponé-
mico fluorescente (FTA-ABS) e imunoensaios enzimaticos
automatizados (EIA)] sao qualitativos e indicam ‘contacto’
prévio com T pallidum.""" Estes testes tém alta sensibili-
dade e especificidade, permanecem reativos para toda a
vida independentemente do tratamento, e s&o um bom in-
dicador de infegao prévia (n&o informam sobre atividade da
doencga, nem distinguem infegdo ativa de infegcao prévia,
mas indicam se o doente ja teve sifilis alguma vez)." Assim,
os testes treponémicos sdo cada vez mais utilizados como
teste de rastreio inicial (algoritmo de diagndstico reverso), e
tornam-se positivos em cinco a 15 dias apds aparecimento
da ulcera sifilitica, geralmente mais cedo do que os testes
ndo treponémicos."'"'> Em doentes com testes treponémi-
cos (TPPA/TPHA) néao reativos no sangue nao é necessario
fazer investigacdo para neurossifilis (exclui o diagnostico
de sifilis e neurossifilis). No caso de teste treponémico po-
sitivo e teste ndo treponémico negativo, quando a suspeita
é alta, recomenda-se a realizagdo de um terceiro teste tre-
ponémico (p.ex., FTA-ABS) para excluir falsos positivos do
primeiro teste treponémico (muito raro).’

1.2.2. Segundo passo: quando realizar puncao lom-
bar

Uma questado que se coloca € “quando realizar pungéo
lombar?”. De acordo com a experiéncia clinica dos autores,
e com base nas recomendacdes atuais,®'*'* a pratica é re-

Revista Cientifica da Ordem dos Médicos 875

comendada nas seguintes situagdes:

1. Presenca de sinais e/ou sintomas neuroldgicos,
oculares ou auditivos sugestivos de neurossifilis,
em qualquer estadio de sifilis, com serologia de
sifilis positiva. Realga-se que, nas recomendacdes
de 2021 para doengas sexualmente transmissiveis
(DST), os CDC nao recomendam pungé&o lombar na
sifilis ocular e otossifilis em caso de sintomas ocu-
lares ou auditivos isolados (sem disfungdo de nervo
craniano e sem alteragdes ao exame neuroldgico),
advogando que até 30% destes doentes tém LCR
normal e o tratamento sera sempre igual ao da
neurossifilis.”® Contudo, é opinido dos autores des-
te artigo realizar pungdo lombar nestas situacdes
(mesmo que isoladas), para obter um diagnostico
e/ou diagndstico diferencial, sobretudo na auséncia
de achados especificos na fundoscopia ocular e/ou
otoscopia realizadas por oftalmologia e/ou otorrino-
laringologia. Em caso de sifilis ocular ou otossifilis
com altera¢des no exame neuroldgico € sempre ne-
cessaria uma avaliagdo do LCR."

2. Sifilis terciaria ativa (cardiovascular ou gumato-
Sa)_13,14

3. Doentes com infegdo por VIH com sifilis assinto-
matica, com contagem de linfécitos T CD4+ < 350
/mm? e titulo de VDRL sérico = 1:32 (maior risco
de neurossifilis por dificuldade na eliminagéo do T
pallidum do LCR devido a imunodepresséo). Esta
indicacéo é de baixa evidéncia, baseada na opinido
de peritos, optando-se por decisdo caso-a-caso pelo
médico assistente.”>'* Os CDC, por exemplo, con-
sideram que a pungdo lombar deve ser reservada
para doentes com exame neuroldgico anormal.’

4. Se o titulo do teste ndo treponémico aumentar de
forma significativa (aumento igual ou superior a qua-
tro vezes), no seguimento apos tratamento de sifilis
primaria, secundaria ou latente, na auséncia de rein-
fegéo.’

5. Resposta serolégica inadequada no final do segui-
mento, ou seja, redugéo inferior a quatro vezes do
titulo do teste nao treponémico, 12 a 24 meses apos
o tratamento ou titulo pés-tratamento > 1:32, na au-
séncia de reinfegéo.’

Em caso de pungao lombar, considera-se pertinente pe-
dir no estudo de LCR: células com contagem diferencial,
proteinas, glicose (com determinagédo de glicemia capilar
uma a duas horas pré-puncao lombar), teste VDRL e teste
FTA-ABS. Os ensaios de PCR para detecao de T pallidum
no LCR para sustentagdo do diagnostico de neurossifilis
séo considerados atualmente de valor limitado, por baixa
sensibilidade e especificidade." "

www.actamedicaportuguesa.com

NORMAS ORIENTAGAO



OYIVINIIHO SYWHON

Martins B, et al. Abordagem diagnéstica, terapéutica e de monitorizacédo na suspeita de neurossifilis, Acta Med Port 2024 Dec;37(12):871-882

1.2.3. Terceiro passo: como interpretar os resulta-
dos do LCR

Na interpretacdo dos achados no LCR, pleocitose (10 -
100 células/pL) esta presente em 83%, com predominio de
células mononucleares, e proteinorraquia (> 45 mg/dL) em
68% dos casos.®® Contudo, a contagem de células e pro-
teinas no LCR pode ser normal, sobretudo na neurossifilis
parenquimatosa ou se houver atingimento isolado de nervo
craniano.®'*'> De notar que, em doentes com infegdo por
VIH, a contagem de leucdcitos no LCR pode estar eleva-
da (> 5 leucécitos/mm?3) apenas por esta infegdo, especial-
mente nos doentes sem terapéutica antirretrovirica; assim,
a utilizagdo de um valor limite mais elevado (> 20 leucdci-
tos/mm?®) pode aumentar a especificidade do diagndstico
de neurossifilis nesta populagéo (Figs. 2 e 3)." Contudo,
em doentes VIH-positivo com T CD4+ no sangue perifé-
rico < 200/uL e ARN (acido ribonucleico)-VIH < 50 cépias
(supresséo virolégica) e sob terapéutica antirretrovirica é
aconselhado valorizar qualquer valor de leucécitos > 5/uL.°

O teste VDRL no LCR apresenta elevada especificidade
(74% - 100%), mas baixa sensibilidade (30% - 70%): na
presenca de sinais e/ou sintomas neuroldgicos e auséncia
de contaminagdo sanguinea, um teste reativo estabelece o
diagnostico de neurossifilis, mas se néo reativo nao exclui
neurossifilis.”'* Assim, em caso de teste VDRL negativo, a

Tabela 2 — Tabela resumo de neurossifilis

pleocitose e/ou niveis elevados de proteinas no LCR jun-
tamente com sinais e/ou sintomas sugestivos de neurossi-
filis podem apoiar o diagndstico de neurossifilis e justificar
tratamento empirico.'® Este teste pode ser raramente falso
positivo quando o LCR esta visivelmente hemorragico ou
se neoplasia maligna do SNC, sobretudo meningite carci-
nomatosa.'®"”

O FTA-ABS no LCR tem elevada sensibilidade (80%
- 100%), mas menor especificidade do que os testes nao
treponémicos: nao confirma o diagndstico de neurossifi-
lis, mas torna-o altamente improvavel se negativo, princi-
palmente se existirem sinais e/ou sintomas neuroldgicos
inespecificos."®'® Tal como no sangue, frequentemente
permanece positivo por muito tempo apds o tratamento, ao
contrario do VDRL, que, tal como a contagem de células e
proteinas no LCR, desce apos o tratamento bem-sucedi-
do.’

As alteragdes no LCR dependem do tipo clinico de neu-
rossifilis (Tabela 2).° A pleocitose tende a ser superior na
neurossifilis precoce em comparagdo com as formas tar-
dias."'” Na meningite sintomatica, a contagem de linfécitos
¢ tipicamente 200 - 400 células/uL e as proteinas 100 - 200
mg/dL.° Na neurossifilis meningovascular, as alteragbes
sd0 menos acentuadas do que na meningite aguda: pleo-
citose linfocitica 10 - 100 células/pL e proteinas 100 - 200

Estadio Clinica

Achados laboratoriais tipicos

Precoce

Neurossifilis precoce
assintomatica

Nenhuma (assintomaticos)

VDRL no LCR reativo e/ou células no LCR > 5/uL
(tipicamente < 100/pL) e/ou proteinas > 45 mg/dL
(geralmente < 100 mg/dL)

Meningite sifilitica

Cefaleia, meningismo, fotofobia, lesdo de nervo
craniano (sobretudo nervo o6tico e vestibulo-coclear),
confuséo, crises epiléticas; sintomas ocorrem semanas
a meses apos infegédo

VDRL sérico e no LCR reativos, TPPA/TP ou FTA-
ABS no LCR reativo; contagem células LCR 10
- 400/pL; proteinas 100 - 200 mg/dL

Precoce e tardia

Sifilis meningovascular

Acidente vascular cerebral, lesdo de nervo craniano,
meningismo, meningomielite  com  mielopatia
progressiva, incluindo disfungéo de esfincteres

VDRL sérico e no LCR reativo; contagem células
no LCR 5 - 100/uL; proteinas 100 - 200 mg/dL

Tardia

Deméncia sifilitica

Tabes dorsalis

Deméncia rapidamente progressiva, alteracdo da
personalidade, delirios, tremor, disartria.
Pupilas de Argyll Robertson em < 50%

Marcha ataxica, sinal de Romberg proeminente,
dor tipo choque/relampago nos membros inferiores
e tronco, alteracdo importante da propriocepgéao,
articulagdes de Charcot, pupilas de Argyll Robertson
na maioria dos doentes, paraparésia com arreflexia e
disfuncéo de esfincteres

VDRL sérico reativo em pelo menos 50% dos
casos, VDRL no LCR reativo, TPPA/TP ou FTA-
ABS no LCR geralmente reativo; pleocitose ligeira
e cronica (25 - 75 células/yL, mononucleares),
proteinas 50 - 100 mg/dL

VDRL sérico possivelmente nao reativo, VDRL no
LCR reativo, TPPA/TP ou FTA-ABS geralmente
reativo; pleocitose ligeira, crénica (10 - 50 células/
uL); proteinas 45 - 75 mg/dL

FTA-ABS: teste de absorcéo de anticorpo treponémico fluorescente, teste treponémico; LCR: liquido cefalorraquidiano; TPPA: teste de aglutinagdo de particulas de T pallidum; VDRL:
venereal disease research laboratory, teste ndo treponémico.
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mg/dL.° Na deméncia sifilitica, o LCR mostra pleocitose de
25 - 75 células/uL e proteinas de 50 - 100 mg/dL.° Em to-
das estas formas de doenca, o VDRL no LCR ¢é geralmente
reativo. Na fabes dorsalis, o LCR pode apresentar ligeira
pleocitose (10 - 50 células/uL) e proteinas de 45 - 75 mg/
dL, ou pode ser normal; o VDRL néo é reativo em até 25%
dos casos.”"

1.2.4. Quarto passo: classificacido e diagnoéstico de
neurossifilis

N&o ha consenso quanto aos critérios de diagndstico
de neurossifilis, e ndo existem critérios 100% sensiveis e
especificos que possam excluir definitivamente ou garantir
o seu diagndstico."'® Além disso, a maioria das recomenda-
¢Oes ndo se baseia em estudos de alta qualidade, exigindo-
-se senso clinico na interpretagéo dos testes seroldgicos,
perfil do LCR, juntamente com a histéria clinica e exame
neuroldgico."® Propomos os seguintes critérios de diagnds-
tico:

Para neurossifilis definitiva:

» Teste treponémico sérico reativo e

* VDRL positivo no LCR.

Se VDRL negativo no LCR, para neurossifilis sintomati-
ca ou assintomatica provavel:

» Teste treponémico sérico reativo

* Uma das seguintes:

o Se VIH-negativo: células no LCR > 5/uL ou pro-
teinas no LCR > 45 mg/dL na presenca de teste
FTA-ABS positivo no LCR, na auséncia de ou-
tras causas justificativas;

o Se VIH-positivo com T CD4+ no sangue periféri-
co < 200/uL e ARN-VIH < 50 copias (supressao
viroldgica) e sob terapéutica antirretrovirica: cé-
lulas no LCR > 5/pL;

o Se VIH-positivo com T CD4+ no sangue periféri-
co > 200/uL e/ou ARN-VIH = 50 copias e/ou sem
terapéutica antirretrovirica: células no LCR > 20/
pL e teste FTA-ABS positivo no LCR.

As Figs. 2 e 3 representam uma proposta de algorit-
mo diagnostico para abordagem de neurossifilis em doente
VIH negativo e positivo, respetivamente.

A neuroimagem pode ser util no diagnéstico e tratamen-
to de neurossifilis, sobretudo a RM cerebral, mas os acha-
dos sdo geralmente inespecificos.” Assim, estes exames
geralmente ndo sdo necessarios como parte da investiga-
¢ao de neurossifilis, exceto se houver outra hipétese diag-
noéstica ou em caso de pressao intracraniana aumentada.’
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2. Abordagem terapéutica do doente com neurossi-
filis

2.1. Proposta terapéutica

A terapéutica antibidtica esta indicada em todos os es-
tadios de neurossifilis e deve ser preferencialmente admi-
nistrada por via endovenosa, para atingimento de niveis
treponemicidas no LCR.™'® O tratamento deve ser iniciado
imediatamente, uma vez que algumas das complicagbes
podem ser reversiveis e 0 sucesso terapéutico relaciona-se
de forma inversa com o tempo de infegdo ndo tratada.'’

O tratamento de primeira linha para neurossifilis (sin-
tomatica ou assintomatica) € a administragdo endovenosa
de penicilina G aquosa [24 milhdes de unidades (MU)/dia:
quatro MU a cada quatro horas ou 24 MU em perfusao con-
tinua] durante 10 - 14 dias.”*'*"®? Para evitar sobrecarga
de sddio ou potassio, recomenda-se intercalar benzilpeni-
cilina aquosa sodica com potassica (p. ex., benzilpenicili-
na sodica quatro MU 8/8 h, alternada com benzilpenicilina
potassica quatro MU 8/8 h).” A experiéncia clinica sugere
que 10 - 14 dias de penicilina sdo adequados, mas nenhum
estudo comparou diretamente o tratamento com 10 ou 14
dias; inclusive, ha estudos com ciclos de oito dias com boa
resposta terapéutica.’

No caso de alergia a penicilina, recomenda-se realiza-
¢ao de dessensibilizagao a penicilina, para posterior trata-
mento com esquema de primeira linha ao invés de esque-
ma alternativo.”%1416-20

Em alternativa a penicilina, a utilizar em situagdes muito
pontuais e com evidéncia limitada, os CDC recomendam
ceftriaxona 1 - 2 g/dia por via endovenosa ou intramuscular,
durante 10 - 14 dias.”%'*'82021 Recomendag¢des do Reino
Unido sugerem ainda como alternativa, doxiciclina 200 mg
oral 12/12 h, por 21 - 28 dias. Contudo, os CDC e as reco-
mendagdes europeias ndo o recomendam, pelo que os au-
tores consideram que esta deve ser uma solugao de ultimo
recurso, com decisao partilhada entre médico e doente.”%?°

A penicilina G parentérica € o uUnico tratamento com
eficacia documentada para a sifilis durante a gravidez.?
Mulheres gravidas com sifilis em qualquer estadio e com
alergia a penicilina devem ser dessensibilizadas e tratadas
com penicilina.™

Uma vez que os esquemas recomendados para o trata-
mento da neurossifilis sdo mais curtos que o recomendado
para o tratamento das formas de sifilis tardia, deve ser ain-
da considerada a administracdo semanal de benzilpenicili-
na benzatinica 2,4 MU por via intramuscular, durante trés
semanas apos o término do tratamento da neurossifilis,
de forma a completar um tempo de terapéutica semelhan-
te.19,22

A sifilis ocular e a otossifilis séo tratadas com os mes-
mos esquemas utilizados na neurossifilis, independente-
mente da presencga/auséncia de alteragdes no LCR." O
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Suspeita de neurossifilis
em doente VIH negativo

A

Sintomas neuroldgicos,
NS improvavel < T e > otolégicos ou oculares
consistentes com NS

<

Referéncia a um
oftalmologista/ORL

v
Sim

Pungéo lombar (pode
nao ter alteragdes)

, Tratar para NS

Proteinas no LCR Tratar para NS
Sim

Sim
NS improvavel ’

= =

>

> Células no LCR
Reativo Néo reativo

NS improvavel Tratar para NS

Figura 2 — Proposta de algoritmo para abordagem de neurossifilis em doente VIH negativo
FTA-ABS: teste de absorgdo de anticorpo treponémico fluorescente, teste treponémico; LCR: liquido cefalorraquidiano; NS: neurossifilis; TPPA: teste de aglutinagdo de particulas de
T pallidum; VDRL: venereal disease research laboratory, teste ndo treponémico; VIH: virus de imunodeficiéncia humana.
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Suspeita de neurossifilis
em doente VIH positivo
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Figura 3 — Proposta de abordagem de neurossifilis em doente VIH positivo
FTA-ABS: teste de absorgao de anticorpo treponémico fluorescente, teste treponémico; LCR: liquido cefalorraquidiano; NS: neurossifilis; TPPA: teste de aglutinagéo de particulas de
T pallidum; VDRL: venereal disease research laboratory, teste ndo treponémico; VIH: virus de imunodeficiéncia humana.
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seu tratamento é frequentemente realizado em associa-
¢ao com corticoterapia sistémica (se sem contraindicagéo)
como adjuvante para controlo de sinais/sintomas, embora
o efeito benéfico da associagao néo esteja comprovado em
ensaios clinicos.'>'® Também ndo existem estudos contro-
lados para definir a dose e duragéao ideais da corticoterapia
nestes casos.’

2.2. Complicagoes possiveis do tratamento

A reacao de Jarisch-Herxheimer é uma reacéo sistémi-
ca autolimitada, que surge nas primeiras 6 - 8 horas (even-
tualmente até 24 h) apds inicio de antibioterapia. Carac-
teriza-se por febre, cefaleias, mialgias, fadiga, taquicardia,
vasodilatagdo com flushing e hipotensao ligeira.”'*?* Pode
ocorrer em qualquer estadio da infegcdo, embora seja mais
frequente na sifilis secundaria.®'* Esta descrita em 1% - 2%
dos casos de neurossifilis, com agravamento do estado
neurolégico apds inicio de tratamento.® Na presenga da
reagcdo, recomenda-se tratamento sintomatico analgésico,
ndo estando recomendada a suspenséao do tratamento an-
tibiético.”*'* Nao se recomenda tratamento com corticoste-
réides.’

2.3. Rastreio e prevencéao de outras DST

Todas as pessoas com neurossifilis, sifilis ocular ou
otossifilis devem ser testadas para outras DST, nomeada-
mente VIH e infecdo por virus da hepatite B e C, no mo-
mento do diagnostico.”*'* Se o teste de VIH for negativo,
devera avaliar-se a elegibilidade destes individuos para es-
quemas de profilaxia pré ou pds-exposicao (PrEP/PEP) ao
VlH_ﬂB,M

Recomenda-se rastreio de sifilis em pessoas com ris-
co aumentado de exposicéo, tendo em conta o contexto
epidemiologico, como homens que tém sexo com homens,
que utilizam PrEP e mulheres gravidas com diagnostico de
sifilis, mesmo quando os contactos apresentam sifilis laten-
te (assintomatica).*

3. Proposta de monitorizagao e prognostico

A eficacia do tratamento da neurossifilis € avaliada pela
resposta clinica, monitorizagcdo do teste ndo treponémico
sérico e monitorizagao das alteragdes no LCR, sendo ex-
pectavel reducéo do titulo de VDRL no LCR, da pleocitose
e proteinorraquia ao longo do tempo (esta ultima pode per-
sistir mesmo apos normalizagao de outros parametros, ndo
devendo ser utilizada como critério Unico para decisdo de
retratamento).®'® A Fig. 4 propde um algoritmo de monitori-
zacgao destes doentes.

A nivel sérico, se o teste ndo treponémico (VDRL) for
reativo previamente ao tratamento, este deve ser repetido
de forma regular apés o tratamento (aos trés, seis e 12 -
24 meses) em todos os doentes.® Em doentes com VIH,
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a monitorizagéo sérica deve ser sempre feita até aos 24
meses.® A normalizagéo do titulo sérico de VDRL, definida
como queda de pelo menos quatro vezes (= duas diluigbes)
no titulo do teste ndo treponémico documentado a data do
inicio de tratamento, é preditor da normalizagéo dos para-
metros do LCR apos tratamento de neurossifilis, pelo que a
monitorizagdo com pungdes lombares de repeticéo é des-
necessaria em doentes VIH-negativo ou com infe¢éo VIH
bem controlada sob terapéutica antirretrovirica.®'®

Nos restantes doentes (VDRL sérico ndo reativo pré-

-tratamento, sem normalizacdo do VDRL sérico pos-trata-
mento ou nos VIH-positivo sem terapéutica antirretrovirica
e sem supresséo virolégica), recomenda-se a realizagao de
puncao lombar de reavaliagéo aos seis meses apos trata-
mento, e subsequentemente a cada seis meses até a nor-
malizagédo da contagem celular.®*'® Um VDRL negativo no
LCR ap6s o final do tratamento traduz um tratamento bem
sucedido, mas pode néo ocorrer.' Durante o primeiro ano é
expectavel a redugéo do titulo de VDRL no LCR em quatro
vezes (= duas diluigbes), mas titulos baixos (< 1:8) podem
persistir em ~15% dos doentes.® Os testes treponémicos
(TPPA, FTA-ABS) mantém-se positivos indefinidamente
pelo que ndo devem ser utilizados na avaliagédo da resposta
terapéutica.’

Deve considerar-se retratamento em caso de®*:

1. auséncia de diminuicdo da contagem celular nos
primeiros seis meses apos tratamento ou pleocitose
em crescendo ou ndo resolvida dois anos apos tra-
tamento (na auséncia de diagndstico alternativo);

2. auséncia de diminuigdo do titulo de VDRL no LCR =
quatro vezes (= duas diluigbes) apds um ano de tra-
tamento (ou ndo negativacéo se titulo inicial < 1:2)
ou aumento do titulo > duas dilui¢des;

3. progressao clinica dos sintomas neuroldgicos (na
auséncia de diagndstico alternativo).

Em geral, o tratamento antibiético atempado e adequa-
do melhora significativamente o prognéstico da neurossi-
filis." O tipo de apresentagdo e fase de detegdo tém impli-
cagao prognostica: doentes com neurossifilis precoce tém
maior probabilidade de recuperar comparativamente aos
diagnosticados em estadios tardios.” Os doentes tratados
podem apresentar sintomas residuais sequelares (défice
cognitivo, piramidalismo, crises epiléticas, ataxia, paresia
de nervos cranianos, alteragéo visual, disturbio da marcha,
afasia e hemiparesia), mas néo é expectavel deterioragao
clinica apés tratamento.”

4. Condicgdes e limitagoes da aplicagao do protocolo

O presente protocolo baseia-se nas recomendagdes in-
ternacionais e experiéncia clinica de um grupo de peritos
do Centro Hospitalar de Sao Jo&o, no Porto, em Portugal.
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I

Repeticdo aos

Pungéo lombar de reavaliagéo

v

3,6 e 12 meses

6 meses apods tratamento

Sem indicagédo para monitorizagéo
por puncao lombar

Figura 4 — Seguimento do doente tratado para neurossifilis

Repeticdo da pungao lombar a
cada 6 meses até
normalizagéo da contagem de células

LCR: liquido cefalorraquidiano; VDRL: venereal disease research laboratory, teste nao treponémico; VIH: virus de imunodeficiéncia humana.

a: Doentes com infegdo VIH sem terapéutica antirretrovirica e/ou supressao viroldgica;

b: Em doentes n&o infetados pelo VIH ou com infegdo VIH sob terapéutica antirretrovirica, com supressao viroldgica.

Apesar de estarem globalmente disponiveis meios para
diagnostico laboratorial da sifilis € neurossifilis (serologi-
co e de LCR), os testes treponémicos e nao treponémicos
utilizados podem variar. Além disso, dada a escassez de
evidéncia e imprecisado frequente dos estudos nesta area,
recomenda-se uma decisdo individualizada, tendo como
foco a clinica do doente.

CONCLUSAO

A neurossifilis pode ocorrer em qualquer estadio da si-
filis, com potencial desenvolvimento de sequelas graves. A
consciencializagao dos médicos para as varias formas de
apresentagcao da doenga e alteragdes analiticas possiveis
é fundamental para o seu diagndstico e tratamento preco-
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ces. Nao existem estudos que estimem o impacto real da
neurossifilis, nem guias de abordagem a estes doentes, em
Portugal. Assim, este protocolo apresenta uma proposta de
atuacao hospitalar passo-a-passo, com orientagéo desde a
suspeita diagndstica até a monitorizagao poés-tratamento,
fornecendo ainda estratégias de seguimento para melhorar
a detegao de falha terapéutica e sua orientagédo. O sucesso
terapéutico deve ser avaliado pela resolugao ou estabiliza-
¢ao da sintomatologia e pela monitorizagdo das alteragdes
séricas e, em casos selecionados, do LCR. Esperamos ain-
da que este protocolo sirva como estimulo a investigagao
clinica e cientifica na area.
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On the Power of Data Visualization in Transforming
Patient Decision-Making

Sobre o Poder da Visualizagdao de Dados na
Transformagao da Tomada de Decisao do Doente

Keywords: Comprehension; Genetic Counseling; Patient Participa-
tion Relations
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pacao do Paciente

Data plays a central role in modern healthcare, forming
the foundation for diagnosis, treatment plans, and patient
care. However, the true potential of data lies not just in its
collection but in its effective interpretation and communica-
tion. Healthcare data visualization emerges as a powerful
tool, transforming complex medical information into clear,
actionable insights driving patients’ informed decision-mak-
ing.

Genetic data exemplifies a particularly intricate form of
information in healthcare. Accurate understanding of this
data is crucial for patients to integrate risk perception into
decision-making processes. This can lead to informed de-
cisions regarding follow-up strategies. A prime example is
understanding the risk of cancer associated with hereditary
forms of cancer predisposition. For instance, pre-surgery
knowledge of carrying a breast cancer predisposition vari-
ant can influence surgical strategy," or numerical data pre-
sentation strategies can influence risk perception of heredi-
tary cancer.?

Genetic counseling plays a vital role in this process. It
equips patients with the knowledge to grasp their potential
cancer risk. It empowers them to derive personal meaning
from this information and make autonomous, informed deci-
sions regarding genetic testing, cancer screening, and pre-
ventive measures.?

Traditionally, healthcare professionals have relied on
oral descriptions to convey a patient’s cancer risk associat-
ed with a specific gene. Data visualization, such as graphi-
cal representations, offers a promising complementary
approach to enhance communication and risk understand-
ing.* Nevertheless, the factors influencing the interpreta-
tion of genetic data remain largely unexplored within the
Portuguese population. This knowledge gap is particularly
relevant considering Portugal’s historical context of lower
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educational attainment. As of 2023, over 50.5% of the popu-
lation lacks a secondary school diploma.® Given this demo-
graphic landscape, it is crucial to tailor data visualization
techniques specifically for the Portuguese population.

Our ongoing research aims to investigate Portuguese
patients’ preferences for visualizing genetic cancer risks.
While a pilot study with medical genetics patients identified
popular graphical representations, it also revealed a sub-
set who preferred verbal explanations (unpublished work).
This highlights the need to consider diverse communica-
tion styles within the Portuguese healthcare ecosystem.
By conducting research that is specific to the Portuguese
population, we aim to optimize data visualization and story-
telling tools for effective communication and patient empow-
erment, ensuring these tools are well-suited to this unique
healthcare landscape. While our focus is on medical genet-
ics, we believe that the insights gained from this research
can be valuable for other healthcare fields in Portugal that
require effective communication of complex information to
patients.
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We appreciate the feedback from von Schreeb et al’
and the Directorate-General of Health’s (DGS) engagement
in this discussion of our study on the implementation of the
International Health Regulations (IHR) in Portugal.? Con-
structive criticism is vital for improving public health efforts,
and we address the key points raised below.

1. Availability and public access to IHR updates

The commentary suggests that our article inaccurately
claims that annual updates on the IHR’s implementation
status either do not exist or are not public. We acknowl-
edge that Portugal has complied with the IHR States Parties
Self-Assessment Annual Report (SPAR) published by the
World Health Organization.® Instead, in our article we are
clearly referring to other annual updates - the specific ones
detailed in the checklist under evaluation, in Core Capac-
ity 2.3: “Annual updates on the status of IHR implementa-
tion to stakeholders across all relevant sectors conducted”.*
These stakeholders include, as per the same text, “units or
departments responsible for surveillance, response, points
of entry, chemical hazards, etc”.* At the time of submission,
no such updates had been shared with Public Health Units,
and thus we reaffirm that this was factually correct.

2. Surveillance systems in Portugal

We acknowledge the commentary’s emphasis on the
dual surveillance systems in Portugal, particularly the
event-based surveillance conducted by the Center for Pub-
lic Health Emergencies (CESP). To fully understand our
article, it is important to refer to the detailed checklist evalu-
ation in the Appendix 1, where CESP is identified as the
responsible unit for event-based surveillance, with some
also carried out by the National Health Institute Dr. Ricardo
Jorge and the national COVID-19 Taskforce. However, as
the same appendix makes clear, Portugal falls short of ad-
vancing its capabilities beyond the first level, with particular
emphasis on the absence of “standards, guidelines, norms,
or official procedures published regarding event-based sur-
veillance”.*

The uneven application of indicator-based versus event-
based surveillance, especially at the local or intermediate
level, was the basis for our assertion that Portugal mainly
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(though not exclusively) relies on indicator-based surveil-
lance. We concur that technological advancements and in-
creased visibility of these activities could enhance the over-
all effectiveness of the surveillance system.

3. Comparison of IHR scores and points of entry study

The commentary advises caution in comparing self-
reported IHR scores with findings from a specific study on
points of entry (PoE) from 2018.° We acknowledge that the
methodologies of the SPAR tool®” and the PoE study differ,
but we disagree that they differ in their objectives. According
to their study, Sa Machado et al aimed to assess the imple-
mentation of the IHR in Portugal, focusing on the PoE, and
such is also the objective of the SPAR. Nevertheless, our
comparison was not meant to directly equate the two but
to illustrate perceived gaps in capacity that may not be fully
captured by self-assessment tools. We agree that different
scopes and methods require careful interpretation, and we
welcome further dialogue on how such assessments can be
better aligned to reflect on-the-ground realities.

4. Confidentiality and sharing of IHR documents

We appreciate the clarification regarding the nature
of public and non-public documents within the context of
IHR implementation. We understand that not all documents
need to be made public due to the sensitive nature of some
information. Still, our article’s critique of the absence of pub-
licly available documents is a direct reference on the third
capability level of the IHR core capacities, that requires that
“outputs and outcomes are evaluated, documented and
shared both within the country and internationally”.* In the
context of our article, we also interpreted that it is important
to keep transparency in the decision-making and coordina-
tion processes, especially during crises. Recently, the Na-
tional Report of Portugal: Universal Health and Prepared-
ness Review Pilot also highlighted that the non-formaliza-
tion of “regular/routine sharing of information between dif-
ferent sectors” was a gap in Portuguese governance.® We
are sure that this is a globally shared priority and that it is
under constant improvement.

CONCLUSION

We thank von Schreeb et al for their input, which high-
lights the importance of precision in public health discourse.
We hope this exchange strengthens IHR capacities and im-
proves preparedness efforts in Portugal and beyond. Con-
tinuous dialogue is essential for advancing public health.
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Dear Editor,

We commend the authors for the insightful article “Rare
Presentation of Primary Hyperparathyroidism in a Young
Woman”," published in Acta Médica Portuguesa. The de-
tailed case description caught our attention and holds sig-
nificant value for the medical community.

Over the past years, the clinical profile of primary hyper-
parathyroidism (PHPT) has evolved from a highly symptom-
atic disease to one that is most often asymptomatic, albeit
with evidence of subclinical target organ involvement. The
incidence of PHPT increases with age and is more frequent
in women, with most cases being diagnosed in the first-
decade post-menopause.” In this article, a 32-year-old fe-
male patient presented with symptomatic PHPT manifested
by significant clinical disease, including nephrolithiasis and
extensive bone involvement. She underwent parathyroidec-
tomy, with histology confirming a parathyroid adenoma, and
subsequently developed hungry bone syndrome (HBS), a
condition of severe hypocalcemia during the postoperative
period, which results from the avid uptake of calcium and
phosphate by the bone due to the sudden reduction of PTH
levels, resulting in additional morbidity and a prolonged hos-
pital stay. We want to highlight two missing considerations
for this clinical case: (1) the critical importance of evaluating
and supplementing vitamin D levels prior to surgery; (2) the
necessity of considering genetic syndromes associated with
PHPT, notably if present in young patients.

Hypocalcemia due to HBS is a well-known complication
following parathyroidectomy for PHPT. Several risk factors
contribute to its development, including high preoperative
levels of calcium, alkaline phosphatase, and PTH, large
parathyroid adenoma volume, radiological evidence of
PHPT-related bone disease, and low preoperative 25(0OH)
D concentrations.® In this patient, preoperative 25(OH)D
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levels were not mentioned. Vitamin D inadequacy is linked
to more severe bone disease and an increased risk of hypo-
calcemia due to HBS.* Therefore, we would like to reinforce
that it is highly recommended that patients with vitamin D
deficiency begin supplementation before surgery to prevent
HBS.?

Additionally, given the patient’s young age, it is important
to consider that PHPT may present as part of inherited syn-
dromes, such as multiple endocrine neoplasia (MEN) types
1, 2, and 4, hyperparathyroidism jaw tumor syndrome, and
familial isolated hyperparathyroidism (FIH).® Incorporating
genetic testing in young patients allows for tailored sur-
veillance protocols and early detection of other endocrine
neoplasms, such as pituitary and neuroendocrine pancre-
atic tumors, which are commonly associated with MEN-1.°
This proactive approach, through referral to endocrinology
and genetics specialists, can significantly impact treatment
decisions and improve patient outcomes through multidisci-
plinary intervention.

In conclusion, we reiterate our appreciation to the au-
thors for their significant contribution. This case report
underscores the importance of clinical vigilance and inter-
disciplinary collaboration in managing PHPT, especially in
young patients. Preventing HBS through preoperative vi-
tamin D supplementation and considering genetic testing
for inherited syndromes are crucial steps. Such measures
allow for tailored surveillance protocols and early detection
of associated endocrine neoplasms.
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A 70-year-old woman arrived at the emergency depart-
ment presenting a seven-day worsening pruritic and painful
rash. No additional symptoms were present, including fever,
arthralgia, anorexia, nausea, diarrhea, dyspnea, or other
complaints. Besides initiating dabigatran therapy four days
before its appearance, there was no other epidemiological
context or personal or family history of similar dermatologi-
cal conditions.

The patient had a medical history of heart failure and had
recently been diagnosed with permanent atrial fibrillation.
There was no history of allergies or drug reactions. Previous
erythematous skin eruptions occurred in the past, affecting
the trunk and back after taking apixaban and rivaroxaban.
However, these were less severe and resolved only with
drug withdrawal. Suspecting a cross-reaction between fac-
tor Xa inhibitors, her family doctor prescribed dabigatran (a
thrombin inhibitor) as an alternative anticoagulant for atrial
fibrillation.

The physical examination revealed a papular rash with
geographic patterns, a pale center surrounded by viola-
ceous lesions, and an erythematous annular pattern on the
trunk, back, and proximal limbs (Fig. 1). The hands, feet,
face, scalp, or mucosal membranes were not involved. No
bullae or scaling was observed.

The patient’s vital signs were within normal parameters.

Both the chest X-ray and urine sediment examination were
unremarkable; blood samples were collected for laboratory
tests. The patient was admitted for further investigation and
a skin biopsy was performed. Laboratory results revealed
leucocytosis (17.90 x10° cells/uL) with neutrophilia of 13.75
x10® cells/uL and no changes in eosinophilic count (0.20
x10? cells/uL), ESR of 32 mm/h, CRP of 9.80 mg/dL, and
ferritin of 378 ng/mL. Immunoglobulin E (IgE) was signifi-
cantly elevated at 1600 Ul/mL, with normal IgG subclasses.
Anti-nuclear antibodies, antineutrophil cytoplasmic antibod-
ies (ANCA), and cryoglobulins were negative. Complement
levels showed normal C3 and C4, but elevated C1q (24.7
mg/dL) and C1 esterase inhibitor (41.7 mg/dL), which sug-
gested that a more severe condition such as hypocomple-
mentemic urticarial vasculitis was less likely. There was no
evidence of renal or hepatic involvement. Coagulation fac-
tors and platelets were within the normal range. Serological
tests for syphilis, human immunodeficiency virus, hepatitis
C and B virus, Rickettsia conorii, Coxiella burnetii, Borrelia,
parvovirus and herpes virus (cytomegalovirus, Epstein-Barr
and herpes simplex) yielded negative results. Additionally,
the results of the blood cultures were also negative.

Given the patient’s history of skin eruptions following
anticoagulant therapy, the recent onset of severe skin le-
sions, elevated systemic inflammatory markers, and the
recent initiation of dabigatran, a hypersensitivity reaction
was deemed most likely. Dabigatran was suspended and
treatment was adjusted to include immunosuppression
and antihistamines, starting prednisolone at 1 mg/kg/day,
hydroxychloroquine 400 mg daily, and hydroxyzine 25 mg
three times daily.’

B —

Figure 1 — Skin lesions on the right thigh at patient urgency department admission, seven days after starting dabigatran; presented as a
papular rash with geographic patterns, featuring a pallid center surrounded by violaceous lesions and an erythematous annular pattern
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The patient was discharged after a four-day period, dur-
ing which time there was a significant improvement in both
pruritus management and the severity of the dermatological
eruption. She was prescribed prednisolone 60 mg daily and
hydroxychloroquine 400 mg daily for one month until her
next outpatient follow-up. Additionally, dabigatran was re-
placed with warfarin due to adverse reactions to other direct
anticoagulants. One month later, the dermatological lesions
had almost disappeared, allowing the tapering of corticoste-
roid therapy with hydroxychloroquine maintenance.

Skin biopsy revealed the presence of infiltration of poly-
morphonuclear neutrophils around small vessels, accom-
panied by degranulation and apoptosis of neutrophils and
damage to the vessels. These findings were consistent with
the clinical picture of leukocytoclastic vasculitis. However,
the immunofluorescence study yielded negative results.
Consequently, the diagnosis of dabigatran-induced urticari-
al vasculitis was established. Five months later, the patient
remained in remission, which allowed the discontinuation
of hydroxychloroquine and the completion of prednisolone
tapering. Additionally, the serological levels, including eryth-
rocyte sedimentation rate, C-reactive protein, ferritin, and
IgE levels, have normalized. One year later, the patient was
asymptomatic, with no dermatological manifestations and
no ongoing pharmacological treatment.

Urticarial vasculitis is a rare diagnosis. Medicines are
a known trigger; however, there are just a few cases de-
scribed in the literature related with direct anticoagulants.?®
To the best of our knowledge, this is the ninth reported
case of leukocytoclastic vasculitis induced by dabigatran
described in the literature.® Although bleeding is the most
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prevalent side effect of anticoagulants,® it is important to be
aware of hypersensitivity reactions.
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Neurotoxicidade Induzida por Contraste

Contrast-Induced Neurotoxicity
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Uma mulher de 79 anos com multiplos fatores de risco
cardiovascular e doenga renal cronica grau 4 (classificagao
KDIGO), submetida a cateterismo cardiaco por sindrome
coronario agudo, apresentou disartria, neglect esquerdo,
paresia facial e hemiparesia esquerdas (NIHSS 6) duas ho-
ras apos a intervengao.

Foi ativada a via verde do acidente vascular cerebral
(AVC), ndo tendo sido demonstradas lesdes isquémicas,
nem estenoses ou oclusdes dos vasos arteriais. Assistiu-se
a uma melhoria progressiva dos défices neuroldgicos ao
longo de 48 horas, e a tomografia computorizada cranioe-
ncefalica de seguimento (Fig. 1) demonstrou apagamento
dos sulcos corticais do hemisfério cerebral direito com ligei-
ra hiperdensidade, sugerindo possivel hemorragia subarac-
noideia (HSA). A ressonancia magnética cerebral, realizada
ao terceiro dia apos o evento, excluiu lesées isquémicas ou
hemorragicas (Fig. 2). Neste contexto, admitiu-se o diag-
nostico de encefalopatia ou neurotoxicidade induzida por
contraste (NIC).

A NIC é uma complicagéo rara do contraste iodado
intravascular, traduzindo-se em défices neuroldgicos tem-
porarios duas a 12 horas apds os procedimentos vascula-
res.” Existem fatores de risco, nomeadamente a injegcao de
contraste em doses elevadas diretamente no arco adrtico

ou vasos intracranianos, hipertensao arterial e insuficiéncia
renal, todos eles presentes neste caso.”” Acredita-se que
a fisiopatologia consista numa quebra da barreira hemato-
-encefélica,’* podendo resultar, imagiologicamente, numa
extravaséo de contraste (Fig. 1). O tratamento consiste em
fluidoterapia e corticosterdides e observa-se habitualmente
recuperagdo completa em alguns dias.**

Este caso salienta a importancia de considerar a NIC
no diagndstico diferencial clinico de AVC e imagiolégico de
HSA em doentes submetidos a procedimentos endovascu-
lares com contraste.
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Figura 1 — Reformatagéo axial de tomografia computorizada cra-
nioencefalica, documentando-se hiperdensidade sulcal do hemis-
fério cerebral direito com apagamento dos sulcos corticais
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Figura 2 — A sequéncia T2* em corte axial na ressonancia magné-
tica cerebral exclui hemorragia intracraniana (auséncia de hipossi-
nal sulcal do hemisfério cerebral direito)
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Comment on the Article “Burnout Among Portuguese
Residents: A Case for Change”

Comentario ao Artigo “Burnout no Internato Médico
Portugués: Uma Perspetiva de Mudang¢a”

Keywords: Burnout, Professional; Internship and Residency; Portugal
Palavras-chave: Burnout Profissional; Internato e Residéncia; Por-
tugal

Dear Editor,

It was with great interest that we read the article “Burn-
out Among Portuguese Residents: A Case for Change”
published in the October 2024 issue of Acta Médica Portu-
guesa.’

As stated in the article, residency is a very stressful pe-
riod, with residents often working well beyond the expected
hours, negatively impacting their work-life balance. There-
fore, burnout appears to be more frequent in medical resi-
dents, according to the first nationwide online survey con-
ducted by the Portuguese Council of Medical Residents in
2023.? Burnout syndrome is an important occupational phe-
nomenon, which has been recognized by the World Health
Organization in the International Classification of Diseases
(ICD-11).°

Given this, we would like to share an initiative imple-
mented in our family practice unit in Oeiras. Since 2018,
we have implemented a burnout prevention program, orga-
nized by a psychologist and a representative of each pro-
fessional group: secretaries, nurses, doctors and resident
doctors.

The format of the program has changed over the years.
Initially, it consisted of weekly Balint group sessions for
all professionals and later it was divided by professional
groups. The one-hour session consisted of a first moment
where a participant shares a challenging or distressing situ-
ation experienced at work, followed by questions from the
rest of the group. Afterward, that person is asked to listen
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to the group reflection without engaging in the discussion.
Then, the participant is invited back in to make a final com-
ment and share how they felt while listening to the group. In
the end, the psychologist leads a guided meditation before
the participants resume their work.

In 2023, the program was altered to keep the participa-
tion rates high and after a discussion on what format the
professionals thought would work best for them. Currently,
during the first part of the unit's monthly meeting, one of
the four professional groups organizes an activity which is
guided by the psychologist.

Additionally, since 2011, the unit has had a biannual
questionnaire, based on the Maslach original model for
burnout syndrome, which all the professionals fill out anony-
mously. The results are shared in our meetings, where we
discuss strategies to minimize burnout and promote healthy
work environments.

Ultimately, we believe burnout is a subject of the utmost
interest in the fast-paced and heavy workload-focused soci-
ety we live in. Sharing different strategies to prevent burnout
is important to ensure high-quality healthcare for everyone.
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Ensaios Clinicos e Consentimento Informado em
Portugal

Clinical Trials and Informed Consent in Portugal

Palavras-chave: Consentimento Informado; Ensaios Clinicos; Por-
tugal
Keywords: Clinical Trials as Topic; Informed Consent; Portugal

Caro Editor,

Foi com particular interesse que li a edigdo de setem-
bro do corrente ano da Acta Médica Portuguesa. A revista
deste més trouxe-nos dois artigos de especial importancia.
O primeiro intitula-se “Qualidade do Consentimento Infor-
mado em Ensaios Clinicos de Fase Il em Portugal: A Pers-
petiva dos Participantes” de Ferreira et al," que durante o
processo de validagdo do questionario Quality of Informed
Consent (QuIC) para a populagdo portuguesa levantaram
preocupantes questdes éticas. Ferreira et al' observaram
que os conceitos de ‘protocolo do estudo’, ‘randomizagao’
e ‘riscos de seguranga’ ndo eram compreendidos pelos par-
ticipantes de ensaios clinicos,' o que me faz conjeturar que
os participantes ndo sdo conhecedores de todos os aspe-
tos dos estudos, e sem este conhecimento néo é possivel
um consentimento verdadeiramente informado. Os autores
também referem a presenca do mal-entendido terapéutico,?
em que os participantes confundem a intervengdo experi-
mental com a terapéutica dos seus problemas de saude.
Este equivoco entre o que € tratamento e o que € investi-
gacao deve ser sempre esclarecido com transparéncia aos
participantes, em prol dos principios éticos.

O segundo artigo intitula-se “Ensaios Clinicos em Por-
tugal: Passado e Futuro. Posicionamento dos Colégios de
Farmacologia Clinica e de Medicina Farmacéutica” de Bor-
ges-Carneiro et al,’ onde é referida a necessidade urgente
de padronizagéo de documentos como o consentimento in-
formado em Portugal.® Genericamente, segundo publicado
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em StatPearls,” o consentimento informado valido para a
investigacéo deve incluir os trés elementos principais que
aqui se transcrevem: (1) divulgacdo da informacgao, (2)
capacidade do participante (ou representante) para tomar
uma deciséo, e (3) natureza voluntaria da decisdo.* Assim,
podera a padronizagdo reclamada por Borges-Carneiro et
al ser a solugdo para as questdes éticas apontadas por
Ferreira et al' no estudo aqui primeiramente enumerado?
Com a padronizagao sera possivel aumentar a compreen-
séo do texto, evitando jargao técnico, e adaptando-o aos
participantes, incluindo os de baixa escolaridade, e podera
também ser assegurado que conceitos como ‘protocolo do
estudo’, ‘randomizagao’, ‘riscos’ e ‘direitos dos participan-
tes’ sejam explicados de forma clara e consistente entre
estudos, reduzindo o mal-entendido terapéutico. A padroni-
zacao do consentimento tera ainda de permitir algum grau
de adaptagao ou adequagao que dependera do tipo de in-
tervengao, da populacdo a estudar e/ou do desenho do en-
saio. Nao obstante, a apresentacgao e discussao presencial
do consentimento, permitindo explicar o estudo de forma
acessivel, esclarecer eventuais duvidas, e garantir que os
participantes compreendam realmente o que estdo volun-
tariamente a aceitar (e.g., utilizando questionarios como o
QuIC), sdo medidas fundamentais para garantir um con-
sentimento verdadeiramente informado em Portugal.
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Purple Urine Bag Syndrome: Reporting a Case of Rare
Incidence in Portugal

Sindrome do Saco Coletor de Urina Roxo: Relato de
um Caso de Rara Incidéncia em Portugal

Keywords: Catheter-Related Infections; Morganella morganii; Urinary
Catheterization; Urinary Catheters; Urinary Tract Infections
Palavras-chave: Cateterismo Urinario; Infecdes Relacionadas a Ca-
teter; Infegdes Urinarias; Morganella morganii

Purple urine bag syndrome (PUBS) is a rare, relatively
unknown and mostly innocuous complication of bladder
catheterization. It is caused by a combined gut-microbiota
tryptophan metabolism, aided by the patient’s liver me-
tabolization by conjugation, followed by bladder-colonizing
bacteria that further degrade those tryptophan-metabolites,
increasing indigo and indirubin purple pigments in urine.™*
Interestingly enough, the urine frequently remains yellow,
sometimes presenting increased sediment, and only the
catheter-collector bag and tube acquire the purple color.*
Multiple patient predisposing factors are already recog-
nized, namely female sex, advanced age, constipation,
chronic kidney disease, dementia, bedridden situations
and/or institutionalization. Moreover, dehydration, alkaline
urine, recurrent urinary tract infection (UTI) or bacteriuria
and the use of polyvinyl catheter-collector bags are also
associated with PUBS." The most frequently described

= e < > a—

T

Figure 1 — Purple urine catheter-collector bag at the first primary healthcare unit acute care appointment: (A) the catheter-collector bag is

bacteria are Proteus mirabilis, Morganella morganii, Esch-
erichia coli, Klebsiella pneumoniae and Pseudomonas ae-
ruginosa.® Due to its flamboyant presentation, PUBS can
be worrisome for patients, caregivers, and also healthcare
professionals. Recognizing this syndrome is paramount to
avoid misdiagnosis and treatment.

We report a case of a 64-year-old woman, frail, bed-
ridden, immunosuppressed (liver transplant sequelae) and
chronically bladder-catheterized. She presented to a prima-
ry healthcare (PH) unit acute-care appointment complaining
of a one-day urinary catheter bypass, preceded by a two to
three days gradually darker purple coloring of the catheter-
collector bag and increased urine turbidity. She was con-
cerned with the color of the urine bag. She denied having
lower or upper UTI symptoms, ingestion of colored food or
supplements, and medical procedures involving blue meth-
ylene or other pigmented dyes. At the physical examination,
her skin and mucosa were discolored and poorly hydrated,
she was apyretic, with discrete vesical globe (visible ow-
ing to her extreme thinness), renal Murphy sign negative
bilaterally, and the urine catheter-collector bag had a deep
purple color (Fig. 1A). Due to the confirmed urinary catheter
bypass, the catheter was replaced. Its tip was completely
clogged (Fig. 1B). Considering the possibility of an asymp-
tomatic UTl in an immunosuppressed patient, a sterile urine

completely colored purple in its inside walls; (B) the tip of the catheter is entirely clogged with urine sediments.
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sample was collected for urinalysis, and an eight-day bid-
aily amoxicillin + clavulanate 875 + 125 mg regimen was
started, following previous approaches. Four days later, the
patient returned to the PH unit asking for a second sterile
urine sample collection, as the first one was inconclusive,
presenting three unidentified bacteria. On that day, the
fourth under antibiotic therapy, the catheter-collector bag
had a regular transparent color but the urine still showed
sediment. The second urinalysis identified Morganella mor-
ganii, resistant to amoxicillin + clavulanate. Urine pH was
9.0, had proteinuria (300 mg/dL) and urobilinogen (0.2 mg/
dL), no nitrites, leucocytes, or erythrocytes, suggesting an
amoxicillin + clavulanate resistant M. morganii colonization.
No further action was taken, as the patient remained as-
ymptomatic.

This rather benign condition is frequently alarming to pa-
tients and caregivers, and even to healthcare professionals.
However, it can easily be managed at PH level, as little as
increased hydration, constipation prevention measures, lo-
cal hygiene, and catheter replacement are required to man-
age it, apart from UTI treatment, if confirmed by urinalysis.?®
The current letter intends to highlight this rare event and to
aid healthcare professionals, including family physicians, in
managing similar cases.
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Oropouche Fever and its Current Context in Brazil

A Febre de Oropouche e seu Contexto Atual no Brasil

Keywords: Brazil/epidemiology; Bunyaviridae Infections/epidemiol-
ogy; Orthobunyavirus

Palavras-chave: Brasil/epidemiologia; Infec¢cdes por Bunyaviridae/
epidemiologia; Orthobunyavirus

The Oropouche virus (ORQV), part of the Bunyavirales
order and the Peribunyaviridae family, belongs to the Or-
thobunyavirus genus under the species Orthobunyavirus
oropoucheense. It has a single-stranded, negative-sense
RNA genome, enclosed by a spherical lipid membrane. Be-
tween 1954 and 1988, 187 virus species were identified in
the Amazon region of Brazil from mammals and mosqui-
toes. Recent studies emphasize the significant diversity of
arboviruses across South America.’

Active epidemiological surveillance in Brazil has de-
tected at least five viruses from the Peribunyaviridae family,
including the Oropouche virus, which causes Oropouche
fever. This fever is a significant public health concern and
is a potential candidate for the next epidemic in the Ameri-
cas. It is responsible for several outbreaks of acute fever
identified in Latin American countries, registering more than
half a million reported cases.? In 2024, Brazil recorded over
7200 cases of Oropouche fever, with two confirmed deaths
— the first reported fatalities globally. The majority of cases,
51.9% (3779 cases), were reported in males. The age group
with the highest incidence was 30 to 39 years, accounting
for 21.2% (1541 cases).® The disease, transmitted by the
Culicoides paraensis mosquito, is present in 20 states, with
the highest incidence in the northern region, particularly
in Amazonas and Rondénia.* Despite its prevalence, the
OROV is often underdiagnosed due to its clinical similarity
to other arboviruses like dengue, chikungunya, and Zika.
With over half a million reported cases in Brazil over the
past six decades, its true impact is likely underestimated,
owing to limited diagnostic tools and the overlap of symp-
toms with other febrile diseases.**

Ongoing research in Brazil is exploring the Oropouche
virus’s transmission cycle, clinical manifestations, and the
potential for vertical transmission, which has not yet been
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scientifically confirmed. Reports from Pernambuco include
one fetal death, one miscarriage, and four cases of new-
borns with microcephaly potentially linked to OROV in-
fection.” A case in ltaly raised concerns about the poten-
tial sexual transmission of the OROV, but so far there is
no documented evidence of such transmission in Brazil.
The ltalian case remains isolated, and further research is
needed to confirm this transmission route. The detection of
replication-competent viruses in semen is a crucial factor,
indicating that the OROV can remain viable and potentially
infectious in this fluid, which is similar to the behavior of
the Zika virus.® Oropouche fever symptoms include fever,
headache, muscle and joint pain, and with occasional hem-
orrhagic and neurological complications. There is no spe-
cific treatment or vaccine, and care is focused on symptom
management.’*

Brazilian health authorities have implemented several
strategies to control Oropouche fever, focusing on identify-
ing vector species and their breeding sites to quickly stop
transmission. Nationwide surveillance is maintained through
the Ministry of Health in collaboration with states and mu-
nicipalities, tracking cases and deaths. Regular technical
visits, investigations, and active vector searches are con-
ducted. Additionally, three research teams are studying the
virus’ genomics, patient symptoms, and its transmission
cycle in mosquitoes.
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