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Although more than 40 years have passed since the In-
ternational Committee of Medical Journal Editors (ICMJE)
included authorship criteria in the guidelines that are most
used by authors, editors and others involved in peer review
and biomedical publishing (the Uniform Requirements for
Manuscripts Submitted to Biomedical Journals, currently
Recommendations for the Conduct, Reporting, Editing, and
Publication of Scholarly Work in Medical Journals), unethi-
cal authorship practices are exceedingly prevalent in scien-
tific publishing, even in the most prestigious research insti-
tutions and journals.'?

Used correctly, authorship establishes credit, respon-
sibility and accountability for scientific content and conclu-
sions reported in biomedical publications. Conversely, one
of the most common forms of ethical misconduct related to
authorship is misappropriation of authorship, in which peo-
ple who have not made substantial contributions to the work
are listed as authors. Some terms of the literature are often
used interchangeably or express different characteristics of
this ethical abuse: guest authorship, honorary authorship,
gift authorship, courtesy authorship and coercive author-
ship."®

A recent study investigated what 1336 young research-
ers from five European countries (Denmark, Hungary, Ire-
land, Portugal, and Switzerland) experience when granting
guest authorships to more powerful researchers. The study
reported that approximately three in 10 had granted at least
one guest authorship to 'a person in power’, with half of
these indicating that they had done it because they had
been told to do so by that person.” Another paper published
recently in Acta Médica Portuguesa expressed concerns
about unethical historical practices in clinical departments,
including the widespread practice of listing the head of the
department as the senior author in conference papers and
research publications.” One must recall, however, that se-
nior researchers or heads may have legitimate arguments
for inclusion within the authorship if they show a sufficient

level of involvement and/or responsibility.

The literature shows that these unethical practices have
several causes, including but not limited to the coercive in-
fluence of the senior researchers or heads: the belief that
the misappropriating person deserves authorship; the be-
lief that it was common practice within the field; a wish to
maintain a good relationship with the senior person; eco-
nomic reasons to justify obtained grants or new funding by
including senior researchers in the manuscripts; retribution
for resources (e.g., tissues or equipment) provided for the
study; the competitive environment known as the 'publish or
perish’ dilemma; reciprocation of favors for previous author-
ships; and also nepotism.'

Authorship misuse may also occur because of ignorance
or insufficient awareness of the authorship rules. In a very
large international survey of 3859 corresponding authors of
research papers from 93 countries, submitted in 2014 to 18
BMJ journals, the authors were asked to describe their cur-
rent authorship practices. Overall, only 34% reported that
their institution had an authorship policy providing criteria
for authorship, and only 74% were ‘very familiar’ with the
ICMJE authorship criteria.®

We, as editors, believe that an informed scientific com-
munity can better face the challenges surrounding author-
ship issues. There is still much to be done to reduce the
persisting inadequate practices of scientific authorship that
resist the efforts of the guidance and resources made avail-
able by organizations such as the ICMJE and the Commit-
tee on Publication Ethics (COPE).

In our journal we believe we comply with the best prac-
tices in publication ethics. For instance, our editorial activity
is aligned with the rules of the ICMJE and COPE, including
the guidelines on authorship recommended by the ICMJE
and the requirement of a statement of individual contribu-
tions signed by each author; we are also alert to the signs
that might indicate authorship problems and we take actions
when authorship problems are detected; and we require
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authors to disclose all relevant financial and non-financial
relationships and activities, as well as any conflicts of inter-
est, using the ICMJE Disclosure Form.

The main objective of this editorial is to add one step to
the ethical authorship in biomedical publication, and appeal
for a greater involvement of senior researchers and heads
of the clinical departments in facilitating and promoting ethi-
cal integrity in authorship attribution.

First, we suggest that ICMJE authorship criteria should
be regularly presented and discussed in clinical depart-
ments and research unit meetings, including discussions
of practical examples and problematic cases, for example
those of their own units or those available in the COPE
website. Second, clinical departments and research units
should strive to develop an explicit authorship policy which

REFERENCES

1. Goddiksen MP, Johansen MW, Armond AC, Clavien C, Hogan L, Kovacs
N, et al. “The person in power told me to” - European PhD students’
perspectives on guest authorship and good authorship practice. PLoS
One. 2023;18:€0280018.

2. Mowatt G, Shirran L, Grimshaw JM, Rennie D, Flanagin A, Yank V, et
al. Prevalence of honorary and ghost authorship in Cochrane reviews.
JAMA. 2002;287:2769-71.

Revista Cientifica da Ordem dos Médicos 382

provides clear criteria for authorship aligned with the IC-
MJE Recommendations. At last, those in leadership posi-
tions should display an exemplary conduct on authorship
practices by increasing their planning and contributions in
institutional manuscripts. With an informed scientific com-
munity, transparent rules, and appropriate role models, we
are convinced that the standard of authorship practices can
surely only improve.

OBSERVATIONS
Commissioned; not peer reviewed.

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

3. Morreim E, Winer JC. Guest authorship as research misconduct:
definitions and possible solutions. BMJ Evid Based Med. 2023;28:1-4.

4. Pinho I, Pinho J, Nery F. Ethics in authorship: considerations and
concerns. Acta Med Port. 2022;35:699-700.

5.  Schroter S, Montagni |, Loder E, Eikermann M, Schaffner E, Kurth
T. Awareness, usage and perceptions of authorship guidelines: an
international survey of biomedical authors. BMJ Open. 2020;10:e036899.

www.actamedicaportuguesa.com



ACTA
MEDICA
PORTUGUESA

A Revista Cientifica da Ordem dos Médicos

Avaliacao do Conhecimento das Mulheres com Epilepsia em Idade Fértil sobre o
Impacto da sua Doenca na Contracecao, Gravidez e Amamentacao: Um Estudo
Transversal Multicéntrico
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RESUMO
Introdugéo: A interacdo dos farmacos anticrise epilética com os métodos contracetivos, a sua potencial teratogenicidade e as implicagées na gravidez
e amamentagdo sdo aspetos a considerar no acompanhamento de mulheres com epilepsia em idade fértil. Para o seu desejado envolvimento nas
decisdes terapéuticas e o adequado planeamento da maternidade, é essencial que as mulheres estejam corretamente informadas acerca das implica-
¢oes da sua doenga. O objetivo principal do presente estudo foi avaliar o conhecimento das mulheres com epilepsia em idade fértil sobre o impacto da
epilepsia na contracegado, gravidez e amamentagdo. Como objetivos secundarios definiram-se (1) a caracterizagdo demografica, clinica e terapéutica
deste grupo de doentes, (2) a identificagéo de variaveis correlacionadas com o nivel de conhecimento das mulheres com epilepsia, e (3) a identificacao
de meios e suportes preferenciais para aquisicdo de novos conhecimentos sobre epilepsia.
Métodos: O estudo foi observacional, transversal e multicéntrico, tendo decorrido em cinco centros hospitalares da regidao metropolitana de Lisboa.
Ap6s identificagdo das mulheres com epilepsia em idade fértil seguidas na Consulta de Epilepsia de cada centro, aplicou-se um questionario eletrénico
construido apos revisdo néo sistematica da literatura.
Resultados: Foram validadas 114 participantes, com uma idade mediana de 33 anos. Metade das participantes apresentavam-se sob monoterapia,
tendo a maioria a epilepsia controlada ha pelo menos seis meses. Identificaram-se importantes lacunas no conhecimento das participantes. Conceitos
sobre complicagdes dos farmacos anticrise epilética e a sua administragdo durante a gravidez motivaram piores resultados. Nao houve correlagédo
entre variaveis clinico-demograficas e o resultado no questionario. A ocorréncia de gravidez prévia e o desejo de amamentar numa gravidez futura
correlacionaram-se com o desempenho na secgao sobre amamentagao. A discussao oral na consulta foi a forma preferencial para aquisicdo de novos
conhecimentos sobre epilepsia, tendo a internet e as redes sociais sido os meios menos escolhidos.
Conclusao: O conhecimento das mulheres com epilepsia em idade fértil na area metropolitana de Lisboa sobre o impacto da sua doenga na contrace-
¢ao, gravidez e amamentagao parece apresentar lacunas importantes. A educagéo para a saude deste grupo devera constituir uma preocupacao por
parte das equipas médicas, devendo privilegiar-se a consulta como local de ensino.
Palavras-chave: Aleitamento Materno; Anticonvulsivantes; Conhecimentos, Atitudes e Pratica em Saude; Contracepgéo; Epilepsia/tratamento farmaco-
l6gico; Gravidez; Inquéritos e Questionarios; Teratogénese

ABSTRACT
Introduction: The interaction of antiseizure medication with contraceptives, its potential teratogenicity and implications in pregnancy and breastfeeding
are aspects to consider in the neurological care of women with epilepsy of childbearing age. To ensure the commitment in therapeutic decisions and
the appropriate planning of maternity, it is essential that women are informed about the implications of their disease in these domains. The main aim of
this study was to assess the knowledge of women of childbearing age with epilepsy concerning the impact of epilepsy in contraception, pregnancy and
breastfeeding. As secondary aims we defined (1) the demographic, clinical and therapeutic characterization of this group of patients, (2) the identifica-
tion of variables that correlated with the level of knowledge of women with epilepsy, and (3) the identification of preferential methods to acquire new
knowledge about epilepsy.
Methods: The study was observational, cross-sectional and multicentric, and was carried out in five hospitals of the Lisbon metropolitan area. After
identifying all women of childbearing age with epilepsy followed in the epilepsy clinic of each center, we applied an electronic questionnaire based on a
non-systematic review of the literature.
Results: One hundred and fourteen participants were validated, with a median age of 33 years. Half of the participants were on monotherapy, and the
majority had no seizures in the last six months. We identified important gaps in the participants’ knowledge. Sections about complications and adminis-
tration of antiseizure medication during pregnancy were the ones with the worst results. None of the clinical and demographic variables correlated with
the final questionnaire score. Having had a previous pregnancy and the desire to breastfeed in a future pregnancy were positively correlated with the
performance in breastfeeding section. Face-to-face discussion during medical outpatient visits was selected as the preferential method to learn about
epilepsy, and the internet and social media were the least preferred ones.
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Conclusion: The knowledge of women of childbearing age with epilepsy in the Lisbon metropolitan area concerning the impact of epilepsy in contra-
ception, pregnancy and breastfeeding seems to have significant gaps. Medical teams should consider engaging in patient education particularly during

outpatient clinics.

Keywords: Anticonvulsants; Breast Feeding; Contraception; Epilepsy/drug therapy; Health Knowledge, Attitudes, Practice; Pregnancy; Surveys and

Questionnaires; Teratogenesis

INTRODUGAO

A Liga Portuguesa Contra a Epilepsia (LPCE) estima
que em Portugal existam cerca de 20 000 mulheres com
epilepsia (MCE), cerca de metade das quais em idade fér-
til." Este grupo necessita de acompanhamento neurolégico
especializado que tenha em consideragdo o impacto da
epilepsia e do seu tratamento em aspetos particulares da
sua saude. A contracegéo, o impacto na gravidez, a terato-
genicidade dos farmacos anticrise epilética (FACE) e a sua
interferéncia na amamentagdo sdo aspetos que deverado
ser equacionados no acompanhamento destas mulheres
em consulta de Neurologia.?

De forma a garantir que a MCE em idade fértil participa
ativamente nas decisbes terapéuticas e planeia adequada-
mente a gravidez € essencial que esteja informada acerca
das implicagbes da sua doenga. Conhecer a existéncia de
FACE indutores enzimaticos que reduzem a eficacia dos
anticoncetivos orais,*® a existéncia de FACE como o val-
proato de sddio (VPA) que tém efeitos teratogénicos co-
nhecidos,*® a importancia do controlo das crises epiléticas
no periodo prévio a gravidez e principalmente durante a
gestacao,”'’ e a possibilidade de amamentar,'" sdo alguns
dos aspetos para os quais estas doentes deverao ser sen-
sibilizadas.

Varios estudos realizados noutros paises incidiram na
avaliagdo do conhecimento das MCE acerca do impacto
da sua doenga. Pack, no seu trabalho de 2009, realizou
148 questionarios a MCE seguidas num centro americano
e concluiu que estas tém um conhecimento limitado acerca
da interagdo dos FACE com os contracetivos orais e dos
seus potenciais efeitos teratogénicos.'? Em 2012, Metcalfe
aplicou um questionario a 100 MCE num centro terciario
canadiano e mostrou que o conhecimento das mulheres
acerca do impacto da epilepsia na gravidez era também re-
duzido." Finalmente, num estudo de 2018, Dierking aplicou
uma metodologia semelhante a 179 MCE em idade fértil,
maioritariamente de nacionalidade aleméa, tendo concluido
que 38% das mulheres medicadas com FACE indutores en-
zimaticos desconhecia a sua interagdo com os anticonceti-
vos orais e 41% das mulheres medicadas com VPA desco-
nhecia a sua potencial teratogenicidade, ' estando em linha
com os resultados previamente publicados.

Uma metanalise de 2014 realizada por McGrath que in-
cluiu 12 estudos que avaliaram o conhecimento das MCE
acerca desta tematica (com recurso a questionarios e/ou
entrevistas) concluiu que apesar destas estarem alerta
para muitos dos tépicos, apresentam um conhecimento
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efetivo limitado sobre as implicacdes da epilepsia na gra-
videz e amamentacao. A revisdo concluiu ainda que muitas
mulheres referem receber informacgao insuficiente sobre a
sua doenga.'®

Desconhece-se a existéncia em Portugal de estudos
prévios que tenham avaliado o conhecimento das mulhe-
res portuguesas com epilepsia sobre estes temas. Assim,
o presente estudo teve como objetivo principal a avaliagcao
do conhecimento das MCE em idade fértil na nossa comu-
nidade, relativamente ao impacto da epilepsia e do seu tra-
tamento nos cinco dominios seguintes: (1) contracecgéo; (2)
planeamento da gravidez; (3) teratogenicidade dos FACE;
(4) complicagdes da gravidez; e (5) amamentagdo. Como
objetivos secundarios pretendeu-se (1) avaliar o padrédo de-
mografico, clinico e terapéutico da doenga neste grupo; (2)
identificar variaveis que se correlacionassem com o nivel
de conhecimento das MCE nos dominios avaliados e (3)
identificar meios e suportes preferenciais para aquisigéo de
novos conhecimentos sobre estes temas.

METODOS

O estudo desenvolvido foi observacional, transversal e
multicéntrico e avaliou o conhecimento das MCE em ida-
de fértil através de um questionario eletronico. Dividiu-se
em duas fases: a primeira decorreu nos meses de julho e
agosto de 2021 num unico centro hospitalar [Hospital Pro-
fessor Doutor Fernando Fonseca (HFF)]; na segunda fase,
entre janeiro e fevereiro de 2022, o estudo foi alargado a
outros quatro centros [Centro Hospitalar Lisboa Ocidental
(CHLO), Hospital Garcia de Orta (HGO), Hospital Beatriz
Angelo (HBA) e Hospital de Cascais Dr. José de Almeida
(HC)]. Em conjunto, estes centros hospitalares tém como
area de influéncia 11 concelhos: Lisboa (regido ociden-
tal, quatro freguesias) e Oeiras (CHLO); Amadora e Sin-
tra (HFF); Cascais (HC); Loures, Mafra, Odivelas e Monte
Agraco (HBA); e Almada e Seixal (HGO). Nestes centros
inclui-se um centro de referéncia para a area da epilepsia
refrataria (CHLO). O estudo foi aprovado pelas Comissdes
de Etica de todos os hospitais envolvidos.

Foram incluidas todas as MCE com seguimento num
dos cinco centros hospitalares que cumprissem cumulati-
vamente os seguintes critérios: (1) sexo feminino; (2) idade
entre 18 e 45 anos; (3) seguimento em consulta de epilep-
sia a data do recrutamento (primeira semana do respetivo
periodo de estudo); (4) diagndstico de epilepsia estabele-
cido por neurologista (ndo foram consideradas mulheres

www.actamedicaportuguesa.com
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com antecedentes de epilepsia e critérios de cura); e (5)
acesso a computador e enderego de correio eletronico. Fo-
ram excluidas as mulheres com dificuldade no dominio da
lingua portuguesa e com perturbagéo de desenvolvimento
intelectual ou defeito cognitivo que impedisse a resposta ao
questionario eletronico.

Apds consulta do processo clinico hospitalar, as doen-
tes que cumpriam critérios de inclusdo foram contactadas
telefonicamente. Foi desenvolvido um guiao telefénico para
esse contacto, no qual se explicava o propésito do estudo
e se solicitava um endereco eletronico. Em caso de nao
resposta a um primeiro contacto, foi realizada pelo menos
uma nova tentativa. Ndo foram tentados outros métodos
para recrutamento das doentes. Posteriormente, foi envia-
do para o endereco disponibilizado pela doente um email
contendo uma hiperligagédo para o questionario eletronico e
o consentimento informado em anexo.

O questionario foi desenvolvido durante a primeira
fase do estudo através da plataforma Google Forms® apos
identificacdo de estudos prévios semelhantes na literatura
e anadlise dos tépicos neles abordados.'>'® Construiu-se
um questionario com trés seccgdes: (1) caracterizagéo da
condi¢cdo demogréfica e clinica da doente (caracteristicas
demograficas, caracterizacdo da epilepsia e terapéutica,
métodos contracetivos usados, gravidez prévia ou planos
para gravidez futura e desejo de amamentagéao); (2) apli-
cacao de uma escala de avaliagdo do conhecimento sobre
epilepsia desenvolvida pelos autores. Para cada um dos
cinco dominios identificados, apresentaram-se quatro afir-
macdes que as participantes deveriam classificar através
de uma escala de Likert com cinco pontos. Consideraram-
-se corretos os dois pontos superiores se a afirmagao
fosse verdadeira (“concordo totalmente” ou “concordo”),
ou os dois pontos inferiores se fosse falsa (“discordo to-
talmente” ou “discordo”). Por exemplo, para a afirmagao
considerada verdadeira “Acho importante discutir o méto-
do para ndo engravidar com o0 meu neurologista”, conside-
raram-se corretas as respostas “concordo totalmente” ou
“concordo”. As respostas corretas fundamentaram-se na
literatura, nomeadamente em revisdes cientificas e linhas
orientadoras'~""1°-?¢; (3) aquisicdo de novos conhecimen-
tos (uma questdo de ordenagédo dos meios preferenciais
para aquisicdo de informagédo sobre a doenca, tendo-se

” o«

incluido as hipoteses “consulta”, “email”, “folhetos informa-
tivos”, “pagina de internet” ou “redes sociais”). De forma a
garantir a qualidade da informagéo recolhida, foi realiza-
da a validagdo basica da informacgéo introduzida através
da plataforma eletrénica (e.g., resposta obrigatéria a todos
os itens, admissdo de uma resposta Unica por pergunta),
tendo-se admitido apenas uma Unica resposta por partici-
pante (através da introdugéo de um cédigo de autenticagéo
unico fornecido no email enviado a cada participante). O
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questionario aplicado n&o se encontra validado e encontra-
-se disponivel como Apéndice 1 (Apéndice 1: https://www.
actamedicaportuguesa.com/revista/index.php/amp/article/
view/19156/15093).

Foi realizada uma analise descritiva das variaveis de
caracterizagdo demografica e clinica das doentes. O de-
sempenho na escala de avaliagdo do conhecimento sobre
epilepsia (segunda seccdo do questionario) foi avaliado
através do calculo da média e desvio padrao das respostas
corretas por pergunta, por grupo de perguntas e no total
das questbes colocadas. Quando o coeficiente de varia-
¢ao foi superior a 50%, acrescentou-se a mediana como
medida de tendéncia central. Na identificagao de variaveis
associadas a um melhor desempenho nesta escala, foram
comparadas meédias de respostas corretas entre grupos
através do teste t-Student ou da oneway ANOVA. Na au-
séncia de normalidade das distribuicdes (segundo o teste
de Shapiro-Wilk), foram em alternativa aplicados testes nao
paramétricos (teste de Mann-Whitney na comparacao entre
dois grupos e Kruskal-Wallis na comparacédo entre multi-
plos grupos). O coeficiente de correlagdo de Pearson foi
calculado para avaliar a correlagdo entre a idade ou anos
de diagnostico de epilepsia e o resultado na escala de
avaliacao de conhecimento sobre epilepsia. Foram consi-
derados significativos os niveis de significancia abaixo de
0,05. Para o pré-processamento das variaveis foi utilizada
o Microsoft Excel® (versao 16) e para a analise estatistica o
RStudio® (versdo 1.3.959), ambas para Macintosh®.

RESULTADOS
Taxa de participacdo e caracterizagdo demografica e
clinica da amostra

Foram identificadas 466 MCE em idade fértil nos cinco
centros onde decorreu o estudo. Destas doentes, ndo se
conseguiu contactar telefonicamente 107 delas e 81 foram
excluidas do estudo por apresentarem perturbagéo intelec-
tual. Das 278 MCE em idade fértil contactadas telefonica-
mente, 17 n&o tinham acesso a computador ou email, 17
recusaram participar e 130 aceitaram participar, mas néao
responderam ao questionario. Obteve-se uma taxa de res-
posta de 41%, correspondendo a 114 participantes (Fig. 1).

A idade mediana das participantes foi de 33 anos, e
84,2% apresentavam escolaridade secundaria ou superior.
O diagnostico de epilepsia antecedeu o preenchimento
do questionario em 13 anos (valor mediano). Metade das
doentes apresentava-se em monoterapia (50,0%), sendo
o levetiracetam e a lamotrigina os FACE mais prescritos.
Cerca de 37% das doentes estavam medicadas com far-
macos indutores enzimaticos, e apenas 13 doentes (11,4%)
se encontravam medicadas com VPA. Cerca de 69% nao
reportavam crises ha mais de seis meses (Tabela 1).

Relativamente as opcdes de planeamento familiar, o
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Mulheres acompanhadas CE

!

466 MCE em idade fértil

v

v

278 MCE em idade fértil
contactadas telefonicamente

v

244 aceitam participar

v

144 responderam questionario eletrénico

Figura 1 — Analise da selegao e participacdo das MCE em idade fértil

81 ADPM / PI
107 contacto telefénico sem sucesso

17 sem acesso computador / email
17 recusam participagdo / indecisos

130 sem resposta

Taxa de resposta — 114/278 = 41%

ADPM: atraso do desenvolvimento psicomotor; CE: consulta de epilepsia; MCE: mulher com epilepsia; Pl: perturbagao intelectual

anticoncetivo oral foi o método contracetivo mais utilizado
(38,6%) e apenas 30,7% referiu ndo usar qualquer méto-
do contracetivo. O anticoncetivo oral foi 0 método utilizado
por 18 das 42 mulheres (42,9%) medicadas com indutores
enzimaticos. Das mulheres medicadas com VPA, trés nao
utilizavam qualquer método contracetivo.

Cerca de metade das doentes (52,6%) refere ter estado
gravida previamente. Apenas uma minoria de 14 doentes
(12,3%) manifestou intengéo de engravidar no ano subse-
quente, sendo que cinco delas apresentavam epilepsia nao
controlada com pelo menos uma crise a cada dois ou trés
meses. Noventa e cinco participantes (83,3% do total) ma-
nifestou intencdo de amamentar.

Avaliagdao do desempenho na escala de avaliagédo de
conhecimento sobre epilepsia

A analise do desempenho na escala de avaliagdo de
conhecimento sobre epilepsia mostrou que as doentes res-
ponderam corretamente em média a 49,5% (x 17,7%) e
incorretamente a 11,2% (+ 9,4%; mediana 10%) das ques-
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tdes colocadas. Em 39,3% (+ 21,3%; mediana 35%) das
questdes, as participantes optaram por ndo concordar nem
discordar das afirmagdes apresentadas.

A taxa de acerto por cada uma das secgdes da escala
variou entre os 59,6% e os 41% [Contracegado: 59,6% (x
28,3%; mediana 75%); Planeamento da gravidez 54,8%
(£ 25,1%), Amamentacéo 47,1% (+ 31,3%; mediana 50%);
FACE na gravidez 44,7% (x 27,3%; mediana 50%), Com-
plicagdes da gravidez 41% ( 26,2%; mediana 50%)], tal
como apresentado na Fig. 2.

Dos resultados obtidos em algumas questdes particula-
res, destacamos que: (1) apesar de 69,3% das participan-
tes considerarem importante discutir o método contraceti-
vo com o neurologista, 57,1% das MCE n&o reconhece o
dispositivo intrauterino (DIU) como um método contracetivo
eficaz nas MCE medicadas com FACE; (2) a grande maio-
ria das MCE (80,7%) reconhece a importancia de planear a
gravidez com apoio do neurologista, mas apenas 27,2% re-
conhece a importancia de um adequado controlo da doen-
¢a nos nove meses anteriores a concecao; (3) 20,2% das
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Tabela 1 — Caracterizagdo da amostra de acordo com os dados demograficos, o tipo e tratamento da epilepsia, a contracecéo utilizada
e os planos para futura gravidez

Grupo Variavel
Numero de participantes (n) 114
Idade [mediana em anos, (intervalo interquartil)] 33(13)

Escolaridade [n, (%)]
Caracterizagao geral

Ensino primario 2(1,8)
Ensino basico 16 (14,0)
Ensino secundario 42 (36,8)
Ensino universitario ou superior 54 (47,4)
Anos de diagnéstico [mediana em anos, (intervalo interquartil)] 13 (13)
Nuamero de FACE [n, (%)]
Nenhum 12 (10,5)
1 57 (50,0)
2 27 (23,7)
3 12 (10,5)
4 4 (3,5)
5 2(1,8)
FACE [n, (%)]
Levetiracetam 67 (58,8)
Lamotrigina 29 (25,4)
Valproato de s6dio 13 (11,4)
Outros FACE 43 (37,7)
Caracterizacao da epilepsia FACE indutores 42 (36,8)
Tipos de crises [n, (%)]
Auséncias 47 (41,2)
Tonico-clonicas generalizadas 21 (18,4)
Mioclénicas 7(6,1)
Focais 12 (10,5)
Outras 18 (15,8)
Desconhece 42 (36,8)
Controlo de crises [n, (%)]
Sem crises ha 6 meses 79 (69,3)
1 crise a cada 2 - 3 meses 12 (10,5)
1 crise/més 10 (8,8)
1 crise/semana 5(4,4)
> 1 crise/semana 8(7,0)
Contracecao [n, (%)]
Pilula 44 (38,6)
DIU 14 (12,3)
Implante subcutaneo 10 (8,8)
Preservativo 10 (8,8)
Nao sabe / Nao responde 1(0,01)
Sem contracegéao 35 (30,7)
Gravidez prévia [n, (%)]
Néo 54 (47,4)
Sim 60 (52,6)
Planeamento de gravidez prévia [n, (% doentes com gravidez prévia)]
Planeamento familiar Todas as gravidezes planeadas 32 (53,3)
Pelo menos 1 gravidez ndo planeada 28 (46,7)
Numero de filhos [n, (%)]
Sem filhos 58 (50,9)
1 filho 25 (21,9)
2 filhos 26 (22,8)
3 filhos 5 (4,4)
4 ou mais filhos 0(0,0)
Plano para gravidez futura [n, (%)]
Planeia engravidar 14 (12,3)
Nao planeia engravidar 97 (85,1)
Gravida 3(2,6)
Plano de amamentacao [n, (%)]
Amamentagdo Quer amamentar 95 (83,3)
Nao quer amamentar 4 (3,5)
Nao sabe 15(13,2)

DIU: dispositivo intrauterino; FACE: farmaco anticrise epilética; n: nimero absoluto
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Contracegao 59,6% 9,4%

Planeamento

gravidez 54,8% 11,0%

FACEs na

0,
gravidez T

10,7%

Complicagdes

na gravidez 41.0%

14,9%

Amamentagéo 47,1% 10,1%

0% 20% 40% 60% 80% 0% 20%

30,9%

34,2%

44,5%

44,1%

42,8%

40% 60% 80% 0% 20% 40% 60% 80%

Percentagem respostas

Média 49,5% 11,2%

39,3%

Figura 2 — Avaliagéo das respostas na escala de avaliagdo de conhecimento sobre epilepsia

FACE: farmaco anti-crise epilética; NC/ND: nédo concorda / ndo discorda

participantes discorda e 49,1% n&o concorda nem discorda
da eventual necessidade de aumento da dose dos FACE
durante a gravidez; (4) 21,1% considera que o parto por via
vaginal esta contraindicado nas MCE; (5) apenas cerca de
metade (51,8%) das mulheres reconhece que a toma de
FACE néao contraindica a amamentacgéo, e 12,3% das MCE
pensam mesmo que os FACE deverao ser suspensos se
pretenderem amamentar os seus bebés. A Tabela 2 mostra
as respostas individuais para cada uma das 20 perguntas.

Identificacdo de variaveis associadas ao desempenho
na escala de avaliagdo de conhecimento sobre epilep-
sia

N&o se encontraram variaveis com uma associagao
significativa a um melhor desempenho na pontuacao final
da escala, destacando-se o facto da idade (p = 0,28), es-
colaridade mais elevada (p = 0,21) e numero de anos do
diagnostico de epilepsia (p = 0,13) ndo se associarem a
melhores pontuacdes (Tabela 3).

Tentaram identificar-se adicionalmente variaveis asso-
ciadas a melhor desempenho em dominios e perguntas es-
pecificas da escala, tendo-se verificado que: (1) na secgéo
sobre “Amamentagéo”, a ocorréncia de gravidez prévia (p
= 0,004) e o plano de amamentacdo em gravidez futura
(p = 0,003) se associaram a pontuag¢des superiores nessa
seccao; (2) na seccao sobre “Planeamento da Gravidez”, o
plano de gravidez futura (ou gravidez) se associou a me-
Ihor desempenho nessa seccéo (p = 0,03); (3) a medicacao
com VPA se associou a melhores resultados na pergunta
relativa a teratogenicidade deste farmaco (p = 0,02).

As mulheres medicadas com FACE indutores enzimati-
cos nao apresentaram diferengas significativas na resposta
a questao relativa a influéncia dos FACE na eficacia da pi-
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lula contracetiva.

Métodos preferenciais de aquisicdo de novo conheci-
mento sobre a doenca

Quando questionadas acerca do método preferencial
para aquisicdo de novo conhecimento sobre epilepsia,
74,6% das doentes privilegiaram a consulta de neurolo-
gia em detrimento de outros métodos tecnolégicos como
o email, paginas de internet ou as redes sociais. Relativa-
mente a este ultimo método, 68,4% das MCE colocaram as
redes sociais em ultimo lugar das cinco op¢bes apresenta-
das (Fig. 3).

DISCUSSAO

Tanto quanto sabemos, este foi o primeiro estudo multi-
céntrico em Portugal que avaliou o conhecimento das MCE
acerca das implicacbes da sua doenga e terapéutica na
contracegéo, gravidez e amamentacgao.

O desempenho das participantes na escala de avalia-
¢ao de conhecimento evidenciou lacunas importantes. Em
cerca de metade das questdes, as MCE demonstraram nao
saber classificar as afirmagdes apresentadas, ou classifica-
ram-nas incorretamente. Estes resultados estdo em linha
com o descrito noutros estudos: o trabalho de Dierking
mostrou que apenas 46% das questbes relacionadas com
o impacto da epilepsia na gravidez foram respondidas cor-
retamente’; Metcalfe mostrou uma taxa de respostas cor-
retas ligeiramente inferior (40%)'*; o trabalho de Pack con-
cluiu que 65% das mulheres que tomavam FACE indutores
enzimaticos desconheciam a perda de eficacia dos anti-
concetivos orais e que 40% das MCE que tomavam FACE
categoria D ndo estavam conscientes do seu potencial
efeito no feto.””? Como sublinhado num artigo anterior,™
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Tabela 3 — Variaveis associadas a desempenho no questionario

Classificagao questionario Variavel

Percentagem acertos
[média, 0% - 100%)]

Idade

Escolaridade

Total Anos de diagndstico de epilepsia
[20 questdes]
Numero de FACE

Gravidez prévia

Plano gravidez futura

PIanearpento gravidez Plano gravidez futura
[4 questdes]

Complltzag:oes da gravidez Gravidez prévia
[4 questbes]

B - Plano de amamentagé&o
‘Amamentacao

[4 questdes] ) .
Gravidez prévia

“Teratogenicidade valproato”
[‘FACE na gravidez” — P4]

“Influéncia FACE na pilula”
[“Contracegao” — P2]

Medicada com valproato de soédio

Medicada com FACE indutores enzimaticos

r=0,10 p=0,28
Ensino primario — 72,5

Ensino basico — 47,2 =0.21
Ensino secundario- 48,0 P ’
Ensino universitario ou superior — 50,5

r=0,14 p=0,13
Sem FACE - 53,8 _

1 ou mais FACE — 49,0 p=020
Sim -51,8 _

Néo — 46,9 p=013
Planeia engravidar OU esta gravida — 52,9 - 061
N&o planeia engravidar — 48,9 p=5
Planeia engravidar OU esta gravida — 66,2 =003
N&o planeia engravidar — 52,8 P=9
Sim - 45,0 -

Néo — 36,6 p=008
Quer amamentar — 51,1 _

N&o quer amamentar OU n&o sabe — 27,6 (2
Sim - 55,0 -

Néo — 38,4 p =0,004
Sim — 46,2 =

N&o — 17,8 PEGE
Sim - 52,4% _

N&o — 48,6% p=070

FACE: farmaco anti-crise epilética; Px: pergunta nimero x.
Nota: A negrito apresentam-se os resultados estatisticamente significativos.

realga-se que a comparagao dos nossos resultados com
estudos prévios devera ser feita com cautela, por um lado
porque em alguns sistemas de saude o acompanhamento
médico das MCE podera ndo ser feito em consulta de su-
bespecialidade (como acontece na nossa amostra), e por
outro porque a evolugao da evidéncia e das recomenda-
¢bes das sociedades cientificas podera alterar a corregao
das respostas a algumas questdes colocadas.

Na analise das respostas por grupo, os grupos “Compli-
cagdes da gravidez”, “FACE na gravidez” e “Amamentagéo”
foram aqueles onde as participantes demostraram pior de-
sempenho. Os clinicos deverdo por isso dedicar especial
cuidado a transmiss&o de conhecimento nestas areas.

A caracterizacao clinica da amostra identificou achados
interessantes relativos ao padrdao de uso dos FACE, ao
controlo de crises epiléticas e ao uso de métodos contrace-
tivos nesta populagao:

« Em concordancia com as atuais recomendacgdes
internacionais, o presente estudo mostrou a prefe-
réncia dos neurologistas por regimes terapéuticos
em monoterapia e o uso preferencial de FACE com
reduzido risco teratogénico em MCE em idade fértil,
tais como o levetiracetam e a lamotrigina.® O recur-
so ao VPA foi residual atendendo ao seu conhecido
risco teratogénico, e a maioria destas mulheres es-
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tavam sob métodos contracetivos.” Na questao rela-
cionada com a teratogenicidade do VPA, destaca-se
ainda que o desempenho das mulheres medicadas
com este farmaco foi superior ao das restantes, mas
ainda assim, correspondeu a uma taxa de acerto in-
ferior a 50%;

» Cerca de sete em cada dez mulheres apresentavam
a sua epilepsia controlada, nao referindo crises ha
pelo menos seis meses, sendo este um indicador de
bom progndéstico para a auséncia de crises durante
uma eventual gravidez.® Contudo, das mulheres que
manifestaram intengéo de engravidar no ano sub-
sequente, cinco ndo apresentavam a sua epilepsia
controlada;

» O anticoncetivo oral foi o0 método contracetivo mais
utilizado pelas MCE. Apesar do maior risco de falén-
cia contracetiva, quase metade das mulheres que
reportaram o uso de farmacos indutores enzimaticos
referia usar este método. Neste grupo, a utilizagéo
de outros métodos contracetivos é aconselhavel.>

O facto de ndo se terem identificado variaveis asso-

ciadas a maior conhecimento sobre a epilepsia (nomea-
damente a idade, escolaridade, anos de diagndstico da
doencga, nimero de FACE, ocorréncia de gravidez prévia ou
plano para gravidez futura) pode refletir um fraco poder do
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Figura 3 — Preferéncia de suporte para aquisicdo de novo conhecimento sobre a doenca

estudo. No entanto, ao refletir uma real caracteristica desta
populagao, alerta o clinico para a necessidade de abordar
todos estes tépicos na consulta, independentemente dos
antecedentes pessoais e obstétricos ou do grau de esco-
laridade da doente. No estudo canadiano referido anterior-
mente, apesar de o numero de anos de escolaridade ter
sido associado a maior conhecimento sobre a doenga, tam-
bém ndo foram encontradas associagbes entre o nimero
de anos com epilepsia, a politerapia, ou a ocorréncia de
gravidez prévia e a pontuagao final na escala aplicada.™

O melhor desempenho na secgdo “Amamentagéo” das
doentes com gravidez prévia devera traduzir o conheci-
mento adquirido durante gestagbes prévias. Por outro lado,
o melhor desempenho das mulheres que desejavam ama-
mentar ou que planeavam engravidar (ou ja estavam gra-
vidas) nas secgdes “Amamentacdo” ou “Planeamento de
gravidez” respetivamente, podera corresponder a uma pro-
cura ativa de informacao por parte das MCE que planeiam
essas escolhas no futuro, ndo se podendo, no entanto, ex-
cluir a existéncia de causalidade reversa (i.e., as mulheres
mais informadas acerca da possibilidade de amamentar
podem por isso desejar fazé-lo).
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Contrariamente a nossa expectativa prévia, as redes
sociais ou a Internet ndo sdo meios preferenciais para a
aquisi¢ao de novo conhecimento sobre a doenga, existindo
uma preferéncia pela abordagem destes tépicos em con-
texto de consulta de Neurologia. Este resultado podera tra-
duzir o estigma associado a epilepsia, preferindo as MCE
abordar as tematicas associadas a doenga num ambiente
confidencial e de seguranca.

O estudo podera ter estado sujeito a alguns vieses que
importa discutir. Relativamente ao viés de selegéo, o facto
de terem sido incluidos unicamente doentes com acesso a
computador e enderego eletronico, da resposta ao ques-
tionario pressupor dominio basico do computador, do su-
cesso do contacto telefénico inicial ter estado dependente
da correta atualizacdo dos dados pessoais no processo
hospitalar, e da resposta a questionarios médicos ser mais
frequente em doentes com maior preocupagdo com a sau-
de podera ter contribuido para inflacionar a taxa de acerto
na escala de avaliagdo de conhecimento sobre epilepsia.
Exemplificando este ultimo ponto, sera expectavel que
mulheres que desejem engravidar e valorizem a impor-
tancia da amamentagdo materna procurem informacao de
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forma ativa e respondam com maior probabilidade a inqué-
ritos médicos nessa area. Podemos adicionalmente argu-
mentar a existéncia de um possivel viés de informacao atri-
buivel a metodologia ndo supervisionada de preenchimen-
to eletronico do questionario, escolhida inicialmente para
ultrapassar as restricbes da pandemia (i.e., os doentes
poderiam aceder a fontes externas de informacao). Importa
destacar que ambos os vieses podem contribuir potencial-
mente para inflacionar a taxa de acerto, que ja por si traduz
um fraco conhecimento sobre a doenga.

Além dos vieses identificados, este estudo apresenta
varias limitagoes:

» Apesar de ter decorrido em cinco centros hospitala-
res, a amostra final obtida foi relativamente pequena
e reflete apenas um centro/regido urbana da popu-
lagcéo portuguesa;

* N&o se incluiram no estudo doentes seguidas em
consulta de neurologista privado ou nos cuidados de
saude primarios, com potencialmente maior poder
economico, maior escolaridade e epilepsias de mais
facil controlo. Este facto podera condicionar a ca-
pacidade de generalizagdo dos resultados obtidos a
toda a populagao das MCE em idade fértil;

» A caracterizagdo demografica e clinica das doentes
foi obtida através da informacéo fornecida no ques-
tionario (i.e., ndo foi confirmada através, por exem-
plo, dos registos de consulta). Este aspeto meto-
doldgico impede a caracterizagdo das doentes nédo
respondedoras, dificultando o controlo dos vieses
de selegao;

* O questionario aplicado, em particular a escala de
avaliagdo de conhecimento sobre epilepsia, néo foi
validado, limitagdo partilhada com estudos prévios
recentes realizados noutros paises.'>'*'¢

Estudos futuros serdo muito Uteis para confirmar e ge-

neralizar as nossas conclusdes, em particular se utilizarem
amostras recolhidas noutras regides do pais e noutros con-
textos clinicos e desenvolverem um esfor¢co adicional na
validagao de escalas de avaliagéo.

CONCLUSAO

As MCE em idade fértil sdo um grupo de doentes com
necessidades de saude especiais, sendo o seu conheci-
mento sobre o impacto da epilepsia nos varios dominios
da saude da mulher essencial para a tomada de decisdes
informadas na area do planeamento familiar. Apesar das
limitacdes do estudo, foram identificadas falhas importan-
tes no conhecimento das MCE portuguesas relativamen-
te a estes temas. A educacéo para a saude deste grupo
devera constituir uma preocupacéo por parte das equipas
médicas, devendo privilegiar-se a consulta como local de
ensino.
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RESUMO
Introdugéo: A contracecdo na adolescéncia tem um papel fundamental na sociedade por prevenir gravidezes indesejadas e infecdes sexualmente
transmissiveis. O uso de métodos contracetivos reversiveis de longa duracéo (LARCs) tem vindo a ser recomendado pela sua eficacia e perfil de
segurancga nesta faixa etaria. O objetivo deste estudo foi avaliar a utilizagdo de LARCs na populagdo de uma consulta de Ginecologia da Infancia e
Adolescéncia e descrever as caracteristicas sociodemograficas das adolescentes assim como a pratica contracetiva prévia.
Métodos: Andlise retrospetiva que incluiu as adolescentes utilizadoras de LARCs, acompanhadas na consulta de Ginecologia da Infancia e Adolescén-
cia de um hospital pediatrico terciario portugués, no periodo entre junho de 2012 e junho de 2021.
Resultados: Foram incluidas 122 adolescentes, cuja mediana de idades foi 16 (11 — 18) anos. Destas, 62,3% (n = 76) eram sexualmente ativas. O
método preferencial foi o implante subcutaneo, colocado em 82,3% (n = 101), seguido do sistema intrauterino de Levonorgestrel (SIU-LNG) em 16,4%
(n = 20) e o dispositivo intrauterino de cobre em 1,3% (n = 1). As principais indicagdes para a escolha de LARCs foram desejo contracetivo em 90,2% (n
= 110), hemorragia uterina anormal da puberdade em 14,8% (n = 18), dismenorreia em 10,7% (n = 13) e necessidade de amenorreia em 0,8% (n = 1).
O tempo mediano de utilizagdo do implante foi 20 (1 — 48) meses e do SIU-LNG 20 (1 — 36) meses. A taxa de continuidade aos 12 meses para ambos
foi de 76,2% (n = 93). A taxa de remogao antes do tempo padronizado foi de 9,8% (n = 12) nas adolescentes que colocaram implante, sendo que nao
foram removidos SIU-LNG ou dispositivo intrauterino de cobre. Ndo se registaram gravidezes apds a colocacéo de LARCs.
Conclusao: O desejo contracetivo foi o primeiro motivo para a escolha de um LARC seguido do controlo da hemorragia uterina anormal e da dismenor-
reia. Todos estes fatores poderdo contribuir para a elevada taxa de satisfagdo e continuidade destes métodos.
Palavras-chave: Adolescente; Contracepgao; Contracepcao Reversivel de Longo Prazo

ABSTRACT
Introduction: Contraception in adolescence is essential to prevent unwanted pregnancies, abortion and sexually transmitted diseases. The use of long-
acting reversible contraceptive methods (LARCs) has been highly recommended due to their efficacy since they are user independent methods. The aim
of this study was to evaluate the use of LARCs in adolescence in the population of a Childhood and Adolescence Gynecology clinic, and to describe the
sociodemographic characteristics of the adolescents as well as previous contraceptive practices.
Methods: Retrospective analysis that included adolescents using LARCs, monitored in a Childhood and Adolescence Gynecology clinic of a Portuguese
tertiary pediatric hospital, between June 2012 and June 2021.
Results: A total of 122 adolescents were included, with a median age of 16 (11 — 18) years and 62.3% (n = 76) were sexually active. The preferred
method was the subcutaneous implant, placed in 82.3% (n = 101), followed by the Levonorgestrel-Intrauterine System in 16.4% (n = 20) and the cop-
per intrauterine device in 1.3% (n = 1). The main indications for LARCs were contraceptive needs 90.2% (n = 110), abnormal uterine bleeding during
puberty in 14.8% (n = 18), dysmenorrhea in 10.7% (n = 13) and need for amenorrhea in 0.8% (n = 1). The median time of implant use was 20 (1 — 48)
months and of the LNG-IUS it was 20 (1 — 36) months. The 12-month adherence rate for both was 76.2% (n = 93). The removal rate for reasons besides
the expiration date was 9.8% (n = 12) in adolescents who had implants, and no LNG-IUS or copper intrauterine devices were removed. There were no
pregnancies after insertion of LARCs.
Conclusion: Contraceptive needs were the main reason for choosing LARCs, followed by abnormal uterine bleeding during puberty management and
dysmenorrhea. All these factors may contribute to the high rate of satisfaction and continuity of these methods.
Keywords: Adolescent; Contraception; Long-Acting Reversible Contraception

INTRODUGAO

A adolescéncia é um periodo de descoberta da sexua-
lidade e esta associada a riscos relacionados com a saude
sexual e reprodutiva da mulher, nomeadamente gravidezes
ndo planeadas, aborto e infegbes sexualmente transmissi-
veis (IST)."

A contracegcdo assume um papel social fundamental
uma vez que a adolescente gravida tem maior predispo-
sicdo ao abandono escolar e, por conseguinte, a um nivel

de escolaridade mais baixo com maior propensao para o
desemprego e/ou empregos com rendimentos menores.?
Em 2017, Portugal era o 25.° pais europeu e o0 8.° da Uniédo
Europeia com maior taxa de gravidez em mulheres com
menos de 20 anos.** Ainda assim, de 2016 (n = 2208) para
2020 (n = 1763) houve um decréscimo de 20% de gravide-
zes na infancia e adolescéncia.®

A iniciagdo de um contracetivo deve ser uma decisao
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partilhada entre o profissional de saude e a adolescente
(ou, em situagdes particulares, o seu tutor legal), sendo que
a vontade da adolescente de iniciar ou descontinuar um
determinado método deve ser sempre respeitada.®

Em Portugal, a contrace¢do hormonal combinada
(CHC) oral e o preservativo sdo os métodos mais utilizados
nesta faixa etaria. No entanto, tém uma taxa de continua-
¢éo ao fim de 12 meses de apenas 30% a 35%. Em mu-
Iheres com menos de 21 anos sob CHC oral, anel vaginal
ou dispositivo transdérmico existe o dobro do risco de falha
contracetiva, em comparagdo com mulheres mais velhas.’
Além disso, 17% das raparigas referem esquecer-se da
toma da pilula mais de uma vez por més.®

O American College of Obstetricians and Gynecologists
(ACOG) e a American Academy of Pediatrics (AAP) reco-
mendam a utilizacdo de métodos contracetivos reversiveis
de longa duragdo (LARCs) na adolescéncia, em resultado
da sua seguranga e eficacia na prevengao de uma gravidez
indesejada neste grupo etario.? A Sociedade Portuguesa de
Contracecao (SPDC), a Sociedade Portuguesa de Gineco-
logia (SPG) e a Sociedade Portuguesa de Medicina da Re-
producao (SPMR) consideram ainda que se deve incentivar
o uso de LARCs.> Como séo independentes da utilizadora,
a eficacia e efetividade sdo sobreponiveis, e ndo ha dife-
rengas entre as mulheres acima e abaixo dos 21 anos.’

O implante subcutaneo € o LARC com maior eficacia
(99%), sendo que o efeito secundario mais comum é a he-
morragia uterina anormal (HUA), que tende a melhorar ao
longo do tempo. Apresenta como vantagem, em relagéo ao
dispositivo/sistema intrauterino (DIU/SIU), ndo necessitar
de manipulagdo uterina para a sua colocagao, fator provo-
cador de ansiedade para algumas jovens.®

O sistema intrauterino de levonorgestrel (SIU-LNG) tem
como beneficios ndo contracetivos a redugéo do volume
menstrual em até 90%, com taxas de amenorreia de 20%
a 40%, o que pode ser de extrema importancia em casos
de adolescentes totalmente dependentes de cuidadores,
ou em casos de exacerbagao de patologias no periodo ca-
tamenial, como é o caso da epilepsia.® O SIU-LNG de 52
mg esta aprovado no tratamento da HUA, podendo ser be-
néfico para estas adolescentes, assim como para as com
dismenorreia, doengas hematoldgicas ou doentes hipocoa-
guladas.” Por ndo estar dependente da absorgéo oral é
vantajoso em doentes com patologias gastrointestinais ou
hepaticas e, pelo facto de ser um progestativo, torna este
método elegivel para adolescentes com risco tromboembo-
lico.®

O progestativo injetavel disponivel em Portugal é o ace-
tato de medroxiprogesterona e esta associado a uma pe-
quena redugdo da massa 0ssea, nao existindo evidéncia
do efeito a longo prazo em adolescentes.®

Relativamente a utilizagdo de LARCs, sobretudo SIU/
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DIU, s&o varios os mitos perpetuados pela sociedade. Um
deles recai sobre a dificuldade da sua colocagdo em nuli-
paras. No entanto, numa coorte de 1177 adolescentes foi
conseguida uma aplicagéo correta em 96%, demonstrando
assim que nao existe maior dificuldade nesta populagéo.'

Um estudo americano revelou que a utilizagéo de SIU/
DIU e implantes subcutadneos em raparigas com idades
compreendidas entre os 15 e 18 anos subiu de 1,5% para
4,3% entre os anos de 2009 e 2012."

O estudo CHOICE incluiu 9256 mulheres de varias fai-
xas etarias a quem foram oferecidos gratuitamente métodos
de longa duragéo com o objetivo de aumentar a escolha de
LARCs, reduzir a taxa de gravidez indesejada e determinar
a taxa de continuagdo destes métodos.'” Das participantes
do estudo entre os 14 e os 17 anos, 63% optaram pelo im-
plante. Este estudo mostrou ainda que 80,6% das adoles-
centes com o SIU-LNG, 82,2% com o implante subcuténeo
e 75,6% com o DIU de cobre mantinham o método ao fim
de um ano. Em geral, as taxas de continuagéo e satisfagao
dos LARCs nas adolescentes, ao fim do periodo estudado,
eram de 81% e 75%, respetivamente — valores superiores
aos da CHC e aos verificados em mulheres mais velhas.’

Este estudo teve como objetivo avaliar a utilizagéo de
LARCs na populacdo de uma consulta de Ginecologia da
Infancia e Adolescéncia e descrever as caracteristicas so-
ciodemograficas das adolescentes assim como a pratica
contracetiva prévia.

METODOS

No presente estudo foi feita uma analise retrospetiva
que incluiu as adolescentes utilizadoras de LARCs, segui-
das na consulta de Ginecologia da Infancia e Adolescéncia
de um hospital pediatrico terciario portugués, no periodo
entre junho de 2012 e junho de 2021 (n = 122).

Foram analisados os seguintes parametros: idade, ida-
de da menarca e coitarca, existéncia de vida sexual ativa,
institucionalizagédo, indice de massa corporal (IMC), patolo-
gia associada, pratica contracetiva prévia, indicacdo para
a colocagao de LARCs e avaliagdo da eficacia, padréo he-
morragico, efeitos adversos, satisfacdo e taxa de remogéo
dos mesmos.

A normalidade das distribuigbes foi avaliada pelo teste
de Shapiro-Wilk. As variaveis categoéricas foram descritas
como numero de casos e percentagem (%), e as conti-
nuas pela média (desvio padrdo) quando seguiam uma
distribuicdo normal, e mediana e valor minimo e maximo
quando n&o seguiam a distribuicdo normal. A analise es-
tatistica foi realizada com recurso ao IBM® Corp. Released
2020. IBM® SPSS Statistics for Windows®, Version 27.0. Ar-
monk, NY: IBM® Corp.

As investigacdes foram dirigidas de acordo com os re-
gulamentos estabelecidos pelos responsaveis da Comissao
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de Investigagéo Clinica e Etica e de acordo com a Declara-
¢ao de Helsinquia da Associagdo Médica Mundial.

RESULTADOS

Foram incluidas 122 adolescentes, cuja mediana de
idades foi 16 (11 — 18) anos. Apresentavam um indice de
massa corporal (IMC) médio de 23,2 + 4,1 kg/m?.

A idade mediana da menarca foi aos 12 (9 — 15) anos,
e da coitarca aos 15 (11 — 17) anos. Existia vida sexual
ativa em 62,3% (n = 76) das adolescentes, das quais 7,4%
(n = 9) tinham engravidado. Das adolescentes em estudo,
29,5% (n = 36) eram institucionalizadas.

Os principais motivos de referenciagéo a consulta de
Ginecologia da Infancia e Adolescéncia foram desejo con-
tracetivo em 50% (n = 61), orientagéo contracetiva por com-
portamentos sexuais de risco em 24,6% (n = 30), HUA da
puberdade em 13,9% (n = 17) e dismenorreia em 13,9% (n
=17) (Fig. 1).

A maioria das adolescentes (66,4%, n = 81) apresen-
tavam comorbilidades. A mais frequente foi a psiquiatrica,
presente em 50,6% (n = 41), seguida da neurolégica em
25,9% (n = 21), nefrolégica em 12,3% (n = 10), gastroin-
testinal em 11,1% (n = 9), hematoldégica em 9,9% (n = 8),
reumatologica em 6,2% (n = 5), cardiovascular em 3,7%
(n = 3) e pneumoldgica em 3,7% (n = 3). Das principais
causas de patologia psiconeuroldgica encontravam-se os
disturbios de ansiedade, comportamentos autolesivos, dé-
fices cognitivos, depresséao e epilepsia.

Destas adolescentes, 54,9% (n = 67) utilizavam contra-
cecao. Os métodos mais usados foram a CHC por via oral
em 68,7% (n = 46), seguido do implante subcutdneo em
20,9% (n = 14), preservativo isolado em 4,5% (n = 3), pro-
gestativo oral em 3% (n = 2) e CHC por via transdérmica
em 3% (n = 2) (Fig. 2).

A mediana do tempo de utilizagdo do contracetivo ante-
rior foi de 12 (1 — 39) meses com uma taxa de continuidade
aos 12 meses de 65,7% (n = 44).

Os principais motivos de modificagdo da escolha con-
tracetiva foram a toma irregular em 34,3% (n = 23), HUAem
13,4% (n =9), necessidade de um método independente da
utilizadora em 11,9% (n = 8), contraindicagéo por patologia
associada em 7,5% (n = 5), opgéo da adolescente em 7,5%
(n = 5), aumento ponderal em 4,5% (n = 3), persisténcia
da dismenorreia em 3% (n = 2) e desejo de engravidar em
1,5% (n=1).

Das adolescentes cujo método contracetivo anterior era
o implante subcuténeo (n = 14), 71,4% (n = 10) decidiram
manter o implante, enquanto 28,6% (n = 4) trocaram para
SIU-LNG por HUA (n = 3) e aumento ponderal (n = 1). A
mediana do tempo de utilizagao foi de 16 (2 — 36) meses.

Tomando em consideragdo todas as adolescentes in-
cluidas no estudo, 82,8% (n = 101) preferiram o implante
subcutéaneo, 16,4% (n = 20) o SIU-LNG e 0,8% (n = 1) o
DIU de cobre. Dos SIU-LNG, 60% (n = 12) tinham 13,5 mg
de levonorgestrel, 30% (n=6)52mg e 10% (n=2) 19,5 mg
(Fig. 3).

60%

50,0%

50% — (n=61)

40% —

30% —

24,6%
(n = 30)

20% —

10% —

13,9%

13,9%
(n=17)

0%
Desejo contracetivo

Comportamentos sexuais de risco

HUA puberdade Dismenorreia

Figura 1 — Motivos mais frequentes de referenciagéo a consulta de Ginecologia da Infancia e Adolescéncia

HUA: hemorragia uterina anormal
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Figura 2 — Métodos contracetivos previamente utilizados
CHC: contracegao hormonal combinada
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Figura 3 — Tipos de métodos contracetivos reversiveis de longa duragéo (LARCs) utilizados
DIU-Cu: dispositivo intrauterino de cobre; SIU-LNG: sistema intrauterino de levonorgestrel

52,0 mg
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As principais indicagdes para a colocacdo de LARCs
foram desejo contracetivo em 90,2% (n = 110), HUA da pu-
berdade em 14,8% (n = 18), dismenorreia em 10,7% (n =
13) e desejo de amenorreia em 0,8% (n = 1).

Houve beneficio ndo contracetivo em 36,6% (n = 37
das adolescentes que colocaram implante, em 70% (n =
14) das que colocaram SIU-LNG e n&do houve beneficio néo
contracetivo no caso em que foi colocado um DIU de cobre.
Nao se registaram gravidezes apods a colocacdo de LARCs.

Relativamente ao padrédo hemorragico avaliado ao final
de seis meses de utilizagao, verificou-se amenorreia em
37,6% (n = 38) das adolescentes com implante, 8,3% (n
= 1) das que colocaram SIU-LNG 13,5 mg, 100% (n = 2)
das que colocaram SIU-LNG 19,5 mg e 83,3% (n = 5) das
que colocaram SIU-LNG 52 mg; HUA ciclica em 14,9% (n =
15) das adolescentes com implante, 33,3% (n = 4) das que
colocaram SIU-LNG 13,5 mg e em 100% (n = 1) das que
colocaram DIU de cobre; spotting em 28,7% (n = 29) das
que colocaram implante, 58,3% (n = 7) das que colocaram
SIU-LNG 13,5 mg e em 16,7% (n = 1) das que colocaram
SIU-LNG 52 mg; verificou-se HUA prolongada em 7,9% (n
= 8) das que colocaram implante.

Foram referidos efeitos adversos em 3% (n = 3) das
utilizadoras de implante, nomeadamente ganho ponderal
excessivo (n = 1), dor no local do implante (n = 1) e sinais
de hiperandrogenismo (n = 1). Ndo foram registados efeitos
adversos graves.

O tempo mediano de utilizagdo do implante foi de 20
(1 —48) meses e do SIU-LNG de 20 (1 — 36) meses. A taxa
de continuidade aos 12 meses para ambos foi de 76,2% (n
= 93). O DIU de cobre foi utilizado durante 40 meses.

A taxa de remogao antes do tempo padronizado foi de
9,8% (n = 12) nas adolescentes que colocaram implante,
sendo que nao foram removidos SIU-LNG ou DIU de cobre.

Os motivos para a remogéao foram HUA grave em 7,9%
(n = 8), intengéo de engravidar em 2% (n = 2) e vontade de
iniciar um método contracetivo oral em 2% (n = 2).

Houve mudanga para um novo método contracetivo em
6,9% (n = 7) das adolescentes que colocaram implante,
sendo que nao houve substituicdo nas que colocaram SIU-
-LNG/DIU de cobre. O implante foi substituido por CHC oral
em quatro destes casos, por um SIU-LNG em dois e por um
progestativo oral no caso restante.

O tempo mediano de follow-up destas adolescentes na
consulta de Ginecologia da Infancia e Adolescéncia foi de
18 (0 — 60) meses.

DISCUSSAO

Durante o periodo selecionado, 122 adolescentes en-
caminhadas a Consulta de Ginecologia da Infancia e Ado-
lescéncia utilizaram um LARC. A idade mediana da coitar-
ca foi de 15 anos, valor inferior ao da maioria dos paises
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ocidentais (17 anos)," e 62,3% (n = 76) mantinham uma
vida sexual ativa. A atividade sexual é considerada precoce
quando ocorre antes dos 16 anos, sendo considerado um
comportamento de risco. "

Ainda que a taxa de gravidez na adolescéncia esteja
a diminuir, 7,4% (n = 9) das jovens inseridas no estudo ti-
nham este antecedente, percentagem inferior a verificada
mundialmente (11%)," mas superior a média da Unido Eu-
ropeia (3,7%) e de Portugal (3,2%), segundo o Eurostat de
2019. De facto, apesar de a taxa de gravidez na adoles-
céncia ter vindo a diminuir num esfor¢o da sociedade para
reforcar os cuidados de saude sexual e reprodutiva, a idade
média da coitarca tem vindo a ser progressivamente mais
precoce.

Além disso, 29,5% (n = 36) das adolescentes estavam
institucionalizadas e, ainda que as casas de acolhimento
tentem garantir as condigbes de vida aproximadas as de
um ambiente familiar, o suporte emocional € limitado e a
tendéncia para comportamentos de risco € maior.'*®

Em relacdo aos antecedentes patoldgicos, 66,4% (n =
81) apresentavam algum tipo de patologia, sendo a maioria
do foro psiconeurolégico com seguimento em consultas de
Pedopsiquiatria e/ou de Neurodesenvolvimento, quer por
contexto familiar disfuncional como por défice intelectual ou
perturbacao de hiperatividade. O aconselhamento contra-
cetivo nestas raparigas justifica-se com a preferéncia de
amenorreia em doentes com défices intelectuais.” Os res-
tantes casos, com patologia nefrologica, gastrointestinal,
hematoldgica, reumatoldgica, cardiovascular e pneumolo-
gica podem constituir limitagbes na elegibilidade do método
de contracegédo hormonal combinada, e dai a necessidade
de referenciagéo para esta consulta especifica.®

Das 122 utentes utilizadoras de LARCs, 50% (n = 61),
procuravam aconselhamento contracetivo, 24,6% (n = 30)
foram referenciadas como tendo comportamentos de risco,
13,9% (n = 17) apresentavam HUA e 13,9% (n = 17) disme-
norreia.

Os LARCs sao atualmente a primeira linha na contra-
cegao nas adolescentes e, tal como os outros métodos de
contracegdo hormonal, podem também ter beneficios ndo
contracetivos, como o tratamento da HUA e dismenorreia.?®
Um estudo de revisdo mostrou que a contracegéo é a prin-
cipal indicagéo para a utilizacdo de SIU-LNG, sendo que as
indicacdes terapéuticas incluem a HUA, a dismenorreia e a
intengcao de amenorreia.”

Contudo, como ¢é evidente neste estudo, os LARCs
continuam a nao ser os métodos preferenciais. A multi-
disciplinariedade da assisténcia médica a esta populagao
pode ser apontada como um dos motivos para tal facto.
Um estudo portugués de 2019 concluiu que ainda que os
ginecologistas se sintam mais a vontade com a utilizagdo
dos LARCs pelas adolescentes, os pediatras e médicos de
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familia tendem a ter uma opinido mais conservadora, pos-
sivelmente devido a um menor grau de familiaridade com o
método e sua aplicagdo.®

Relativamente a pratica contracetiva prévia, a maioria
(54,6%) das adolescentes ja teria iniciado um método antes
da referenciagdo a consulta, com uma taxa de utilizagéo
aos 12 meses de 65,7% (n = 44), sendo 0 mais comum a
CHC oral em 68,7% (n = 46), seguido do implante subcu-
tdneo em 20,9% (n = 14). Estes dados estao parcialmente
de acordo com outros estudos publicados.® E de notar uma
preferéncia crescente dos Cuidados de Saude Primarios
(CSP) pelos LARCs uma vez que o implante foi o segun-
do método contracetivo prévio mais frequente na nossa
amostra. O estudo CHOICE veio demonstrar que o uso dos
métodos de longa duragdo nédo sé diminuiu o numero de
gravidezes indesejadas como apresentam taxas de conti-
nuidade de uso aos 12 meses de 81% e de satisfagédo de
75%."> A maioria das adolescentes estava sob CHC oral e
o principal motivo de alteragdo do método foi a toma irregu-
lar, o que apoia a hipotese de instituicdo de LARCs como
abordagem contracetiva inicial.

O principal motivo para a colocacao de LARCs foi o de-
sejo contracetivo (90,2%), embora as HUA da puberdade e
a dismenorreia sejam outros motivos menos comuns. Dos
varios LARCs disponiveis, o implante foi o método selecio-
nado por 82,3% (n = 101) das adolescentes, seguido do
SIU-LNG, maioritariamente na menor dose de 13,5 mg e
uma minoria na dose intermédia de 19,5 mg. Houve coloca-
¢ao do DIU de cobre num caso de hiperplasia nodular focal
hepatica.

A maior adesédo ao implante subcutaneo justifica-se,
provavelmente, por ser um método de longa duracgéo, de
facil aplicagdo, sem necessidade de exame ginecoldgico.

Detetou-se um ligeiro aumento da taxa de continuidade
dos LARCs colocados na consulta, em comparagao com
o0 método usado anteriormente, ainda que com uma taxa
inferior a do estudo CHOICE (69,1% vs 81%)."? Esta dife-
renga podera ser justificada pelo facto de algumas adoles-
centes terem iniciado o método no decorrer de 2021, néao
perfazendo ainda os 12 meses de utilizagdo ou pela perda
de seguimento para os CSP apos a alta.

Neste estudo, a eficacia dos LARCs foi de 100%, per-
centagem semelhante a descrita em muitos trabalhos."

O implante € um método cujo padrédo de hemorragia &
imprevisivel. Além disso, varios estudos demonstram que o
padrdo de spotting é o mais frequente (33,6%), seguido de
22,2% de amenorreia, 17,7% de hemorragia prolongada e
6,7% com ciclos regulares.” No entanto, no nosso estudo,
o padrdo mais comum foi a amenorreia seguido do spotting.
A percentagem de hemorragia abundante foi semelhante.

Procedeu-se a mesma analise para os varios SIU-LNG.
Das que colocaram SIU-LNG 13,5 mg, 8,3% tornaram-se
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amenorreicas, percentagem inferior a verificada nos estu-
dos (12,7%). Ja no SIU-LNG 19,5 mg e 52 mg, 100% e
83,3% das adolescentes ficaram amenorreicas, ao contra-
rio das 18,9% e 23,6% expectaveis, embora o nimero limi-
tado ndo nos permita fazer uma comparagao direta.’®'®

Durante o periodo estudado, apenas 6,6% (n = 8) ado-
lescentes apresentaram efeitos secundarios que levaram
a descontinuagdo do método, sendo a taxa de satisfagao
superior a reportada no estudo CHOICE (75%)."?

As maiores limitagdes deste trabalho prenderam-se com
o facto de se tratar de um estudo retrospetivo e com uma
amostra de conveniéncia, podendo nado ser representativa
das adolescentes da populagao geral. No entanto, ilustra o
tipo de populagéo que é habitualmente referenciada para a
consulta de Ginecologia da Infancia e Adolescéncia de um
hospital terciario.

A gravidez na adolescéncia, pela forte associagdo ao
abandono escolar, a rotura de projetos de vida e ao tra-
balho precario e indiferenciado, € um problema de Saude
Publica. Por esse motivo, as adolescentes devem ter um
acesso facilitado a cuidados de saude sexual e reprodutiva,
onde se inclui o aconselhamento contracetivo.

Em Portugal, as consultas de planeamento familiar e
as consultas médicas para a idade pediatrica sdo de aces-
so gratuito, tal como a maioria dos métodos contracetivos,
favorecendo assim a igualdade na escolha individual, inde-
pendentemente dos rendimentos familiares.

Assim, e aquando do aconselhamento das adolescen-
tes relativamente aos métodos contracetivos existentes,
devem ser frisados os irrefutaveis beneficios dos LARCs.
Para isso, deve-se incentivar a formagéo de todos os pro-
fissionais de saude nesta matéria, nomeadamente dos inte-
grados em CSP, uma vez que representam os cuidados de
maior proximidade com a adolescente.

CONCLUSAO

Em conformidade com os dados nacionais, este estudo
sugere que, na adolescéncia, o preservativo e a CHC conti-
nuam a ser os métodos mais usados, ainda que os LARCs
sejam recomendados como primeira linha de contracegao
pelas principais sociedades nacionais e internacionais.

A par da literatura publicada, foi confirmada a elevada
eficacia contracetiva dos LARCs, justificada pela ndo de-
pendéncia da utilizadora e pelo seu perfil de seguranga,
nao se registando efeitos secundarios graves. Na adoles-
céncia, acresce o interesse dos LARCs pelos seus benefi-
cios ndo contracetivos, nomeadamente no controlo da HUA
e na prevencao de gravidez em jovens de risco social. To-
dos estes fatores contribuem para a elevada taxa de acei-
tabilidade, boa adaptagédo e baixa taxa de complicagdes
destes métodos neste grupo etario.
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ABSTRACT
Introduction: Preterm birth is increasing worldwide, representing a major cause of death and long-term loss of human potential among survivors. Some
morbidities during pregnancy are well-known risk factors for preterm labor, but it is not yet known whether deviations from adequate dietary patterns are
associated with preterm delivery. Diet may be an important modulator of chronic inflammation, and pro-inflammatory diets during pregnancy were repor-
ted to be associated with preterm birth. The aim of this study was to assess the food consumption during pregnancy of Portuguese women giving birth
very prematurely and the association between the food consumption and the major maternal morbidities during pregnancy related with preterm delivery.
Methods: A single-center cross-sectional observational study including consecutive Portuguese women giving birth before 33 weeks of gestation was
conducted. Recall of eating habits during pregnancy was obtained within the first week after delivery, using a semi quantitative food frequency question-
naire validated for Portuguese pregnant women.
Results: Sixty women with a median age of 36.0 years were included. Of these, 35% were obese or overweight at the beginning of pregnancy, 41.7%
and 25.0% gained excessive or insufficient weight during pregnancy, respectively. Pregnancy-induced hypertension was present in 21.7% of cases,
gestational diabetes in 18.3%, chronic hypertension in 6.7%, and type 2 diabetes mellitus in 5.0%. Pregnancy-induced hypertension was significantly
associated with increased daily consumption of pastry products (31.2 vs 10.0 g, p = 0.022), fast food (39.6 vs 29.7 g, p = 0.028), bread (90.0 vs 50.0 g,
p =0.005), pasta, rice and potatoes (225.7 vs 154.3 g, p = 0.012). In a multivariate analysis, only bread consumption maintained a significant, albeit weak,
association (OR = 1.021; 1.003 — 1.038, p = 0.022).
Conclusion: Pregnancy-induced hypertension was associated with increased consumption of pastry products, fast food, bread, pasta, rice, and pota-
toes, although only bread consumption had a weak but statistically significant association with pregnancy-induced hypertension in a multivariate analysis.
Keywords: Feeding Behavior; Hypertension, Pregnancy-Induced; Pregnant Women; Premature Birth

RESUMO
Introdugao: A prevaléncia do nascimento pré-termo tem aumentado em todo o mundo, representando uma das principais causas de morte e perda do
potencial humano a longo prazo entre os sobreviventes. Algumas morbilidades na gravidez sao fatores de risco conhecidos para o desencadeamento
do parto pré-termo. Ainda ndo se sabe se os desvios de um padrao alimentar adequado se associam ao parto prematuro. A dieta por si sé pode ser um
importante modulador da inflamagéo crénica e dietas pro-inflamatdrias durante a gravidez podem estar associadas ao parto pré-termo. Este estudo teve
como objetivo determinar o consumo alimentar durante a gravidez de mulheres portuguesas que tiveram parto muito pré-termo e analisar a associagao
entre o consumo alimentar e as principais morbilidades durante a gravidez relacionadas com o parto pré-termo.
Métodos: Foi realizado um estudo observacional transversal, num Unico centro, incluindo casos consecutivos de mulheres portuguesas que tiveram
o parto antes das 33 semanas de gestacédo. O recordatério dos habitos alimentares durante a gravidez foi obtido na primeira semana apds o parto,
utilizando um questionario semi-quantitativo de frequéncia alimentar validado para gravidas portuguesas.
Resultados: Foram incluidas 60 mulheres com idade mediana de 36,0 anos. Destas, 35% eram obesas ou com excesso de peso no inicio da gravidez,
41,7% e 25,0% tiveram aumento excessivo ou insuficiente de peso durante a gravidez, respetivamente. A hipertensdo induzida pela gravidez esteve
presente em 21,7% dos casos, a diabetes gestacional em 18,3%, a hipertenséo crénica em 6,7% e a diabetes mellitus tipo 2 em 5,0%. A hipertenséo
induzida pela gravidez associou-se significativamente ao aumento do consumo diario de produtos de pastelaria (31,2 vs 10,0 g, p = 0,022), fast food
(39,6 vs 29,7 g, p = 0,028), péo (90,0 vs 50,0 g, p = 0,005), massas, arroz e batatas (225,7 vs 154,3 g, p = 0,012). Na analise multivariavel, apenas o
consumo de pdo manteve uma associagao significativa, embora fraca, com a hipertensao induzida pela gravidez (OR = 1,021; 1,003 — 1,038, p = 0,022).
Conclusao: A hipertensdo induzida pela gravidez associou-se ao aumento do consumo de produtos de pastelaria, fast food, pao, massas, arroz e ba-
tata, embora apenas o consumo de p3o tivesse mantido uma associagao fraca, mas significativa, com a hipertenséo induzida pela gravidez, na analise
multivariavel.
Palavras-chave: Habitos Alimentares; Hipertensao Induzida Pela Gravidez; Mulheres Gravidas; Parto Pré-Termo
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INTRODUCTION

In countries with reliable trends data, preterm births —
which represent a major cause of death and long-term loss
of human potential among survivors — are increasing." In
particular, infants born very prematurely deserve special
attention since each additional week of gestation confers
benefits in terms of survival and morbidity.? An inverse as-
sociation between gestational age at birth and economic
burden to society has been reported.®

Infection is a well-known direct cause of preterm labor
and delivery.* However, the reasons for an important pro-
portion of noninfectious preterm births remain unexplained.®
Preeclampsia, pregnancy induced hypertension, gestation-
al diabetes mellitus, excessive or insufficient weight gain
during pregnancy, and urinary tract infections are among
the factors associated with preterm labor.5

Both animal and human studies suggest that mater-
nal undernutrition may play a role in decreasing gestation
length.° However, it is not yet known whether the associa-
tions between maternal malnutrition and preterm delivery
are related to deviations from an adequate dietary pattern or
an inadequate intake of a particular nutrient.”® Excess or in-
sufficiency of a particular food or nutrient has been reported
to be associated with decreased gestation length and risk of
preterm birth.>""-"* Nevertheless, dietary patterns, based on
composition, are thought to provide a more comprehensive
approach for assessing these associations in relation to the
insufficient intake of particular macro- or micronutrients.'
Diet may be an important modulator of chronic inflamma-
tion, and pro-inflammatory diets during pregnancy have
been found to be associated with preterm birth.">”

The primary aim of this study was to examine food con-
sumption during pregnancy in Portuguese women giving
birth very prematurely. The secondary aim was to deter-
mine the relationship of food consumption with morbidities
associated with preterm delivery, particularly gestational
diabetes, pregnancy-induced hypertension, and excessive
or insufficient gestational weight gain.

METHODS
Study design and ethical issues

A single-center cross-sectional observational study in-
cluding consecutive Portuguese women who gave birth be-
fore 33 weeks of gestation was conducted between Decem-
ber 2019 and November 2020 at Maternidade Dr. Alfredo
da Costa, Centro Hospitalar de Lisboa Central. This central
maternity hospital is a referral center for high-risk pregnant
women, with some coming from local hospitals, while oth-
ers are referred from more remote hospitals. This second-
ary analysis is part of an observational mixed-cohort study
in very preterm infants, registered on ClinicalTrials.gov as
NCT04400396. Approval was obtained from the institutional
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ethics committee (Nr 558/2018) and the participants gave
written informed consent to participate in the study. Sixty
(86%) out of the 70 invited women agreed to participate.

Data collection

Recall of eating habits during pregnancy was obtained
from women within the first week after delivery, using a
semiquantitative food frequency questionnaire (FFQ), vali-
dated for Portuguese pregnant women and composed of 86
food items, consumed during the previous six months (the
first and second trimesters) and during the third trimester
in women with more than 25 weeks of pregnancy.’® Fre-
quency of consumption was recorded in nine pre-specified
categories from “never or less than once per month” to “six
or more times per day”. Each food item was allocated a
pre-specified portion size. The usual intake of a given food
was estimated by multiplying its frequency of intake by its
portion size (in grams) and, if appropriate, by a seasonal
variation factor.'® Dairy products, vegetables, fruit, grain le-
gumes, meat, fish and eggs, cereals and derivatives, nuts
and fats and oils were grouped in portions and in grams
consumed per day to determine if they met the food con-
sumption recommendations for pregnant women."

Self-reported height and weight at the beginning and
at the end of pregnancy were recorded. In 40 (60%) par-
ticipants, height was measured by the same observer (MC)
and this value prevailed in relation to the reported value.
The weight at the beginning of pregnancy was used to cal-
culate the pre-pregnancy body mass index (BMI) and to
assign the participants to a category: underweight (< 18.5
kg/m?), normal (18.50 — 24.99 kg/m?) and overweight (= 25
kg/m?).2°2" Gestational weight gain was calculated by sub-
tracting the final weight from the weight at the beginning
of pregnancy. The classification of gestational weight gain
adequacy was based on the Institute of Medicine recom-
mendations, according to the duration of the pregnancy.

Data related to maternal comorbidities (gestational dia-
betes, type 2 diabetes mellitus, pregnancy-induced hyper-
tension, or chronic hypertension) were collected from the
electronic clinical files.

Statistical analysis

Before the analysis, the database was cleared of out-
liers of reported food consumption values in the order of
thousands (in g). A descriptive analysis is presented in the
form of frequencies and percentages for categorical vari-
ables. Considering quantitative variables, the Kolmogorov-
Smirnov test was used to evaluate the normality of the
distribution. The results are expressed in medians and
interquartile ranges since variables had a non-normal dis-
tribution. The Mann-Whitney and the Kruskal-Wallis tests
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were used to test hypotheses about equality of medians
of independent groups. Univariate and multivariate logis-
tic regression modeling was used to gain a more thorough
understanding of the factors associated with pregnancy-
induced hypertension. In the multivariate logistic regres-
sion models, the dependent variable was the presence or
absence of pregnancy-induced hypertension, and the inde-
pendent variables were those that had a p-value < 0.25 in
the univariate analysis. The multicollinearity analysis was
performed between the different variables. Bread and pas-
try consumption (g) were similar. Therefore, two multivariate
logistic regression models were created, one including the
consumption (g) of bread, fast food, and potatoes, rice and
pasta, and the other including pastries, fast food, potatoes,
rice and pasta.

Statistical significance was considered at p = 0.05. Sta-
tistical analysis was performed using Software Package for
Social Sciences® (SPSS) for Windows® Version 25.0.

RESULTS
Sixty women with a median (min. — max.) age of 36.0

Table 1 — Nutritional status and comorbidities during pregnancy

(22.0 — 50.0) years were included.

Their pre-pregnancy nutritional status and comorbidities
during pregnancy are shown in Table 1. At the beginning of
pregnancy, 35% of women were obese or overweight, 1.7%
were underweight, and the remaining were normal weight.
During pregnancy, 41.7% gained excessive weight, 25.0%
gained insufficient weight, and the remainder gained ad-
equate weight. Pregnancy-induced hypertension occurred
in 21.7% of women, gestational diabetes in 18.3%, chronic
hypertension in 6.7%, and diabetes mellitus type 2 in 5.0%.

Table 2 describes food consumption by food group (dairy
products, vegetables, fruit, grain legumes, meat, fish, eggs,
cereals and derivatives, nuts, fats and oils) during the first
and second trimesters, as well as during the third trimester
in pregnant women with more than 25 gestational weeks.

Fig. 1 shows consumption by food group compared with
the recommendations for women. The median of the alco-
holic beverage consumption was rated between ‘never’ to ‘1
— 3 times a month’. Median consumption frequencies were
‘once a week’ for fast food and pastry products, and ‘5 —
6 times per week’/‘'once per day’ for vegetables and fruits.

Total (n = 60)
Pregnant women
Median (nterauortio range) 83(6.5)
Below 15 (25.0)
:V(‘;‘,Lg)ht gain Adequate 20 (33.3)
Above 25 (41.7)
o 2
Mocian (merquartle range Zad
Pre-pregnancy BMI according to WHO recommendations, kg/m?
n (%)
<18.5 1(1.7)
18.5-24.9 38 (63.3)
>25-29.9 21(35.0)
Gestational diabetes, n (%)
Yes 11 (18.3)
No 49 (81.7)
Type 2 diabetes mellitus, n (%)
Yes 3(5.0)
No 57 (95.0)
Pregnancy-induced hypertension, n (%)
Yes 13 (21.7)
No 47 (78.3)
Chronic hypertension, n (%)
Yes 4(6.7)
No 56 (93.3)
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Table 2 — Food consumption by food groups, expressed in grams per day, during the last six months of pregnancy

Food groups glday Minimum Maximum
Median (IQR) (g/day) (g/day)
Dairy products 355.6 (304.6) 12.9 765.0
Vegetables 433.5 (268.2) 49.6 885.2
Fruits 300.5 (279.8) 0 738.6
Grain legumes 25.7 (65.1) 0 180.0
Meat, fish and eggs 208.8 (120.1) 67.6 771.0
Cereals and derivatives 256.3 (127.7) 91.2 651.6
Nuts 10.2 (51.1) 0 177.8
Fats and oils 25.6 (6.1) 2.2 161.4

IQR: interquartile range

Meat consumption frequency was greater than that of fish.

Fig. 2 shows median food consumption in portions by
food groups, compared with national recommendations for
pregnant women.?” Consumption of some foods did not
comply with the recommendations for pregnant women by
the Portuguese Directorate General of Health,” particularly
consumption below the recommended levels for dairy prod-
ucts (1 vs 3 portions), vegetables (2 vs 3 portions) and fruits

(1 vs 4 portions).

Table 3 describes the associations between food con-
sumption expressed in grams, and morbidities during preg-
nancy. Pregnancy-induced hypertension had a significant
median increase in consumption (in grams/day) of pastry
products (31.2 vs 10.0, p = 0.022), fast food (39.6 vs 29.7,
p = 0.028), bread (90.0 vs 50.0, p = 0.005) and potatoes,
rice and pasta (225.7 vs 154.3, p = 0.012). No significant
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Figure 1 — Frequency of food consumption during pregnancy

1: Never or < 1 per month; 2: 1 - 3 per month; 3: 1 per week; 4: 2 - 4 per week; 5: 5 - 6 per week; 6: 1 per day; 7: 2 - 3 per day; 8: 4 - 5 per day; 9: > 6 per day
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Figure 2 — Median food consumption during pregnancy, expressed in daily portions, compared with the Portuguese recommendations
*: 2" and 3 trimester, according to recommendations during of pregnancy; 1: according to recommendation for women in fertile age

Table 3 — Association (univariate analysis) of food consumption expressed in grams, with gestational diabetes, pregancy-induced hypertension and
weight gain during pregnancy

Pregnancy-induced

Gestational diabetes hypertension Weight gain
Median (IQR) Median (IQR) Median (IQR)
Yes No p Yes No P Below Adequate Above p
ST PROEIGS (2] (12:8) (;g:g) Ll (g;:g) (13:2) D082y (g:g) &',513) (;(1):2) e
Chocolats (g) (2}11) (;:g) 0.504° (;:g) (23:2) 0.861° (2:1) (;:(1)) (;:2) 0.2575
Ice cream (g) : 151'3) (g:g) 0.410° (250'?8) é:g) 0070t 151'2) (;:2) (5:3) 0.1100
Fast food (g) é;:?) élf;) 0.916° (22:2) (fgié) 0.028° (22:;) (2(1):;) (2;3) 0.202°
Carbonated drinks (g) (1;:2) (;;:‘3‘) 0.515 (g:g) (;;:‘3‘) 0.4412 (;;:‘3‘) (g:g) (197.';) 0.566°
Bread (g) (g::l) (2822) 0.709° (gg:?) (gg:g) 0.005° (i;:i) (g?:czt) (%:g) 0.063°
Potatoes, rice and pasta (g) jig?) (g?gg) 0.1132 ﬁi?;) (185;03) 0.012® (1115:% (16658.'16) (K?g) 0.611°
Dairy products (g) (24113:2) (gfg:g) 0.962° (3321% (ggg:;) 0.404° (22;3) (?%Z?) (ggg:g) 0.477°
Fruits (g) <§§§I§> é%:;) 0-139° (ggg:g) (g;:?) 0.080° (gg:i) (34713:1) (%2:3) 0.810°
Vegetables (g) (g%:;) (‘212:1:;) 0.69° (gg?:sza) (ggg:g) 0.125° (‘2122:2) (33313) (22:3:2) 0.512°
Pulses (g) (EZ:Z) (gg::) 0.644° (53:;) (gg::) 0.846° (gg::) (%3) (12655-.71) 0.458°
Nuts (@) (13703;%1) (;g:;) 0.128° (;g:;) (232}21) 0.578° (?1):?) (275§7) (11202'.1 1) ~0566°

a: Mann-Whtiney test; b: Kruscall-Wallis test
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associations were found between other food and other mor-
bidities during pregnancy. A multivariate model was carried
out for outcome pregnancy-induced hypertension using the
variables ‘fast food’, ‘bread’ and ‘potatoes, pasta and rice’.
Of the aforementioned multivariate logistic regression mod-
els, the one that included bread was considered the best,
with no significant association being found in the other food
products. Bread consumption showed a significantly weak
association with pregnancy-induced hypertension (OR =
1.021; 1.003 — 1.038, p = 0.022).

DISCUSSION

In our study, 35% of women were obese or overweight
at the beginning of pregnancy, 41.7% gained excessive
weight and 25.0% insufficient weight during pregnancy, and
21.7% suffered pregnancy-induced hypertension. A propor-
tion of women giving birth very prematurely did not comply
with the national recommendations for pregnant women re-
garding the consumption of certain foods,* including low
consumption of dairy products, vegetables, and fruit. The
very low reported average of one portion ingested in the
cereal group was surprising. Comparing this very low value
with what is recommended for Portuguese pregnant women
is not reliable, as it is known that the group of cereals and
derivatives is the one that contributes the most to the Portu-
guese daily food intake (29.4%).*

Pregnancy-induced hypertension was the only condition
found to be associated with food consumption. In a univari-
ate analysis, this condition was significantly associated with
the increased consumption of pastries, fast food, bread,
pasta, rice, and potatoes. In a multivariate analysis, only
bread consumption showed a significant, albeit weak, asso-
ciation with pregnancy-induced hypertension. As the nutri-
ent content of foods was beyond the scope of our study, we
cannot explain this association based on nutrient composi-
tion of bread consumed, particularly its salt content. It is re-
ported that more anti-inflammatory or less pro-inflammatory
diets may be associated with a lower risk of adverse out-
comes during pregnancy, including preterm delivery.® This
may probably be modulated by epigenetic mechanisms
due to circulating cytokines that are particularly elevated in
obese pregnant women.'"?

Conversely, high consumption of fruit, vegetables, nuts,
legumes, low-fat dairy products, whole grains, and a low
consumption of sodium, sweetened beverages, and red
and processed meats, have been reported to have a poten-
tial role in controlling high blood pressure during pregnan-
cy.”* Under certain circumstances, the Mediterranean diet
may have a protective effect against oxidative stress?” and
some authors have reported that a Mediterranean-type diet
was associated with a lower risk of preterm delivery?® while
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others did not find such an association.?

A systematic review and meta-analysis of 18 observa-
tional studies assessing the association of dietary factors
with pregnancy-induced hypertension and pre-eclampsia®
found a higher energy intake in pre-eclampsia and lower
magnesium and calcium intake in hypertensive disorders
of pregnancy.?® In this review, however, the associations
were unadjusted and not statistically significant, except for
a significant association with calcium intake. A beneficial ef-
fect of a diet rich in fruit and vegetables on pre-eclampsia
was described.*® Among the conditions during pregnancy
assessed in our study, pre-pregnancy obesity,*' excessive
gestational weight gain, and gestational diabetes were
among the risk factors for pregnancy-induced hypertension
reported in the literature.

As limitations of this study, we should acknowledge
that its cross-sectional nature did not allow the determina-
tion of a causal link. In addition, the sample size was not
determined in this exploratory secondary analysis that was
designed for a broader cohort study. This may have contrib-
uted to limit the detection of statistical significance of more
associations. Finally, calculations of gestational weight gain
and BMI relied on self-reported weight (in all cases) and
height (in some cases). Although self-reported anthropom-
etry may be reasonably accurate for estimating gestational
weight gain and BMI, inaccuracies may have occurred.®?**

A strength of the study is that this is, to the best of our
knowledge, the first study in Portugal, a country with spe-
cific dietary habits, to examine food consumption during
pregnancy in women giving birth prematurely as well as its
relationship with morbidities during pregnancy associated
with preterm delivery.

Further prospective representative studies, adjusted to
the main covariates are needed to confirm our findings.

CONCLUSION

In our sample of women giving birth very prematurely,
pregnancy-induced hypertension was associated with an
increased consumption of pastry products, fast food, bread,
pasta, rice, and potatoes, although only bread consump-
tion had a weak but statistically significant association with
pregnancy-induced hypertension in a multivariate analysis.
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Neovagina in Mayer-Rokitansky-Kister-Hauser (MRKH) Syndrome: Vaginoplasty
Using lleal Flap

Neovagina na Sindrome Mayer-Rokitansky-Kiister-Hauser (MRKH): Vaginoplastia
Com Segmento lleal Sem Pediculo
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ABSTRACT
Introduction: Surgical treatment of patients with malformations of the female genital tract is a complex problem and there are different techniques
described in the literature. The goal of all these techniques is the reconstruction of a neovagina that is anatomically similar to a vagina, with adequate
length to facilitate sexual functioning and with the lowest risk of possible complications. The aim of this study is to describe the surgical technique for the
reconstruction of a neovagina from an ileal segment without a vascular pedicle.
Methods: Description of a surgical technique developed in our tertiary referral teaching hospital in a patient with Mayer-Rokitansky-Kuster-Hauser
syndrome.
Results: The vaginoplasty surgery using ileal flap was performed in three steps. In the first part of the intervention a laparoscopic hysterectomy with
bilateral salpingectomy was performed. The second step consisted of isolating the ileal segment, ileal anastomosis and preparing the ileal segment. After
the isolated segment was prepared, it was repositioned in a vagina mold to configure the neovagina. Finally, the third step included the adaptation of the
vaginal mold with the ileal mucosa to the vesicorectal space.
Conclusion: lleal vaginoplasty without a vascular pedicle is an option that can be used to reconstruct the vagina, because it provides an excellent tissue
for vaginal replacement. This technique can be used in patients with genital malformations of the genital tract with absence or vaginal hypoplasia.
Keywords: 46, XX Disorders of Sex Development/surgery; Reconstructive Surgical Procedures; Vagina/surgery

RESUMO
Introdugéo: O tratamento cirurgico de doentes com malformagdes do trato genital feminino € um problema complexo. Existem diferentes técnicas
descritas na literatura cujo objetivo é a reconstrucdo de uma neovagina anatomicamente semelhante a uma vagina, com comprimento adequado para
facilitar o funcionamento sexual e o menor risco de complicagdes possiveis. O objetivo deste estudo é descrever a técnica cirdrgica para reconstrugéo
de uma neovagina a partir de um segmento ileal sem pediculo vascular.
Métodos: Apresentamos uma técnica cirlrgica desenvolvida num centro universitario terciario numa doente com sindrome de Mayer-Rokitansky-
-Kister-Hauser.
Resultados: A cirurgia de vaginoplastia com segmento ileal foi realizada em trés etapas. Na primeira etapa de intervencéo foi realizada uma histe-
rectomia laparoscopica com salpingectomia bilateral. A segunda etapa consistiu no isolamento do segmento ileal, anastomose ileal e preparacdao do
segmento ileal. De seguida, o segmento ileal isolado foi reposicionado num molde de vagina para configurar a neovagina. Finalmente, a terceira etapa
incluiu a adaptagaéo do molde vaginal com a mucosa ileal ao espago vesico-rectal.
Concluséo: A vaginoplastia com segmento ileal sem pediculo vascular € uma opg¢édo que pode ser utilizada para reconstrugéo da vagina, pois pro-
porciona um excelente tecido para reposi¢édo vaginal. Esta técnica pode ser utilizada em doentes com malformagdes do trato genital com auséncia ou
hipoplasia da vagina.
Palavras-chave: Procedimentos Cirlrgicos Reconstrutivos; Transtornos 46, XX do Desenvolvimento Sexual/cirurgia; Vagina/cirurgia

INTRODUCTION

Vaginal reconstruction is important in some gynecologi-
cal conditions with the vaginal agenesis syndrome, such as
the Mayer-Rokitansky-Kister-Hauser syndrome (MRKH),
insensitivity to androgens, and in transgender women.

Mayer-Rokitansky-Klster-Hauser syndrome is a rare
disorder and has an incidence of 1 per 4500 to 5000 fe-
males." It is caused by embryologic underdevelopment of
the mullerian duct, with resultant agenesis or atresia of the
vagina, uterus and/or fallopian tubes in the setting of a nor-
mal female karyotype.? Even though most cases appear to

be sporadic, there are some familial cases with an autoso-
mal dominant mode of inheritance.®

Two types of MRKH syndrome have been described,
referred to as type 1 and type 2. In MRKH type 1 syndrome
only the organs of the female reproductive system are in-
volved.* Type 2 MRKH syndrome has additional congenital
abnormalities which can include: kidney, skeletal, hearing
and cardiac problems.®

Dysregulation of the Wnt and/or Hox genes may affect
cell migration and differentiation of mullerian structures
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leading to the development of MRKH syndrome.® The ova-
ries are typically normal in structure and function, due to
their separate embryologic origin.

The MRKH syndrome is commonly diagnosed in adoles-
cence or early adulthood and primary amenorrhea is often
the first sign.” In addition to infertility, another manifestation
of Mullerian agenesis is difficulty with sexual intercourse
due to the impossibility of vaginal penetration.” Women with
MRKH syndrome have a typical growth and normal pubertal
development, presenting a karyotype 46,XX.?

Several treatment techniques have been employed to
create a neovagina in these patients. A breakthrough pro-
cedure for vaginoplasty surgery was the Abbé-Mclndoe
technique, which uses a split-thickness skin graft to cover
the neovaginal canal.® Several other techniques have been
proposed, such as Williams vaginoplasty (vulvavagino-
plasty), Vecchietti (continuous traction applied through the
abdominal wall in an ‘olive’ inserted into the vagina dimple)
or Davydov procedure (peritoneal vaginoplasty). Another
option is the use of intestinal segments, which was first de-
scribed by Baldwin in 1904."° Vaginoplasty using a sigmoid
colon segment is another procedure performed by some
pediatric surgeons and urologists."

The timing for the creation of a neovagina is elective, but
treatment should be deferred until late adolescence when
the patient is mature enough to agree to the procedure and
to be able to adhere to postoperative dilation using different
vaginal molds."” The treatment for these patients consists
of creating a sexually functioning neovagina and supportive
psychological care.

The aim of this study was to describe the surgical tech-
nique for the reconstruction of a neovagina.

METHODS

We present the surgical technique of vaginal recon-
struction from an ileal segment without a vascular pedicle
assisted by laparoscopy in a patient with MRKH syndrome
and hypoplastic uterus. This technique was developed by a
multidisciplinary team formed by gynecologists and general
surgeons in our tertiary university center. Written informed
consent was obtained from the patient for publication of this
case report and the accompanying images.

RESULTS
Case report and surgery technique

A 22-year-old woman with MRKH syndrome presented
with complaints of primary amenorrhea. She also reported
that it was impossible to have normal vaginal intercourse
with her male partner. The patient had depression and
was on medication. Review of her pubertal development
denoted an onset of thelarche (breast development) at 10
and pubarche (pubic hair development) at 11 years of age.
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Her parents reported an unremarkable family history and
denied congenital anomalies among family members. Her
body mass index (BMI) was 22 kg/m2. On gynecological
examination, normal secondary sexual characteristics were
observed; breast development was classified as Tanner
stage 4. The examination revealed well developed labia and
clitoris with a shallow vaginal pit and a short vaginal pouch,
approximately 1 cm deep.

The patient’s laboratory studies showed: blood karyo-
type 46XX, estradiol-17-beta 183.5 pg/mL (Follicular phase:
11.0 - 165.0; Ovulatory peak: 146.0 - 526.0; Luteal phase:
33.0 - 133.0; Postmenopause: 0.0 - 37.0), progesterone
21.37 ng/mL (Follicular phase: 0.15 - 1.40; Ovulatory peak:
3.34 - 25.56; Luteal phase: 4.44 - 28.03; Postmenopause
0.0 - 0.73), follicle-stimulating hormone 2.66 miU/mL (Fol-
licular phase: 2.5 - 10.2; Ovulatory peak: 3.4 - 33.4; Luteal
phase: 1.5 - 9.1; Postmenopause 3.0 - 116.3), and lutein-
izing hormone 3.19 mlU/mL (Follicular phase: 1.9 - 12.5;
Ovulatory peak: 8.7 - 76.3; Luteal phase: 0.5 - 16.9; Post-
menopause 15.9 - 54.0).

A pelvic magnetic resonance imaging (MRI) revealed
ovaries along with a rudimentary uterus and vagina ex-
pressed by a thin hyposignal line without an identifiable cer-
vix. The rudimentary cavity had no hematometra (collection
of blood in the uterus). The bladder, kidneys, urinary tract
and rectum were normal in appearance.

Before the operative procedure, a thorough bowel prep-
aration that included a one day low-residue semifluid diet,
one day liquid diet plus one day fasting was performed. A
cleaning enema was given on the day before surgery. Pro-
phylactic antibiotic treatment (2 g of cephazolin) was admin-
istered intravenously two hours before the operation.

The vaginoplasty surgery using ileal flap was performed
in three steps: (1) laparoscopic hysterectomy with bilateral
salpingectomy; (2) isolation of the ileal segment, subse-
quent ileal anastomosis, preparing the ileal segment and
adapting it to the mold; (3) creation of the neovagina, with

Figure 1 — 3D model of the vaginal mold
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the adaptation of the vaginal mold with the ileal mucosa to
the vesicorectal space.

A team of senior gynecologists and a general surgeon
performed all procedures.

A previously designed vaginal mold in the form of a cyl-
inder with a beveled end and a round one was developed
(Fig. 1). It had eight rows of small holes to allow the tissue
fixation sutures to pass through in order to suspend it to the
walls of the neovagina.

We created different sizes of vaginal molds in order to
adapt to the space that is dissected between the rectum
and the bladder.

The patient was placed in the lithotomy position. Prior to
the procedure, a Foley catheter was inserted in the bladder
through the urethra to identify these structures and ensure
they were well away from the dissection field. Laparoscopy
was performed through four-ports: one 11-mm trocar was
placed in the umbilicus and three 5-mm trocars were placed
under laparoscopic visual guidance: one in each (left and
right) iliac fossa and one in the midline, above the sym-
physis. The patient was then placed in the Trendelenburg
position. The surgery was performed with the UltraCision®
(UHS) harmonic scalpel (Smithfield, RI), as it is a safe and
fast tool for tissue cutting and coagulation.

The surgery was performed according to the following
steps:

Step |: Laparoscopic approach

1. For bilateral salpingectomy, the fimbriae were iden-

tified and grasped with an atraumatic forceps. The

fimbriated ends were suspended and elevated from
the ovary. Abowel grasper was placed below the first
one to prevent the lesion of the infundibular pelvic
ligament. Electrocautery was used to detach the
fimbria from the ovary and then continue across the
mesosalpinx toward the uterus.

2. Tissue transection was continued until the adnexa
were completely isolated from the uterine corpus.
Next, the round ligament was coagulated and tran-
sected. Coagulation of the round ligament allowed
opening the leaves of the broad ligament and en-
tering the vesicouterine and retroperitoneal spaces
and subsequent dissection. Dissection performed
with UltraCision® in vascularized areas and Mary-
land dissector were used when separating planes.
In this way, a hysterectomy was performed on the
hypoplastic uterus (Fig. 2). It was necessary to in-
crease the umbilical orifice up to 2 cm, in order to be
able to exteriorize the uterus.

Step Il: Preparation of the ileal segment and adaptation

to the mold.

1. The team mobilized the small intestine intra-abdom-
inally to obtain a free ileal loop. The mesentery was
dissected from the ileal segment to an extent of 20
cm using bipolar energy when necessary.

2. This was removed from the abdominal cavity by
laparoscopy through the umbilical orifice that was
enlarged.

3. Outside the abdominal cavity, enterectomy was

Figure 2 — Laparoscopic image after bilateral salpingectomy and hysterectomy
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performed and an ileal segment without a pedicle
was isolated.

4. The continuity of the ileum was restored by a single
layer of end-to-end anastomosis using GIA™ (Fig.
3).

5. Hemostasis was verified and if necessary, a suture
or electrocautery was used to contain hemorrhage.

6. The removed bowel segment was prepared, with
multiple washes using saline solution and isolated
from the intestinal mucosa (removal of the parietal
peritoneum). The segment was used as a single
layer to form the neovaginal lining.

7. The prepared intestinal mucosa was adapted to the
surface of the vaginal mold that was previously de-
veloped by the team (Fig. 4). The intestinal mucosa
layer was in contact with the vaginal mold and the
deperitonealized surface was facing outwards.

8. After adaptation to the mold, the vaginal mucosa at
the end of the internal apex of the mold was sutured
with 910 polyglactin thread.

Step Ill: Reconstruction of the neovagina

1. Bladder instillation of 300 cc of methylene blue and
saline was performed to allow identification of blad-
der lesions in the following steps. To facilitate dis-
section, the vesicorectal space was infiltrated with

Figure 3 — Preparation for ileal anastomosis and application of GIA™
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cold saline, adrenaline and lidocaine in the anterior
wall of the vesicorectal space.

. A'longitudinal incision was made in the apex of the

vaginal dimple.

. The channel was dissected on each side of the

median raphe. The space between the urethra and
bladder anteriorly and the anus and rectum pos-
teriorly was dissected, until a 3 cm wide and 7 cm
long tunnel was obtained. The dissections were
performed initially with monopolar energy and then
blunt dissection was performed with Metzenbaum
Scissors to minimize the risk of lesions in the blad-
der and rectum and preserve vascularization.

. The procedure was controlled laparoscopically so

that space was dissected until the lower surface of
the peritoneum was reached. It is important to have
a clear understanding of the anatomy and estimation
of the space between the bladder and rectum and
whether it will accommodate the neovagina, to avoid
entering the peritoneal cavity and injuring adjacent
organs.

. We created different sizes of vaginal molds in order

to adapt to the space between the rectum and the
bladder that is dissected. The vaginal mold with the
intestinal mucosa was irrigated with oxytetracycline
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Figure 4 — The prepared intestinal mucosa was adapted to the surface of the vaginal mold

hydrochloride solution. Introduction of the vaginal The patient was able to have comfortable sexual inter-
mold and fixation to the labia majora was made with  course after the treatment, and she was satisfied with the
2-0 sutures. results one year after the operation.

After surgery

1. Second-generation cephalosporin 1g 8/8 hours was
given intravenously for two days.

2. The Foley catheter was removed in the third postop-
erative day, to minimize the risk of urinary retention.

3. After one week, the vaginal mold was removed un-
der general anesthesia (Fig. 5).

4. Atdischarge, 10 days after surgery, the patient was
instructed to wear the dilators for the whole night
during the first three months. The creation of the
neovagina is maintained using progressively larger
dilators by increasing length and width as tolerated
until a suitable vaginal dimension is established. The
application of an estrogen based vaginal cream daily
was used to promote the growth of the intestinal mu-
cosa for three months.

5. The frequency of using vaginal dilators will be lower
over time in patients with an active sex life.

After three months of treatment, the patient developed

a 6 cm-long and 1.5 cm-wide diameter neovagina. The fre-
quency of use of vaginal dilators was reduced at the end of
the fourth month after the operation.

Figure 5 — Result after removal of vaginal mold, 1 week after sur-
gery
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DISCUSSION

The psychological effect of the diagnosis of mullerian
agenesis should not be underestimated. There are three
fundamental aspects with great impact on mental health,
to be considered when evaluating these patients: amenor-
rhea, interference in sexual life and infertility.

Amenorrhea is a factor of anxiety, especially in adoles-
cence when patients realize that they will not menstruate in
a similar way as other women and that compromises fertility.
Options for having children should be addressed with these
patients, including adoption and assisted reproduction tech-
niques with the use of gestational surrogacy. As the ovaries
are present, patients with this condition can have biological
children through in vitro fertilization. Uterine transplantation
may be another option, but it is currently considered experi-
mental and is not widely available.™

To establish a new and positive self-esteem, it is also
necessary to construct a good functional vaginal substitute,
which needs to be aesthetically pleasing, require low post-
operative manipulation and provide long-term sexual satis-
faction.™

Vaginoplasty is an important surgical procedure to im-
prove physical and psychological well-being of women with
congenital vaginal agenesis. MRKH syndrome may be di-
agnosed during adolescence, but treatment is usually de-
layed until the patient is ready to start sexual activity. We
consider that there may be a greater motivation and con-
sequently a better adherence to the recommendations in
the postoperative period when the patient is sexually active,
which contributes to the success of the treatment. Counsel-
ing and psychological preparation before treatment is also
essential for its success.

Many methods of vaginal reconstruction have been re-
ported in the literature. According to the American College
of Obstetricians and Gynecologists, the progressive dilata-
tion technique, described by Frank, should be attempted
first before surgical intervention.” Although satisfactory
vaginal length and sexual function can be achieved, this
method requires a long and persistent collaboration by the
patient, and they may feel embarrassment and shame.’®

Surgery is a second line treatment, usually reserved for
patients who have failed the conservative approach or pre-
fer surgery after a thorough discussion of the advantages
and disadvantages of the different techniques.

The best surgical treatment of vaginal agenesis is still
under discussion. Ideally, the reconstruction should be able
to provide sufficient dimension, physiological mucosa lining,
and satisfactory sexual function, while causing minimal do-
nor site morbidity.

Techniques using the ileum and the cecum are de-
scribed in the literature but are less performed when com-
pared to the sigmoid colon.'” Unlike other cases described
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in literature, in the case presented, a pedicle-free ileum seg-
ment was used to create the neovagina’s inner lining. It was
possible to obtain a neovagina with a length of 6 cm, after
three months. Once a vaginal length of approximately 8 cm
was achieved at six months after surgery, the patient began
to have a normal sex life without experiencing discomfort
during penile penetration.®

According to the literature, ileal segment vaginoplasty
provides a cosmetically acceptable neovagina with a good
width and depth without the long-term use of vaginal dila-
tors.' However, the question regarding the need for regular
vaginal dilation after ileal vaginoplasty is debatable. We be-
lieve that it is not necessary to continue with routine vaginal
dilation if the patients are sexually active.

Other factors associated with satisfactory results from
different surgical techniques include natural lubrication facil-
itating sexual intercourse which decreases the incidence of
dyspareunia, texture and appearance that is similar to that
of a natural vagina, little tendency to shrink, the relatively
stronger resistance to trauma, and reduced secondary de-
formity in the perineum.?%->

There are several reasons for using ileum instead of
sigmoid colon for vaginal reconstruction. Not only does the
ileum produce less mucus and a less intense smell than the
large bowel* but it also has lower rates of potential chronic
complications, for example, ulcerative colitis, hereditary
polyposis® or primary adenocarcinoma,?® as compared with
the sigmoid segments.

It is also important to consider that the ileum is techni-
cally less demanding for use in laparoscopic assisted vagi-
nal reconstruction because it has greater mobility, and the
segment is easy to cut and anastomose. In addition, the
growth of the ileum allows for surgery at an earlier age if
indicated.?®

In most of the surgeries described in the literature, the
resection of an ileal segment has a vascular pedicle.

Due to its mobility and constant vascularization, the ileal
segment represents an option which is also valid for vaginal
reconstruction. However, what we verified with our tech-
nique is that it is not necessary to isolate a pedicle in the
flap used for the reconstruction of the vagina.

The small intestinal submucosa is formed by structural
and functional proteins, such as collagen, fibronectin, gly-
cosaminoglycans and growth factors.?” This extracellular
matrix favors good biological tolerance, with no tendency
towards rejection.” It has low rates of infection and, accord-
ing to some authors, even certain antibacterial properties.*
It also induces angiogenesis and the prominent growth of
cells of several strains.*® The epithelialization observed in
almost all the intestinal submucosa graft shows the good
capacity of reepithelization of the intestinal submucosa.

The abundant neovascularization that accompanies
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these situations contributes to the acceleration of the neo-
vagina reconstitution process. The presence of angiogenic
growth factors was evidenced, such as endothelial growth
factor (EGF) and growth factor for fibroblasts (FGF).*'

The fact that the patient is young and has no associated
risk factors such as diabetes mellitus, smoking, hyperten-
sion or other cardiovascular disease favors successful neo-
vascularization and consequently, flap viability.

The approach chosen was laparoscopy. The advantag-
es of the laparoscopic technique when compared with lapa-
rotomy are the smaller abdominal incisions, no exposure
of internal organs, reduced loss of blood and body fluids,
quicker recovery of bowel function and lower rates of com-
plications. Moreover, it allows a better visualization of the
pelvic cavity and the innermost portion of the rectal-neovag-
inal space to avoid rectal lesions and reduce postoperative
morbidity.? Despite this, we performed the ileal anastomo-
sis outside of the abdominal cavity. We took advantage of
the enlargement of the umbilical orifice performed previ-
ously to exteriorize the uterus, to exteriorize the ileal loop in
a less traumatic way and thus perform the procedure safely
and with a lower risk of complications.

In addition to the scars, the major disadvantages of ileal
segment vaginoplasty include the need of patient immobi-
lization for a better adaptation of the flap to the tissue of
the rectovaginal space, allowing the re-epithelization of the
intestinal mucosa and the development of neovasculariza-
tion. Therefore, patients usually receive a recommendation
to stay in bed for a week.

There are rare significant complications in the immedi-
ate postoperative period of the vaginal reconstruction tech-
nique with bowel that deserve discussion. Some immediate
complications are perforation of the rectum and bladder,
perineal wound hematomas or necrosis of the intestinal
flap, whereas late complications include stenosis, prolapse
bladder, rectum or vaginal fistulae and necrosis of the ure-
thra caused by the dilator.*

To avoid these complications, excessive dissection of
the bladder-rectal space must be avoided, and preoperative
intestinal preparation, experience in intestinal surgery and
meticulous suturing are essential.

Patients with surgical indication should be referred to
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ABSTRACT
Introduction: Exclusive breastfeeding (EBF) is currently recommended until six months of age. The Baby-friendly Hospital (BFH) initiative an interna-
tional program to promote breastfeeding, was launched in Portugal in 1994. The aim of this study was to identify the prevalence and factors influencing
breastfeeding in the first six months of life and to compare the results with a study carried out in 1999 including population from the same geographic area.
Methods: A prospective, longitudinal and observational study was carried out in two hospitals in the Lisbon metropolitan area, one BFH and another
non-BFH. It consisted of different questionnaires answered by mothers at three distinct moments (zero, three and six months). The first questionnaire
was applied between February and June 2019.
Results: A total of 423 infants were included, 324 from the BFH and 99 from the non-BFH. The breastfeeding rate was 94.3% at discharge, 78.2% at
three months and 64.4% at six months, whereas EBF rate was 74.2%, 51.8% and 25.6% respectively. All women on EBF at six months, except one, were
breastfeeding on demand. The discontinuation of EBF was associated with delayed skin-to-skin contact, Neonatal Intensive Care Unit admission, paci-
fier and artificial teats use, mother’s return to work earlier and lower education levels. Conversely, factors that promote EBF were older gestational age,
adequate birthweight, breastfeeding initiation in the first hour of life, rooming-in practice, shorter hospital stay and absence of infant’s ilinesses. Compared
with 1999, although there was a significant improvement of breastfeeding rates at three and six months, the EBF rate was similar at six months (23%).
Both studies identified the mother’s lower education level and mother’s return to work as contributing factors to breastfeeding discontinuation.
Conclusion: Our results are in agreement with previously reported causes of breastfeeding discontinuation and emphasize the importance of socio-
cultural factors. Compared with 1999, the breastfeeding rates in this Portuguese population increased significantly at three and six months. However, it
is still necessary to improve in order to achieve the World Health Organization global target.
Keywords: Breast Feeding; Infants; Mothers; Portugal

RESUMO
Introdugao: O aleitamento materno exclusivo (AME) é recomendado até aos seis meses de idade. A iniciativa Hospital Amigo dos Bebés (HAB) é um
programa internacional de promogao do aleitamento materno langado em Portugal em 1994. O objetivo deste estudo foi identificar a prevaléncia e quais
os fatores que influenciam o aleitamento materno nos primeiros seis meses de vida e comparar os resultados obtidos com um estudo decorrido na
mesma area metropolitana em 1999.
Métodos: Foi desenvolvido um estudo prospetivo, observacional e longitudinal em dois hospitais da area metropolitana de Lisboa, um HAB e outro
ndo-HAB. Consistiu em trés questionarios diferentes preenchidos pelas maes aos zero, trés e seis meses de idade. O primeiro questionario foi aplicado
entre fevereiro e junho de 2019.
Resultados: Foram incluidos 423 recém-nascidos, 324 do HAB e 99 do ndo-HAB. A taxa de aleitamento materno foi 94,3% a alta da maternidade,
78,2% aos trés meses e 64,4% aos seis meses, enquanto a de AME foi 74,2%, 51,8% e 25,6% respetivamente. Todas as lactantes em AME aos seis
meses amamentavam em regime de horario livre, a excegdo de uma. O abandono do AME esteve associado ao atraso do contacto pele-a-pele, admis-
sao na Unidade de Cuidados Intensivos Neonatais, uso de chupeta e mamilos de silicone, regresso antecipado das maes ao trabalho e nivel educacional
materno mais baixo. Contrariamente, os fatores que promoveram o AME foram idade gestacional superior, adequado peso ao nascimento, inicio do AM
na primeira hora de vida, pratica de rooming-in, internamento hospitalar mais curto e auséncia de doenga neonatal. Em comparagdo com o estudo de
1999, apesar de uma melhoria significativa da taxa de AM aos trés e seis meses, a prevaléncia de AME foi semelhante aos seis meses (23%). Ambos
os estudos identificaram como fatores que contribuem para o abandono do aleitamento materno o menor nivel educacional materno e o regresso ante-
cipado da méae ao trabalho.
Conclusao: Os nossos resultados confirmam as causas de abandono do aleitamento materno reportadas anteriormente e realgam a importancia de
fatores socioculturais. Em comparagdo com 1999, a taxa de aleitamento aos trés e seis meses aumentou significativamente em Portugal. Contudo, é
necessaria maior otimizacdo para atingir o objetivo proposto pela Organizacao Mundial de Saude.
Palavras-chave: Aleitamento Materno; Lactentes; Mées; Portugal

INTRODUCTION

Breastmilk is undoubtedly the most complete and ad- for Pediatric Gastroenterology, Hepatology and Nutrition
equate nutrient for infants. Exclusive breastfeeding (EBF) (ESPGHAN) and United Nations International Children’s
is currently recommended until six months of age by the Emergency Fund (UNICEF)."? Moreover, it is encour-
World Health Organization (WHO), the European Society aged to be continued during the first two years, alongside
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complementary feeding.®

Breastfeeding has several advantages to both babies
and mothers. For infants, breastfeeding has proved benefi-
cial for prevention of infections, hospitalizations, allergies,
obesity, type 1 diabetes, celiac disease, some malignan-
cies and other conditions.*® There are also lower rates of
sudden death syndrome in exclusively breastfed infants.*®
Concerning mothers, it reduces the risk of postpartum hem-
orrhage, lowers the risk of ovarian and breast neoplasia
and also helps mothers delay fertility and return to their pre-
pregnancy weight.*®

In 1991, the WHO and UNICEF created the Baby-friend-
ly Hospital Initiative (BFHI), which consists of practical steps
to protect, promote and support breastfeeding.® In Portugal,
this project was launched in 1994 and today fourteen hospi-
tals are certified and some primary care units are also start-
ing to implement these measures.” Portuguese legislation
seeks to protect mothers and promote breastfeeding and
therefore, maternity leave has increased in 1995 from 98
days to five or six months when shared with the father.” Af-
terwards, the mother is entitled to have a reduced working
schedule up to one year since 2009.°

Despite recommendations, some European Union
countries maintain a low rate of exclusive breastfeeding
(EBF). In countries where initial rates are high, there is still a
significant percentage of EBF discontinuation in the first six
months of life. Portugal fits into the latter group, with an ini-
tiation rate higher than 90%, but an exclusivity rate of 17%
to 34% at six months, a considerably lower rate than what
is proposed by the WHO for 2025 which is 50%.5" Docu-
mented reasons for early discontinuation include low ma-
ternal age (below 20 years old), gestational age below 37
weeks, low socioeconomic level, sparse follow-up and early
return to work.? On the other hand, factors associated with
prolonged breastfeeding are eutocic delivery, breastfeeding
in the first hour of life and a good breastfeeding technique.’

Since the BFHI project began, studies have shown an
increment in EBF in Portugal. A study published by UNICEF
showed a significant increase in EBF rate at three months
from 34.6% in 1995/1996 to 60.6% in 2014. However, at
six months there was an initial increase from 20.6% in
1995/1996 to 36.6% in 2005 and subsequent decrease to
30.3% in 2014.°

It is essential to know the prevalence of breastfeeding
and to identify not only protective factors but also factors as-
sociated with breastfeeding discontinuation in the first few
months in order to protect it and improve its promotion.

The aim of this study was to identify the prevalence of
breastfeeding in the first six months of life in the municipali-
ties of Amadora, Sintra and Cascais, as well as factors as-
sociated with protection and discontinuation of breastfeed-
ing. Additionally, another aim was to compare the results
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with a study carried out in 1999 including population from
the same geographic area.?

METHODS

This was a prospective, longitudinal and observational
study developed in the postnatal wards of two level-Il hos-
pitals in the Lisbon metropolitan area: Hospital Profes-
sor Doutor Fernando Fonseca [a Baby-Friendly Hospital
(BFH)], and Hospital de Cascais Doutor José de Almeida
[a Non-Baby-Friendly Hospital (NBFH)]. Together, the two
hospitals serve the municipalities of Amadora, Sintra and
Cascais, with a total of 771 312 inhabitants, according to
the census of 2021. The three counties include a significant
percentage of migrant population from Portuguese Speak-
ing African countries (e.g., Mozambique and Cape Verde),
Brazil and Eastern European countries (e.g., Ukraine).

Both hospitals adopt a rooming-in policy of newborns
and mothers in the postnatal ward. The study consisted
of three different questionnaires answered by mothers,
composed of closed-ended questions (dichotomous and
multiple-choice). The first questionnaire was applied at dis-
charge in the postnatal ward and included questions about
pregnancy, birth, family history and aspects of breastfeed-
ing. This phase took place in both hospitals concomitantly
between February and April 2019 and was extended until
June of the same year in Hospital Professor Doutor Fer-
nando Fonseca. Subsequently, mothers were asked to re-
ply to the other questionnaire, over the phone or through
email, when the newborn reached the age of three and six
months old. These questionnaires inquired about the medi-
cal history of the infant and aspects related to breastfeeding
at that moment. In order to compare the current results with
the results obtained in 1999, the same variables were in-
cluded (breastfeeding and EBF rates; mother’s age, nation-
ality, education level, number of previous children; reasons
for breastfeeding discontinuation; the time when mothers
returned to work, who recommended formula and who gave
most support).

All newborns were eligible for the study, apart from: 1)
formal breastfeeding contraindications (mothers with: hu-
man immunodeficiency virus infection, active tuberculosis
without treatment, active herpetic lesions in the nipples, tak-
ing drugs not compatible with breastfeeding; and newborn
metabolic disease); 2) mothers who decided not to breast-
feed; 3) gestational age under 35 weeks; 4) newborns with
congenital malformations that interfered with breastfeeding;
5) newborns that did not start breastfeeding in the postnatal
ward; 6) newborns of mothers unable to communicate in
Portuguese or that were unreachable by phone or email; 7)
newborns discharged directly from the Neonatal Intensive
and Intermediate Care Unit; 8) mothers who did not consent
to the study.
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Descriptive and statistical analysis were performed with
SPSS® v.23.0 (SPSS Inc, Chicago, IL, USA). Qualitative
variables were expressed as frequencies and percentages
and continuous variables as means/medians and interquar-
tile ranges. The chi-square test or Fisher exact test were
used to compare categorical variables. Additionally, binary
logistic regressions were performed using as independent
variables: exclusive breastfeeding and mixed feeding at
zero, three and six months. Odds ratio (95% confidence in-
terval) was used and a level of significance of p < 0.05 was
assumed.

The ethics committee of both hospitals approved the
study. Informed consent was obtained from all participants.
All information was anonymous and confidential.

RESULTS

A total of 423 participants were included in this study
(Fig. 1), 324 from the BFH and 99 from the NBFH. The drop-
out rate at three months was 33.0% in the BFH and 23.0%
in the NBFH (remaining n = 293) and at six months was
4.6% in the BFH and 3.9% in the NBFH (remaining n = 280).

A detailed description of the characteristics of the par-
ticipants is presented in Table 1.

Globally, the breastfeeding rate in this study was 94.3%
at discharge, 78.2% at three months and 64.4% at six
months.

At discharge, 74.2% of newborns were exclusively
breastfed, 20.1% had mixed feeding and 5.7% were solely
formula-fed. Exclusively breastfed infants remained 61.8%

Total sample at discharge: 423
(BFH n = 324; NBFH n = 99)

Sample at three months: 293
(BFH n =217; NBFH n = 76)

Sample at six months: 280
(BFH n =207; NBFH n = 73)

Figure 1 — Population characterization
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Table 1 — Reasons for breastfeeding discontinuation given by moth-
ers

Reasons for breastfeeding discontinuation
44/150 (29.3%)

Infant failure to thrive 11

Objective reasons

Breast problems
Maternal disease

Infant disease

Mother’s return to work 11
Mother’s decision 4

Non objectives reasons 106/150 (70.7%)
Breast milk was weak 12
Breast milk wasn’t enough 52
Baby crying 10
Baby did not want 32

at three months old and the percentage of formula-fed in-
fants increased to 38.2%. At six months, only 25.6% were
exclusively breastfed (all of these, except one, were breast-
fed on demand), 6.7% had mixed feeding, 23.2% had al-
ready initiated complementary feeding associated with
breastfeeding and 44.5% were fed with formula alone or
complemented with solid food.

At discharge, formula was initiated in 43.5% due to phy-
sician or nurse recommendation, in 25.9% due to hypogly-
cemia and in 30.6% by maternal option. At this moment,
nearly 90% of mothers felt confident about breastfeeding
and the majority decided to breastfeed before pregnancy
(74.5%). Breastfeeding advantages indicated by moth-
ers were being healthy for the baby (96.6%), important
for mother-child bond (75%), protection from infections
(67.9%), natural feeding (63.3%), protection from allergies
(51.2%), healthy for the mother (51.5%), and inexpensive
(44.4%).

After discharge, formula was more frequently recom-
mended by the pediatrician (32%), the family doctor (31%)
or the nurse (19%), but in 11% of cases it was the mothers’
own initiative. Reasons for breastfeeding discontinuation
given by mothers are shown in Table 2.

At three months, while 63.8% of mothers felt they had
enough support to take care of their children (in most cases
the father and the grandmother), 25.6% admitted searching
for help in the primary care setting and 29.3% in breastfeed-
ing support lines, such as SOS breastfeeding.

Factors influencing breastfeeding

Several factors were found to be associated with EBF at
discharge from the postnatal ward (Fig. 2): gestational age
equal to or greater than 37 weeks [term birth, OR 4.43 (1.53
— 12.63)], eutocic delivery [OR 1.71 (1.10 — 2.67)], female
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Table 2 — Results at zero, three and six months of age

Inquiry at maternity discharge

n =423

Sociodemographic characteristics
Mother’s age, (years) mean [IQR]
Father’s age, (years) mean [IQR]
Mother’s nationality

Portuguese, n (%)
Foreign, n (%)

Father’s nationality
Portuguese, n (%)
Foreign, n (%)

Father’'s employability, n (%)

Household
Nuclear family, n (%)
Extended family, n (%)

Pregnancy and delivery characteristics
Pregnancy adequately monitored, n (%)
High risk pregnancy, n (%)

Twin pregnancies, n (%)

Type of delivery, n (%)

Eutocic
Forceps/Suction
Caesarian

Epidural anesthesia, n (%)

Complications during birth, n (%)
Mother related, n (%)
Newborn related, n (%)

Infant’s characteristics
Gestational age, n (%)

37 weeks — 40 weeks plus 6 days
35 weeks — 36 weeks plus 6 days
= 41 weeks

Birthweight, (g) mean [IQR]

Male gender, n (%)

NICU admission, n (%)

Hospital practices
Skin-to-skin contact in the first hour of life, n (%)

> 1h, n (%)
< 1h or without contact, n (%)

30.4 [26.0 — 35.0]
35.6 [29.0 — 38.0]

239 (56.5)
172 (40.7)

237 (56.0)
171 (40.4)
386 (91.3)

271 (64.1)
92 (21.7)

294 (69.5)
139 (32.9)
10 (2.4)

243 (57.4)
51 (12.1)
128 (30.3)
339 (80.1)
17 (4.0)
16/17 (94.1)
1117 (5.8)

347 (82.0)
20 (4.7)

56 (13.2)
3226 [2898 — 3532]
221 (52.2)

13 (3.1)

363 (85.8)
137/363 (37.7)
152/363 (41.9)

Breastfeeding in the first hour of life, n (%) 371 (87.7)
Pacifier use, n (%) 151 (35.7)
Artificial teats use, n (%) 62 (14.7)
Inquiry at 3 months old n =293
Infant’s first appointment, (days) mean [IQR] 15.1[6.0 — 18.5]
Pacifier use, n (%) 184 (62.8)
Artificial teats use, n (%) 75 (25.6)
Mother at home, n (%) 281 (95.9)
Inquiry at 6 months old n =281
Infant’s hospitalization, n (%) 4(1.4)
Infants who get sick, n (%) 40 (14.2)
Pacifier use, n (%) 172 (61.2)
Artificial teats use, n (%) 54 (19.2)
Nursery, n (%) 103 (36.7)
Mother at home, n (%) 184 (65.4)
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newborn [OR 1.61 (1,08 — 2,41)], birthweight between 2500
g and 3999 g [OR 3.31 (1.53 — 7.14)], rooming-in [OR 5.48
(1.48 — 20.21)], earlier discharge from the postnatal ward
[< 72 hours, OR 4.12 (1.81 — 9.75)] and breastfeeding in
the first hour of life [OR 2.81 (1.40 — 5.65)]. Newborn latch
observation was not associated with EBF at discharge.

In addition, mixed feeding at discharge was more fre-
quent in cases of pregnancies monitored in a private ob-
stetrician [OR 2.13 (1.01 — 4.50)], cesarean section [OR
2.00 (1.26 — 3.17)], transfer to the neonatal intensive care
unit (NICU) [OR 7.24 (1.95 — 26,78)], newborn discharge
after the fifth day of life [OR 4.26 (1.83 — 9.93)], absence of
skin-to-skin contact [OR 2.14 (1.16 — 3.96)], use of pacifier
[OR 1.75 (1.14 — 2.69)] and artificial teats [OR 2.02 (1.16 —
3.55)].

Exclusive breastfeeding at three months old (Fig. 3) was
more common in infants from mothers and fathers with for-
eign nationality [OR 2.28 (1.38 — 3.75) and OR 2.24 (1.34
— 3.74) respectively]; newborns that did not use pacifiers
[OR 2.01 (1.22 — 3.34)] nor artificial teats [OR 2.08 (1.22 —
3.54)]. Mixed feeding at three months old was associated
with twin pregnancies [OR 7.32 (1.53 — 35.13)] and with
the return of the mother to her workplace [OR 5.43 (1.08 —
27.41)].

Infants that until six months of age did not get sick [OR
3.18 (1.09 — 9.31)], did not use pacifiers [OR 1.80 (1.02 —
3.17)] neither joined a nursery [OR 2.04 (1.09 — 3.83)] had
a greater probability of being on EBF by that age (Fig. 4).
Mixed feeding at six months old was associated with a low-
er maternal educational level (below 9" degree) [OR 5.78
(1.11 = 30.25)], return of the mother to the workplace [OR
2.18 (1.28 — 3.70)], pacifier use [OR 2.21 (1.32 — 3.71)] and
daycare attendance [OR 1.97 [1.17 — 3.31)]. The beginning
of complementary feeding before six months of age was
more likely in larger families with more than three children
[OR 4.91 (1.37 — 17.66)].

DISCUSSION

In this study, the breastfeeding initiation rate was 94.3%,
which is similar to other Portuguese studies that exhibit
rates above 90.0%." Portuguese studies between 2003
and 2014, reported EBF rates at discharge between 75% to
98% and at six months between 18.7% — 46.1%."%°"" In our
study, the EBF rate at discharge was 74.2%, at six months
old it dropped to 25.6%, which is substantially lower than
the WHO global target of 50.0% for 2025."? This suggests
that no significant improvement was seen in the last few
years in the EBF rate during the first six months of life in
Portugal.

419 www.actamedicaportuguesa.com

ARTIGO ORIGINAL



TIVNIDIHO O9ILYV

Branco J, et al. Prevalence and predictive factors of exclusive breastfeeding, Acta Med Port 2023 Jun;36(6):416-423

BFH

Smoking mother

Higher maternal literacy

Mother that has previous children

Mother has previously breastfed

Mother well informed about breastfeeding
Mother confident about breastfeeding
Mother recommended to breastfeeding
Postnatal preparation course

Eutocic delivery

Term newborn

Postterm newborn

Birthweight 2500 g — 3999 g

Female newborn

Breastfed in the first hour of life
Skin-to-skin

Rooming-in

Discharge from hospital before 72 hours
Discharge from hospital after 72 hours and before 5 days
Newborn does not use pacifier at discharge
Mother does not use artificial teats at discharge
Breastfeeding on demand

0.0

OR

Figure 2 — Forest plot of variables related to exclusive breastfeeding at discharge from the postnatal ward

Factors influencing breastfeeding

Socio-cultural variables

Our results emphasize the importance of socio-cultural
factors for discontinuing EBF during the first six months of
life. Variables associated with a longer duration of breast-
feeding are typically related to social status.'

Lower education levels are associated with the discon-
tinuation of EBF." Accordingly, we observed that less-edu-
cated mothers had a 5.8 greater chance of their infant being
on mixed feeding at six months.

Besides, maternal employment is a major factor in
short—term breastfeeding patterns.” In fact, in our study,

Single pregnancy (versus twin pregnacy)

Newborn does not use pacifier until three months old

Mother does not use artificial teats until infant is three
months old

Earlier timing of infant’s first apointment N

Infant does not get sick in the first three months

Mother home with the infant until three months

1.0 10.0
OR

Figure 3 — Forest plot of variables related to exclusive breastfeeding at infant three-months old

Revista Cientifica da Ordem dos Médicos 420

www.actamedicaportuguesa.com




Branco J, et al. Prevalence and predictive factors of exclusive breastfeeding, Acta Med Port 2023 Jun;36(6):416-423

higher mixed feeding rates were observed in infants that
have already started attending nurseries at six months be-
cause their mothers returned to work. Beyond that, 30% of
these women were not entitled to a breastfeeding sched-
ule, suggesting the importance of providing breastfeeding
breaks by employers and providing access to these women
to a private area where they may pump and store breast-
milk."®

EBF at three months old was more common in infants
from mothers and fathers who are unable to communicate
in Portuguese. Some reports describe exclusive breast-
feeding adoption being more like a socio-cultural rather
than technical process |."® There are some particularities
about the African culture that may have a protective influ-
ence in EBF including grandmothers and other extended
family members who frequently live together and have sig-
nificant roles in childcare.

No association between breastfeeding and maternal
age was found.

Delivery and newborn characteristics

Other similar factors were NICU admission and cesar-
ean delivery, which could be related to delayed skin-toskin
contact and, therefore, early discontinuation of EBF."®

On the other hand, factors that promoted EBF at dis-
charge were gestational age (> 37 weeks), birthweight be-
tween 2500 g and 3999 g and shorter hospital stay (< 72
hours). A possible explanation is that some of the reasons
that justify formula introduction, as hypoglycemia, are less
common in newborns with normal birthweight and gesta-
tional age. Additionally, a longer hospital stay is usually due
to maternal or newborn clinical complications, and these
could be a cause of breastfeeding discontinuation.

Infant hospitalization is a known risk factor for early and
later discontinuation of EBF.'® In fact, at six months, infants

who had not been sick were more likely to be exclusively
breastfed.

Institutional practices during hospital stay

Hospital practices and training of healthcare personnel
following the Baby-Friendly Hospital Initiative may have an
enormous impact on the rate of EBF.""'® Positive effects on
EBF at maternity discharge were found for the rooming-in
practice and breastfeeding initiation within the first hour
of life [OR 2.81 (1.40 — 5.65)]. In agreement, Setegn et al
showed that mothers who initiated breastfeeding within one
hour of birth were two times more likely to practice exclusive
breastfeeding than mothers who initiated it afterwards.®

Furthermore, several observational studies have shown
a strong association between early pacifier use and early
cessation of EBF." Of note, the use of pacifiers in our study
adversely affected breastfeeding compliance at all ages (at
discharge, three and six months).

Other factors that promoted mixed feeding at mater-
nity discharge were the absence of immediate skin-to-skin
contact after delivery and the use of artificial teats.?® Al-
though other reports identify newborn latch observation as
a breastfeeding promoting factor, our statistical analysis did
not confirm that. Almost all women on EBF at six months
were breastfeeding on demand, highlighting the importance
of this practice to keep milk production. At six months old,
only non-use of pacifier and breastfeeding on demand
presented a protective effect on exclusive breastfeeding
among BFH practices.

Our study showed that women whose pregnancy was
supervised by a private obstetrician, and not by a primary
care physician, were 2.1 more likely to give formula earlier.
A possible explanation is the difficulty of training healthcare
personnel by the BFHI in private hospitals and clinics.

NBFH [
Birthweight > 4000 g } .

Newborn does not use pacifier until six months old ~—-%
Mother does not use artificial teats until infant is six ;
months old !

Infant does not get sick in the first six months | °

Infant did not join a nursery in the first six months 3%%
Mother home with the infant until six months %%
Mother has a breastfeeding schedule from work 3 °
T f T
0.0 1.0 10.0
OR

Figure 4 — Forest plot of variables related to exclusive breastfeeding at infant six-months old

Revista Cientifica da Ordem dos Médicos 421

www.actamedicaportuguesa.com

ARTIGO ORIGINAL



TIVNIDIHO O9ILYV

Branco J, et al. Prevalence and predictive factors of exclusive breastfeeding, Acta Med Port 2023 Jun;36(6):416-423

What happened in the last twenty years?

Another aim of our study was to analyze the evolution
of breastfeeding in the first six months of life in the last 20
years in Portugal. For that we compared our results with a
study carried out in 1999 that included population from the
same geographic area.’®

In 2019, the breastfeeding rate at hospital discharge
was slightly lower (94.3% vs 97.3%) but there was a signifi-
cant improvement at three and six months, with breastfeed-
ing rates of 78.4% and 64.6%, respectively, compared with
to 48.4% and 22.4% in 1999, respectively.

On the contrary, there is nowadays a higher rate of EBF
at three months (58% vs 41%) but equal at six months of
age (23% vs 23%). This is in line with other Portuguese
studies that demonstrate the need to improve the EBF rate
at six months to achieve the WHO global target (50%).52%2
A substantial difference is the age at which there is the
greatest dropout of EBF. While nowadays it occurs between
the third and the sixth month, in 1999 it was before the third
month. This difference may be due to the longer duration of
maternity leave in recent years.

Other factors explaining this improvement could be ma-
ternal age, number of previous child and the mother’s na-
tionality. As expected, at present there were fewer mothers
between the age of 18 and 35 years (77.5% vs 89%), since
today women give birth for the first-time at an older age and,
consequently, get pregnant again more frequently after 35
years old. However, our analysis did not show any influence
of maternal age in breastfeeding, unlike several studies
that demonstrated that younger mothers abandon breast-
feeding earlier."*° The percentage of primiparous women
was significantly lower in our study (41.4% vs 87%) and
that may have contributed to better results on breastfeeding
rate, since it is known that being a primiparous is associated
with early discontinuation of breastfeeding.’>?22° In relation
to the mother’s nationality, the percentage of African moth-
ers was 28.1%, in contrast to 13% of non-Caucasian moth-
ers in 1999. This may be relevant because, as mentioned
above, foreign nationality in our study was associated with
EBF promotion.

Regarding the reason for breastfeeding discontinuation,
mothers indicated more non-objective reasons than in 1999
(71% vs 66%) (Table 2). This is an important finding be-
cause it reflects the importance of improving maternal edu-
cation about breastfeeding. A positive finding was that the
mother’s return to work was less often indicated as a reason
for EBF cessation (7.3% vs 24%).

While in both studies the family doctor played an impor-
tant role in formula recommendation, in our study pediatri-
cians were not reported to have a protective influence but
rather also contributing to formula introduction. Even so, the
mother’s initiative to introduce formula was much more fre-
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quent in 1999 than nowadays (44% vs 10.8%).

Concerning the factors associated with EBF discon-
tinuation, both studies identified the same factors including
mother’s lower education level and return to work. Similarly,
we also identified that mothers that had previously breast-
fed were more likely to maintain EBF during the first six
months.

A substantial difference between the two studies was
the father’s influence and support. Many women indicated
a positive role of their husband, namely the possibility to
take care of the child, while in 1999 the paternal influence
was not emphasized. This may be related to the increasing
importance of paternal participation in the child education in
recent years.

Study limitations

There were some limitations to this study. First, par-
ticipants were only recruited in urban areas, which could
explain lower breastfeeding rates compared with other
populations outside of this region. According to Venancio et
al, urban mothers are more likely to have more job oppor-
tunities, which limits the time to stay with their infants and
compromises EBF practice.?? Second, a self-completion
questionnaire method for data collection may lead to differ-
ent interpretations and a higher rate of unanswered ques-
tions. Third, different sample sizes and different dropout
rates may have been responsible for bias and compromised
study results. A possible explanation for a higher dropout
rate in the BFH population, besides the mother’s lower edu-
cational level, is that some African mothers may come to
Portugal just to give birth, returning to their country after
the first month. Additionally, social demographic differences
between the two study populations may have influenced the
results in a way that could not be appropriately measured,
such as the socio-economic level.

CONCLUSION

Our results are in accordance with the reported causes
associated with EBF discontinuation, but emphasize the
importance of socio-cultural factors, including the mother’s
education level and mother’s return to work.

Compared with 1999, Portuguese breastfeeding rates
improved significantly at three and six months. However, in
order to achieve the WHO global target, it is still necessary
to improve the EBF rate, particularly at six months. Enhanc-
ing the education of families about breastfeeding could be
the key to success. Continuous training of healthcare pro-
fessionals should also be encouraged.
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Esferocitose Hereditaria e Gravidez: A Propdsito de um Caso Clinico

Hereditary Spherocytosis and Pregnancy: A Case Report

Andreia MIGUEL><", Maria José ALVES', Ana Catarina MASSA'
Acta Med Port 2023 Jun;36(6):424-427 = htips://doi.org/10.20344/amp.18871

RESUMO

A esferocitose hereditaria (EH), embora rara, constitui a principal causa de anemia hemolitica hereditaria, tendo uma apresentacéo clinica muito diversa.
Raros casos de gravidas com EH estéo publicados, tendo um impacto incerto nos desfechos maternos e fetais. Os relatos de gestagdes complicadas por
EH e de complicacdes trombéticas ou hipertenséo portal séo particularmente escassos. Apresentamos o caso de uma gravida esplenectomizada, com
EH e hipertenséo portal ndo cirrética. A utente apresentava polimorfismos da metiltetrahidrofolato redutase e fator inibidor do ativador do plasminogénio,
mutagdes com impacto controverso no risco tromboético. Durante a gestacdo ndo ocorreu deterioracdo hemodinamica ou hepatica, diagnosticando-se
restricdo de crescimento fetal tardia que nao condicionou término precoce da gravidez. Cinco semanas apés o parto, surgiu um quadro de dor abdo-
minal, tendo-se diagnosticado trombose de veia mesentérica. Descrevemos a nossa experiéncia de vigilancia da gravidez, parto e puerpério de uma
mulher com EH grave, com destaque para potenciais complicagdes associadas a EH.

Palavras-chave: Anemia Hemolitica/etiologia; Complicacdes na Gravidez; Esferocitose Hereditaria/complicagées; Hipertensao Portal/complicagdes

ABSTRACT

Even though it is a rare condition, hereditary spherocytosis (EH) is the main inherited cause of haemolytic anaemia and presents with a broad spectrum
of symptoms. In the few reported cases of pregnancy and EH, maternal and foetal outcomes are controversial. Particularly, reports of pregnancies with
EH associated with thrombosis or portal hypertension are scarce. We present a case of a woman who underwent splenectomy with EH and non-cirrhotic
portal hypertension. Our patient presented polymorphisms of the methylenetetrahydrofolate reductase (MTHFR) and plasminogen activator inhibit-1 that
have a controversial impact on thrombotic risk. During pregnancy, the woman showed no signs of haemodynamical or cirrhosis deterioration. Concerning
the foetus, late-onset foetal growth restriction was diagnosed but did not determine preterm delivery. Five weeks post-partum after an episode of acute
abdominal pain, mesenteric venous thrombosis was diagnosed. In this case report, we describe our experience in managing pregnancy, labour and post-
-partum of a woman with EH, highlighting potential complications of this condition.

Keywords: Anemia, Hemolytic/etiology; Hypertension, Portal/complications; Pregnancy Complications; Spherocytosis, Hereditary/complications

OJINITD OSVD

INTRODUGAO

A esferocitose hereditaria (EH) é a causa genética mais
comum de anemia hemolitica. A sua prevaléncia varia entre
1:2000 a 1:5000 pessoas e deve-se a mutagdes herdadas
ou de novo que induzem alteragdes quantitativas ou qua-
litativas na membrana e/ou citoesqueleto dos eritrocitos.'
A proteina mais frequentemente alterada é a anquirina-1
(gene ANK-1), transmitida por um padrdo autossémico do-
minante, seguindo-se a espectrina e a banda-3.

A apresentagéo clinica da EH ¢ variavel, de ligeira a
grave, a Ultima caracterizada por anemia grave (hemoglobi-
na 6 - 8 mg/dL) e complica¢des hemoliticas como ictericia,
esplenomegalia e trombose.? A esplenectomia é o trata-
mento mais eficaz nos casos graves, embora se associe
ao aumento de eventos trombdticos. Escassos casos de
trombose da veia porta foram descritos em pacientes com
EH, podendo desencadear hipertenséo portal (HTP).>*

Na literatura, raros casos de gravidas com EH séo
descritos e, em particular, casos graves com morbilidades
trombdticas associadas sdo escassos. Este caso clinico
pretende contribuir para o conhecimento atual sobre EH na
gravidez, evidenciando potenciais complicagdes associa-
das as formas graves da doenca.

CASO CLiNICO

Uma mulher de 28 anos, com indice obstétrico 0020
(duas interrupgdes voluntarias da gravidez), foi referencia-
da a consulta pré-concecional da nossa unidade hospitalar
por EH grave e HTP secundaria a trombose da veia porta
com posterior transformagédo cavernomatosa na infancia.
Adicionalmente, da sua histéria pessoal destacam-se:

» presencga de polimorfismos da metiltetrahidrofolato
redutase (MTHFR) 677 e MTHFR 1298, e do fator
inibidor do ativador do plasminogénio (PAI-1);

* realizagcdo de esplenectomia e desconexao porto-
-azigos aos 20 anos de idade, com consequente
resolucdo completa dos sintomas hematoldgicos
(anemia e ictericia) e parcial da HTP;

* laqueacao elastica de varizes esofagicas (pds-es-
plenectomia), confirmando-se varizes esofagicas
quiescentes dois anos antes da consulta pré-conce-
cional.

A restante anamnese foi irrelevante, destacando-se a
inexisténcia de antecedentes familiares de anemia hemoli-
tica.

Tendo em consideragao a estabilidade clinica e baixo
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risco de descompensagao hematolégica ou gastrica, apos
discussdo multidisciplinar, a utente iniciou suplementagao
de acido fdlico e iodo, bem como foi recomendada vacina-
¢ao contra Haemophilus Influenza B, Streptococcus pneu-
moniae e rubéola com um intervalo minimo de trés meses
para iniciar a tentativa de concegao.

Seis meses ap0s a consulta, a utente agendou a primei-
ra consulta de obstetricia, confirmando-se ecograficamente
seis semanas de gravidez, tendo iniciado heparina de bai-
X0 peso molecular, nomeadamente enoxaparina, em dose
profilatica.

A vigilancia da gravidez incluiu avaliagdes periodicas
pela obstetricia, gastroenterologia e medicina interna. Du-
rante a gestagdo ndo ocorreu descompensagao materna,
mantendo avaliagbes analiticas (homeadamente hemoglo-
bina e hematdécrito) normais. Relativamente a intercorrén-
cias fetais destacaram-se:

» restricdo de crescimento fetal identificada na eco-

grafia do terceiro trimestre as 32 semanas;

» estimativa ponderal fetal no percentil 7,9 com fluxos
Doppler fetais e das artérias uterinas normais e indi-
ce de liquido amnidtico normal.

Na ecografia as 34 semanas os achados foram seme-

Ihantes:

« estimativa ponderal fetal no percentil 6, fluxometria
materna e fetal e indice de liquido amnidtico normal.

Por fim, na ecografia as 36 semanas nao se identifica-
ram critérios de restricdo de crescimento fetal, com esti-
mativa ponderal fetal no percentil 14, fluxometria e indice
liquido amnidtico normal.

Realizou-se cesariana programada no termo por apre-
sentacao fetal pélvica, obtendo-se um nado vivo de 2920
g, com indice de Apgar 9/10 ao primeiro e quinto minuto,
respetivamente.

A utente manteve-se assintomatica, tendo alta hospita-
lar ao terceiro dia pds-parto, com indicagdo para manter
tromboprofilaxia em dose profilatica durante o puerpério.

Cinco semanas apds o parto, na consulta de reviséao,
apos esclarecimento sobre os métodos contracetivos dis-
poniveis, a utente optou pela colocagdo de implante sub-
cutaneo de etonorgestrel. Ao terceiro dia apos a consulta
a paciente iniciou quadro de dor abdominal, a nivel dos
quadrantes superiores, sem resposta a analgesia, tendo-se
dirigido ao servigo de urgéncia do nosso hospital. O exame
objetivo revelou dor a palpacao superficial e profunda dos
quadrantes superiores do abdomen, sem defesa, massas
palpaveis ou reacao peritoneal. A tomografia computoriza-
da revelou sinais de trombose crénica da veia porta, com
transformagé&o cavernosa e hipervascularizagao arterial he-
patica compensatoria, e identificou um defeito de preenchi-
mento que envolvia a total extensdo da veia mesentérica
superior e alguns ramos segmentares, associado a ligeira
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densificacdo mesentérica difusa sem distenséo intestinal,
sugestiva de trombose venosa aguda. Assumiu-se o prova-
vel diagnodstico de trombose da veia mesentérica superior,
tendo iniciado anticoagulante em dose terapéutica e remo-
vido o implante contracetivo, obtendo resolugcdo completa
do quadro em dois dias.

A utente manteve-se anticoagulada durante seis se-
manas, altura em que a reavaliagdo imagiologica mostrou
auséncia de sinais de trombose venosa. Até a data de reda-
¢ao deste caso clinico, a utente manteve-se assintomatica.

DISCUSSAO

A EH, embora rara, € a anemia hemolitica de causa
genética mais frequente nos leucodérmicos. Esta patolo-
gia, quando grave, pode apresentar-se na forma de fadiga,
precordialgia, palidez e dispneia, acompanhada de ictericia
intermitente, litiase biliar e esplenomegalia.® A presenca de
antecedentes familiares é relevante no diagndstico diferen-
cial.

Os achados laboratoriais mais frequentes incluem ane-
mia, concentragdo média de hemoglobina corpuscular alta,
reticulocitose, bilirrubina e desidrogenase lactica elevadas.
Quando a anamnese é sugestiva de EH, o diagndstico
pode ser confirmado pelos testes de fragilidade osmética,
lise pelo glicerol acidificado ou eosina 5-maleimida (EMA).

Usualmente, os casos ligeiros desta patologia néo re-
querem terapéutica; as formas moderadas a graves bene-
ficiam de suplementagéo de acido félico em 1 - 2 mg por
dia, transfusdes sanguineas ou esplenectomia. A esplenec-
tomia & um tratamento altamente eficaz, permitindo resolu-
¢ao da anemia.?

Os efeitos da gravidez na esferocitose hereditaria, e
vice-versa, estdo parcamente documentados, com um pe-
queno numero de casos clinicos na literatura. De acordo
com estes, a prevaléncia de desfechos perinatais adver-
sos em gravidas com EH é controversa, alguns estudos
demonstrando risco aumentado de perda gestacional, en-
quanto outros demonstram desfechos fetais favoraveis.®’
Similarmente a nossa utente, um caso clinico descreve o
diagnostico de restricdo de crescimento fetal tardio numa
gravidez complicada por EH.°

A esplenectomia aparenta ser um fator protetor nes-
tas mulheres, associando-se a uma melhoria dos desfe-
chos obstétricos.®” No entanto, a sua realizagdo durante
a gestacdo aumenta o risco de parto pré-termo, cesariana,
pneumonia e necessidade de suporte transfusional.? Nas
gravidas esplenectomizadas, a vacinagédo contra bactérias
capsuladas nao devera ser negligenciada.

Relativamente a HTP, o subtipo nado-cirrético € o mais
frequente na gravidez, podendo dever-se a obstrugéo
da veia porta extra-hepatica, a trombose da veia porta, a
sindrome de Budd-Chiari e a fibrose hepatica congénita/
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infeciosa. Aproximadamente 30% a 50% das gestantes
com HTP tera complicagdes gestacionais, nomeadamente
aborto espontaneo, parto pré-termo e morte fetal. Outras
complicagbes menos comuns incluem a hemorragia pos-
-parto, insuficiéncia hepatica e renal, encefalopatia, ascite,
peritonite espontanea e, a mais grave, rotura de varizes
esofagicas.

A rotura de varizes esofagicas pode afetar até metade
das gestagbes complicadas por HTP, sendo mais frequen-
te no segundo e terceiro trimestre da gravidez. Os fatores
preditores da rutura incluem a presencga de varizes prévias
a gestacado, varizes nado diagnosticadas e nao tratadas,
especialmente se de grandes dimensdes ou com pontos
vermelhos na endoscopia digestiva alta.’” Na presenca
destes critérios esta recomendada a terapéutica com beta-
-bloqueantes nao-seletivos ou laqueagéao elastica. A nossa
doente apresentava varizes esofagicas conhecidas, trata-
das previamente a gravidez com laqueagéo elastica, com
baixo risco de rotura. A vigilancia apertada das varizes eso-
fagicas na gravidez é fundamental, dado o precoce diag-
nostico e tratamento se associar a diminuicdo do risco de
complicagdes materno-fetais.

No que concerne ao término da gravidez, a deciséo so-
bre a via de parto devera basear-se em critérios obstétri-
cos, podendo ser indicado abreviar o segundo estadio do
trabalho de parto nos casos com risco elevado de rotura
de varizes esofagicas. Na auséncia de alteracdes da coa-
gulacdo, nao existe contraindicagdo para anestesia loco-
-regional.

Durante a gravidez ocorrem alteragdes significativas
nos sistemas de coagulagéo e fibrinolitico, que conferem
um elevado risco tromboético a gravida, sendo este risco
ainda superior na presenga de outros fatores de risco. A
trombose da veia mesentérica € uma causa rara de isque-
mia mesentérica, podendo ser precipitada por disturbios
pro-trombaticos, trauma (incluindo cirurgia) e infegbes ab-
dominais. A apresentacéo clinica da trombose venosa me-
sentérica pode ser aguda, com queixas de dor abdominal,
ou crénica, na forma de HTP. Embora raros, estdo descritos
na literatura casos de trombose da veia mesentérica em
gravidas e puérperas, sem fatores de risco."

Neste caso, os fatores de risco para tromboembolismo
incluem o puerpério, o parto por cesariana e, eventualmen-
te, a EH e a presenga de polimorfismos em heterozigotia
para as mutagbes da MTHFR 677 e 1298 e do PAI-1. A
literatura é controversa sobre o impacto dos polimorfismos
da MTHFR e do PAI-1 no risco trombético, parecendo ter in-
fluéncia diminuta sobre o mesmo, particularmente quando
presentes apenas em heterozigotia.’>™* A luz dos conhe-
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Diagnéstico Pré-natal de Lisencefalia Associada a Variante Bialélica Patologica do
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ABSTRACT

Primary CoQ10 deficiency comprises several clinical phenotypes. Nevertheless, there are no reports so far of lissencephaly linked to CoQ10 deficiency.
Lissencephaly is a developmental condition associated with defective neuronal migration which may be depicted on fetal neurosonography by persistence
of a laminar pattern beyond 34 weeks and abnormal cortical sulcation. We report an index case of a male fetus diagnosed with abnormal lamination,
characterized by the persistence of a laminar pattern during late pregnancy, following a normal second trimester scan. Post-natal whole exome sequenc-
ing revealed biallelic pathologic variants in the COQ2 gene which encodes an enzyme that is part of coenzyme Q10 (COQ10 or ubiquinone) pathway and
is involved in the biosynthesis of CoQ, a redox carrier in the mitochondrial respiratory chain and a lipid-soluble antioxidant. This case underscores the
heterogeneity of the prenatal phenotypic presentation of pathogenic variants in the COQ2, namely lissencephaly.

Keywords: Lissencephaly/genetics; Malformations of Cortical Development; Mutation/genetics; Prenatal Diagnosis; Ubiquinone

RESUMO
A deficiéncia primaria de CoQ10 traduz-se numa variedade de fenétipos clinicos. Todavia, ndo existe até a data nenhuma descrigao deste défice associa-
do a lisencefalia. A lisencefalia consiste numa alteragéo do desenvolvimento cortical cerebral em que se verifica um defeito na migragéo neuronal, dete-
tavel na neurossonografia pela persisténcia de um padrao de laminagédo cerebral apds as 34 semanas de gestagao e por alteragdes nas circunvolugdes
corticais. Neste trabalho descreve-se o caso de um feto masculino com um padréo de laminagéao cerebral alterado, detetado na avaliacéo ecografica do
terceiro trimestre, ap6s exame morfologico sem alteragdes. A sequenciagédo pds-natal do exoma revelou uma variante bialélica patolégica do gene COQ2,
que codifica uma enzima da via da coenzima Q10 (COQ10 ou ubiquinona), envolvida na biossintese do CoQ, um transportador redox da cadeia respirato-
ria mitocondrial e anti-oxidante lipossoluvel. Com este caso, destaca-se a heterogeneidade fenotipica pré-natal das variantes patogénicas no gene COQ2.
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Palavras-chave: Diagnéstico Prenatal; Lisencefalia; Mutagdes/genética; Perturbacdes da Migracéo Neuronal; Ubiquinona

INTRODUCTION

Coenzyme Q10 is both an antioxidant and an integral
part of the mitochondrial respiratory chain, where it acts as
an electron acceptor. Primary CoQ10 deficiency comprises
several clinical phenotypes. Nevertheless, until now there is
no description of lissencephaly linked to CoQ10 deficiency.
Lissencephaly (LIS) is a developmental condition associ-
ated with defective neuronal migration which may be de-
picted on neurosonography (an ultrasound of the brain and
central nervous system) by persistence of a laminar pattern
(due to the layer arrangement of brain) beyond 34 weeks
and abnormal cortical sulcation. We report an index case
of a male fetus diagnosed with abnormal lamination during
late pregnancy following a normal second trimester scan.

CASE REPORT

A 38-year-old woman, gravida 2 para 1, without any
medical condition or known exposure to teratogens, family
history of congenital disease or consanguinity, was referred
to our unit at 32 weeks of gestation because of fetal growth

restriction (FGR) and oligohydramnios. She had been diag-
nosed with gestational diabetes at 12 weeks of gestation.
An amniocentesis was indicated because of first trimester
combined screening (with normal ultrasound markers) sug-
gesting high risk of trisomy 13 and 18, and the karyotype
was normal for a male fetus. There were no fetal abnormali-
ties found on detailed second trimester ultrasound.

At week 32, even though the estimated fetal weight was
on the first centile and the Doppler evaluation of the um-
bilical artery was normal, the cerebroplacental ratio was de-
creased (favoring the occurrence of redistribution of cardiac
output to the cerebral territory).

Transvaginal neurosonography was performed at 34
weeks of gestation. An increased echogenicity of the peri-
ventricular area and a clear persistence of a laminar pat-
tern (Fig. 1) were depicted. As severe oligohydramnios was
present, a cordocentesis was carried out to check for cyto-
megalovirus infection (CMV-polymerase chain reaction) and
comparative genomic hybridization array (CGH-array) was
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Figure 1 — (A): image of transvaginal neurosonography performed in the current case, at 34 weeks of gestation. Coronal section image of
the fetal’s brain, where the intermediate zone (1Z) and the subplate zone (SP) are easily identifiable. This image shows a clear persistence
of a laminar pattern, which is anomalous at this gestational age. (B): a transvaginal neurosonography performed at 33 weeks of gestation
in a normal fetus. Coronal section image of brain with no evidence of separate subplate and intermediate zones. The arrows show normal

sulcation of the brain on the right, and its absence on the left.

performed, both with normal results. The bladder remained
empty in all tests performed at our institution. Hyperecho-
genic kidneys were evident at 35 weeks, with normal male
genitalia. In subsequent ultrasound scans the increased
echogenicity of the intermediate zone was evident as well
as an abnormally prominent laminar pattern (Fig. 2).
Induction of labour was carried out at 38 weeks of gesta-
tion. A male fetus was delivered vaginally, weighing 1700 g,
with an Apgar score of 5/7/7 and the outcome was neonatal
death at 25 minutes of life. The newborn had several dys-
morphic features, namely high nasal bridge, micrognathia
(an undersized lower jaw) dysmorphic ears, nail hypoplasia
and talipes equinovarus of the left foot (also known as club-
foot, a congenital deformity in which one or both feet are

excessively plantar flexed, with the forefoot swung medially
and the sole facing inward).

The neonatal autopsy confirmed the diagnosis of lis-
sencephaly and showed hypoplastic corpus callosum. Post
mortem whole-exome sequencing revealed the presence of
two compound heterozygous variants in the COQ2 gene:
¢.590G>A p.(Arg197His) (classified as likely pathogenic)
and c.827del p.(Gly276Valfs*20) (classified as pathogenic).

Biallelic pathogenic variants in the COQ2 gene are as-
sociated with primary coenzyme Q10 deficiency type 1,
which is a rare, clinically heterogeneous autosomal reces-
sive disorder. Both parents are asymptomatic carriers of
one clinically relevant variant in COQ2 and are not at risk of
developing symptoms. However, in future pregnancies, this

Figure 2 — Image of coronal (A) and para-sagittal (B) section of the fetal brain, at 37 weeks. There is an increased echogenicity of the
intermediate zone and late persistence of the abnormal laminar pattern. Sulcation (arrows) continues to be absent at this gestational age.
1Z: intermediate zone; SP: subplate zone.
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couple has a 25% risk of having an affected child.

Genetic counselling was offered to the couple, including
discussion of their reproductive options. A subsequent preg-
nancy was achieved and invasive prenatal diagnosis in a
subsequent pregnancy and the genetic test confirmed that
the fetus was not affected. After an uneventful pregnancy, a
healthy male newborn was delivered vaginally at term.

DISCUSSION

We described the prenatal ultrasound findings of a case
of biallelic pathogenic variants in COQ2 linked to primary
coenzyme Q10 deficiency type 1. In our case, the com-
bination of these variants in the compound heterozygous
state primarily presented prenatally as severe fetal growth
restriction (FGR), abnormal kidney function and lissenceph-
aly. There are previous reports in the literature of the clini-
cal presentation of COQ2 deficiency."? The clinical spec-
trum may vary from severe multiple organ dysfunction to
nephrotic syndrome with or without neurological manifesta-
tions, and later milder presentations of multi system atrophy
and retinitis pigmentosa. Nevertheless, a prenatal clinical
description of this condition associated with lissencephaly
has not been previously published and it may be taken into
consideration when FGR, renal impairment and abnormal
brain lamination pattern are depicted prenatally. Further-
more, with the recent possibility of whole exome sequenc-
ing (WES) and improved accuracy of fetal brain imaging, a
growing number of LIS-associated genes have been identi-
fied.>*

Lissencephaly is a malformation of the cortical devel-
opment associated with developmental delay, intellectual
impairment, and seizures.® It has been associated with de-
fective neuronal cell migration which results in abnormal
cerebral convolutions. Normal cortical sulci and gyri de-
velopment relies on the proliferation of neuroblasts in the
germinal matrix, its migration to the cortical surface and
arrangement within the maturing cerebral cortex.® Gyra-
tion and sulcation occur mostly after 32 weeks of gesta-
tion, which usually corresponds to migration ending. Typical
fetal transient cerebral lamination has been demonstrated
on histology, in magnetic resonance imaging and in ultra-
sound scan.” Transient fetal laminar brain areas include the
ventricular zone (VZ), the intermediate zone (1Z), the sub-
plate zone (SP) and the cortical plate (CP). As described
by Pugash et al,” the cortical plate is anechoic and identical
to the underlying subplate zone before 28 weeks of ges-
tation; the intermediate zone is more echogenic than the
subplate and the limit between them is always visible. The
ventricular zone has higher echogenicity and surrounds the
lateral ventricles. After 28 weeks, the interface between the
IZ and the SP is unclear and beyond 33 weeks of gestation
there is no evidence of separate subplate and intermediate
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zones, and the subcortical brain appeared homogeneous.
On a retrospective study with 68 fetuses with abnormal ce-
rebral lamination for gestational age, the persistence of a
brain laminar pattern on ultrasound beyond 33 weeks was
associated with type 1 lissencephaly or cytomegalovirus in-
fection.”

Type 1 lissencephaly can be isolated or associated
with various phenotypes such as Miller-Dieker syndrome
or Norman-Roberts syndrome.? Coenzyme Q10 (CoQ10 or
ubiquinone) is a lipid-soluble component of the mitochon-
drial respiratory chain and its primary deficiency comprises
several clinical phenotypes, such as encephalomyopathy,
severe infantile multisystemic disease, cerebellar ataxia,
isolated myopathy, or nephrotic syndrome.’

This case highlights the importance of whole exome
sequencing for the improvement of our knowledge in pre-
natal diagnosis, since it was that genetic test that provided
clinically relevant information for this couple’s counseling
regarding further pregnancies. To the best of our knowl-
edge, this is the first description of lissencephaly diagnosed
prenatally associated with biallelic pathologic variants in the
COQ2 gene.
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Figure 1 — Introperative photograph showing the dark discoloration in the aortic valve cusps and the ascending aorta wall

A 73-year-old man underwent surgery due to severe
aortic valve disease. The aortic valve cusps and the wall of
the ascending aorta, which are usually pearly white, had a
dark discoloration (ochronosis). He also presented typical
dark spots in his sclerae and ears and suffered from severe
osteoarthritis of weight-bearing joints, having undergone bi-
lateral knee and hip replacements years before. Histology
of the aortic valve cusps confirmed the suspicion of cardiac

ochronosis. The patient had an uneventful recovery and
was discharged home five days after valve replacement. In
alkaptonuria, deficiency of homogentisate dioxygenase,?
an enzyme involved in tyrosine metabolism, results in high
levels of circulating homogentisic acid (HGA). HGA is oxi-
dized to benzoquinones that polymerize, yielding a dark pig-
ment." From birth, the urine from these patients turns black
after exposure to air for several hours due to homogentisic
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aciduria; however, with ageing, pigment deposition leads to
multisystemic disease.? Alkaptonuria affects one in 250 000
to 1 000 000 live births.?
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RESUMO

A gaguez é uma perturbagéo da comunicagéo a nivel da fluéncia em que a pessoa sabe claramente a mensagem que quer transmitir, mas o seu dis-
curso é caracterizado por alteragdes do ritmo, repetigdes, prolongamentos, pausas e bloqueios, podendo ainda associar-se a quadros de ansiedade ou
tensdo emocional. Até uma em cada seis criangas, tipicamente entre os dois e os cinco anos, experienciam um periodo de disfluéncia transitéria, com
habitual recuperagéo espontanea até a idade escolar, verificando-se uma prevaléncia de gaguez em até 1% da populagéo adulta, com maior incidéncia
no sexo masculino (4:1). Em Portugal, é estimado que a gaguez afete cerca de 100 mil pessoas, adquirindo particular importancia pela sua frequéncia
e associagao a redugao da autoestima, ansiedade e isolamento social com impacto na capacidade de comunicagéo do individuo e no seu bem-estar e
interacdes sociais. Este artigo tem como objectivo alertar para a complexidade da abordagem diagndstica e terapéutica em idade pediatrica, com parti-
cular incidéncia na diferenciagdo entre disfluéncias normais da fala e perturbacéo da fluéncia com inicio na infancia (gaguez) e critérios de referenciacéo,
pretendendo consciencializar e facilitar a detecéo e orientacao precoce destes casos.

Palavras-chave: Crianca; Gaguez; Perturbagdes da Fluéncia com Inicio na Infancia; Perturbacéo fala

ABSTRACT
Stuttering is a speech fluency disorder, in which people know perfectly well the message they want to convey, even though their speech is characterized
by changes in rhythm, repetitions, prolongations, pauses and blocks, and may also be associated with states of anxiety or emotional tension. Up to one in
every six children, typically between two and five years old, experience a period of transitory speech disfluency, with usual spontaneous recovery before
reaching school age, with a prevalence rate of stuttering of up to 1% of the adult population, and a higher incidence rate in males (4:1). In Portugal, it is
estimated that stuttering affects around 100 thousand people, acquiring importance due to its frequency and association with lower self-esteem, anxiety
and social isolation, with negative impact on people’s ability to communicate and on their well-being and social interactions. The aim of this article is to
highlight the complexity of the diagnostic and therapeutic approach of stuttering in pediatrics, with a particular focus on differentiating between normal
speech disfluencies and childhood-onset fluency disorder (stuttering) and referral criteria, in order to raise awareness and facilitate early detection of

OYSVLNIINO SYNHON

these cases.

Keywords: Child; Childhood-Onset Fluency Disorder; Speech Disorders; Stuttering

INTRODUGAO

E amplamente reconhecido que muitas criancas expe-
rienciam um periodo de maior disfluéncia durante o seu
desenvolvimento, particularmente em idade pré-escolar.
Estas disfluéncias, parte integrante do processo de apren-
dizagem da fala, apresentam, na vasta maioria das crian-
¢as, uma natureza transitéria, com progressiva construgcao
de um discurso e padrao de fala fluentes.

Porém, esta natureza transitoria e de imprevisibilidade
é facilmente causadora de confusdo na pratica clinica, o
que gera duvidas relativamente a que criangcas com dis-
fluéncia se devem ou nao referenciar para terapia da fala.
Outro fator de confundimento é a indefinigdo, multiplicacao
e sobreposi¢cao de multiplos conceitos relativos a disfluén-
cias com ou sem gaguez e com maior ou menor probabili-
dade de persistirem, particularmente em criangas de idade
pré-escolar.

Revendo a terminologia empregada atualmente nos
manuais de classificagdo de patologias, em particular
o Diagnostic and Statistical Manual of Mental Disorders
(DSM) da Associagdo Americana de Psiquiatria e o Inter-

national Classification of Diseases (ICD) da Organizacédo
Mundial de Saude (OMS), encontramos na atual 5.2 edigéo
do DSM, com o cddigo F80.81, o conceito unico de ‘chil-
dhood-onset fluency disorder (stuttering)’, traduzido como
‘pertubacéo da fluéncia com inicio na infancia (gaguez)’ na
edigdo portuguesa,’? surgindo, porém, enquanto diagndsti-
co diferencial o conceito de ‘normal speech dysfluency’ ou
‘disfluéncias normais da fala’.

Relativamente a terminologia sugerida pela OMS en-
contramos na ICD 10° o termo ‘childhood-onset fluency
disorder’ ou ‘patologia da fluéncia surgida na infancia’ na
versdo portuguesa mais recente (margo de 2023)* e atual-
mente em uso pela Administracdo Central do Sistema de
Saude (ACSS), excluindo-se o termo ‘gaguez’. Em maio de
2019 foi publicada a 11.2 revisdo® da ICD pela OMS, em
cuja versdo oficial em lingua inglesa se verifica uma corres-
pondéncia simultanea ao cddigo 6A01.1 dos termos ‘deve-
lopmental speech fluency disorder’, ‘childhood onset stut-
tering’ e ‘childhood-onset speech fluency disorder, que se
poderiam traduzir livremente como ‘perturbacéo da fluéncia
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do desenvolvimento’, ‘gaguez com inicio na infancia’ e ‘per-
turbacéo da fluéncia com inicio na infancia’, recordando-se
no entanto que esta revisédo nao esta ainda implementada
nem traduzida em Portugal.

Esta indefinicdo conceitual é transversal as linguas por-
tuguesa e inglesa, verificando-se em anos mais recentes,
e sobretudo desde o inicio da década de 2020, um esforgo
pela comunidade cientifica de valorizar a comunicagéo e
nao apenas a fluéncia, afastando-se de termos amplamen-
te usados como ‘developmental disfluency’, ‘developmental
stuttering’, ‘real stuttering’ e ‘normal dysfluency’, este ultimo
em plena contradigéo pela natureza etiologica do seu prefi-
XO0.

Em inglés, esta dificuldade é ainda exacerbada pela
coexisténcia dos termos ‘disfluency’ e ‘dysfluency’, com o
prefixo de origem latina — dis — pressupondo auséncia ou
negacéao, e surgindo ‘disfluency’ como sinénimo de discur-
so néo fluente, em contraposicdo ao prefixo grego — dys
— com significado ndo apenas negativo, mas transgressi-
vo ou erroneo com presumivel dificuldade ou incapacida-
de, ou seja, literalmente ‘fluéncia errada’, de onde surge
a associagao de ‘dysfluency’ a perturbagéo de fluéncia, a
semelhanca de ‘dyslexia’ e ‘dysgraphia’ como outras per-
turbacdes da linguagem.

Também em portugués, termos classicos como ‘dis-
fluéncia do desenvolvimento’ e ‘disfluéncia fisiolégica’ tém
vindo a ser abandonados, ja que podem induzir a presun-
¢ao errada que uma perturbacgao de fluéncia de uma crian-
¢a ndo seja um problema real a menos que persista em
idade escolar. Se a crianga vier a desenvolver um discurso
fluente, entédo a disfluéncia prévia n&o era ‘real’ ou patoldgi-
ca, mas apenas ‘do desenvolvimento’, uma postura susce-
tivel de motivar atrasos na orientagdo e acompanhamento
destas criangas.

Idealmente, o discurso devera ser caracterizado como
se apresenta, com ou sem disfluéncias, com ou sem com-
portamento de gaguez (conceito de ‘stuttering behavior em
oposicao a ‘non-stuttered disfluencies’).®

Em portugués podemos apresentar estes conceitos
simplesmente como ‘disfluéncias’ e ‘gaguez’, a primeira
limitando-se a traduzir as ocorréncias de disfluéncias no
discurso, sejam elas repeti¢cdes, pausas, bloqueios ou pro-
longamentos, e a segunda pressupondo caracteristicas
comportamentais, com recurso, por exemplo, a circunlo-
cugdes (substituicdo evitante de palavras problematicas),
presenca de tensédo fisica evidente e ansiedade na fala
com possiveis limitagbes na comunicagao, socializagdo e
performance académica ou ocupacional.

OBJETIVOS
Os autores propdem-se alertar para a complexidade da
abordagem diagnostica e terapéutica da perturbagdo da
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fluéncia com inicio na infancia, com particular incidéncia
na diferenciacdo entre disfluéncias e gaguez e no estabe-
lecimento de critérios de referenciagéo. Pretendem ainda
consciencializar profissionais de saude, pais e educadores
para a mesma, facilitando a detegéo e a orientagao precoce
destes casos.

Para tal, foi realizada uma reviséo extensa da literatura,
com pesquisa de artigos de lingua inglesa na plataforma de
pesquisa PubMed, entre os anos 2018 e 2022, e usando
os termos “childhood-onset fluency disorder” e “stuttering”.
Foram obtidas 1118 publicagdes, tendo sido selecionadas
as mais pertinentes em fungéo do seu impacto, numero de
citacdes e valorizagao de revisdes sistematicas, bem como
outras de publicacédo anterior a 2018, que pelo seu impacto
ou pertinéncia foram consideradas essenciais.

A uniformizagcdo da terminologia visa encerrar o de-
bate sobre a normalidade do discurso com gaguez numa
crianga, com o objetivo de melhor servir e acompanhar a
saude das criangas portuguesas. Esta visdo simplificada
estabelece que a gaguez nédo é fisiolégica, ndo faz par-
te do normal desenvolvimento da crianga, e que perante
uma crianga com gaguez devemos estar alerta e avaliar
cuidadosamente a sua fala e desenvolvimento, de modo a
avaliar o risco de persisténcia e o beneficio de recomendar
inicio de tratamento ou nao.

CARATERIZAGAO

Para este artigo, foi decidido uniformizar a terminologia
utilizada, sendo de ora em diante empregados os termos
‘perturbagéo da fluéncia com inicio na infancia (ou gaguez)’
e ‘disfluéncias’.

Disfluéncias correspondem linearmente a disrupgdes
do fluxo do discurso, e, em ultima instancia, todas as pes-
soas, adultos e criangas, apresentam em dado momento
um discurso disfluente por diversos motivos, patoldgicos na
sua natureza ou n&o. A titulo de exemplo, os tiques vocais e
repeticbes tipicas da sindrome de Tourette s&o disfluéncias
do discurso, tal como o s&o os adquiridos por lesdes neuro-
I6gicas ou presentes em disturbios motores da fala. Por ou-
tro lado, qualquer individuo saudavel experiéncia também
momentos de disfluéncia, seja por falha no planeamento
do discurso ou na verbalizacdo do mesmo, especialmen-
te perante situagbes de ansiedade, cansaco ou privagéo
de sono, ou simplesmente por complexidade da linguagem
(como sao exemplo os trava-linguas). Mais comummente,
estas disfluéncias pontuais e consideradas normais em
qualquer idade correspondem apenas a repeticéo de fra-
ses, revisdes e recurso a interjeicoes.

Ja a perturbagao da fluéncia com inicio na infancia, ou
gaguez, enquadra-se nas perturbacdes da comunicagao
e linguagem, caracterizando-se por alteragdes no padrao
da fala e da fluéncia persistentes no tempo e consideradas
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inapropriadas para a idade e nivel de linguagem da crianga.
Nesta patologia, a crianga sabe claramente a mensagem
que quer transmitir, mas o seu discurso é caracterizado por
alteragbes do ritmo, repeticdes, prolongamentos, substi-
tuicdes, pausas e bloqueios em sons, silabas, ou até em
palavras e frases completas. Pode ainda associar-se a al-
teragdes dos movimentos faciais ou corporais e a quadros
de ansiedade ou tensdo emocional. E uma perturbacéo
potencialmente ansiogénica por antecipagéo, condicionada
pela associagédo a experiéncias negativas em episédios de
disfluéncia prévios,” podendo levar a limitagdes na comuni-
cacgao efetiva, na participagéo social e no rendimento aca-
démico ou de outras atividades.’

Prevaléncia

Entre 8% a 17%° de todas as criangas, tipicamente en-
tre os dois e os cinco anos, experienciam um periodo de
disfluéncias normais da fala, por defini¢ao transitério, asso-
ciado a um periodo de grande desenvolvimento da lingua-
gem com aprendizagem de novas palavras ou fonemas.
Esta situacao é habitualmente considerada normal e auto-
limitada, sendo que em cerca de 75% destas criangas se
verifica uma recuperacéo espontanea e gradual da fluéncia
normal da fala até a idade escolar.’ Se, pelo contrario, se
verificar um agravamento progressivo destas disfluéncias
ao longo do crescimento e desenvolvimento da crianga, no-
meadamente a nivel de frequéncia e complexidade, deve
ser considerado um diagndstico de perturbagéo da fluéncia
com inicio na infancia, ou gaguez.'

Esta disfluéncia tem maior incidéncia no sexo mascu-
lino (2:1),'° com maior probabilidade de ser transitéria no
sexo feminino, diferengca que se acentua a partir da idade
escolar, verificando-se uma prevaléncia de gaguez em até
1% da populagdo, com um ratio de 4:1.%" Em Portugal é
estimado que a gaguez afete cerca de 100 mil pessoas,
sendo quatro vezes mais comum no sexo masculino.

Etiologia e diagnéstico

Apesar de a etiologia da gaguez né&o estar inteiramente
esclarecida, cré-se que estara associada a uma disfungao
entre os nucleos da base e o circuito talamocortical,'>"
com envolvimento da substancia branca, em particular do
corpo caloso.™

Hoje sabe-se da existéncia de uma forte componente
epigenética na etiologia da gaguez,''® com identificagdo
de variantes de reconhecido significado patogénico em
genes como GNPTG, NAGPA e AP4E1,"” mas em que a
geneética adota um papel essencialmente de predisposi¢cao
e ndo de determinagédo, como ilustra uma concordancia de
apenas 50% no desenvolvimento de gaguez em gémeos
monozigéticos.'®

Assim, a gaguez emerge durante o processo de neu-
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rodesenvolvimento, por predisposicao genética, com en-
volvimento de multiplos fatores ambientais a intervir pre-
dominantemente antes dos cinco anos,® incluindo a prema-
turidade,'® infegdo por Streptococcus do grupo A (SGA),*°
disturbios do sono?' e terapéutica com metilfenidato,?* es-
tando ainda por esclarecer a verdadeira influéncia de fato-
res culturais e sécioecondmicos.®

Sera importante esclarecer que, contrariamente a al-
gumas ideias prevalentes, a gaguez ndo esta associada a
perturbagdes emocionais prévias, nomeadamente a ansie-
dade, traumas® ou educagdo multilingue.?

O diagnostico de gaguez nado se limita meramente a
estabelecer a presenca de disfluéncias, sendo importante
aferir varios fatores como a capacidade da fungdo comuni-
cativa, o contexto, fatores externos e pessoais e o impacto
na participagcdo em actividades,” pelo que deve ser feito
por um profissional especializado na area. Existem varias
escalas validadas para uma avaliagao formal deste diag-
noéstico, das quais as mais comummente usadas no nosso
pais sdo a Stuttering Severity Instrument (SSI4)* e a As-
sessment of the Child’s Experience of Stuttering (ACES),"?
posteriormente atualizada pelos autores em 2006 para
Overall Assessment of the Speaker’s Experience of Stutte-
ring — Ages 7-12 (OASES).”"

Significado

O impacto da gaguez é importante porque se pode as-
sociar a uma redugdo da autoestima, isolamento social,
ansiedade e, no caso das criangas em idade escolar, ser
um fator de bullying ou discriminacédo pelos colegas, parti-
cularmente no sexo masculino.?

Sera tao mais grave quanto mais interferir na capacida-
de de comunicagao da crianga e no seu bem estar e intera-
¢Oes sociais.?®

Orientacgaol/critérios de referenciagao

O Pediatra ou Médico de Familia podera pedir a ava-
liagdo por um Terapeuta da Fala com experiéncia em in-
tervencao em gaguez, particularmente se esta estiver pre-
sente com caracteristicas de crianga com gaguez'®?°*° ao
invés de disfluéncias normais da fala, ou se existir grande
preocupacao ou ansiedade parental relativamente a lingua-
gem da crianga.®'

As principais caracteristicas de uma crianga com ga-
guez devendo ser alvo de referenciagao estdo resumidas
nas Tabelas 1 e 2. De notar ainda que, se houver suspeita
de outros problemas de desenvolvimento, devera sempre
ser pedida avaliagdo em consulta de Pediatria do Neurode-
senvolvimento.

Intervencao
Em geral, a intervencéo sera tdo mais eficaz quanto

www.actamedicaportuguesa.com



Alarcao J, et al. Disfluéncias e gaguez: reviséo e critérios de referenciagéo, Acta Med Port 2023 Jun;36(6):434-439

Tabela 1 — Diferenciagao de crianga com disfluéncia de crianga com gaguez

A) Crianga com disfluéncia

B) Crianga com gaguez

Comportamentos de fala que se Ocasional (ndo mais de uma vez em cada

podem observar

10 frases); breve (tipicamente meio segundo
ou menos); repeticdes de sons, silabas ou
palavras curtas (“ma-ma-maca”)

Outros comportamentos que se Pausas ocasionais, hesitagbes no discurso

podem registar

ou preenchimentos como “aaa”, “eee” ou
“humm?”; reformulacéo do discurso

Quando os problemas sdao mais Tende a flutuar quando a crianca esta

notérios

cansada, excitada, a conversar sobre tépicos
novos/complexos, a fazer ou a responder a
perguntas, ou a falar com interlocutores que

Frequente (3% ou mais do discurso); longo (um
segundo ou mais); repeticoes de sons, silabas ou
palavras curtas; prolongamento de sons; bloqueios

Repeticbes e prolongamentos comegam a
associar-se ao fechar e piscar de olhos, olhar para
o lado, e alguma tenséo fisica na zona dos labios;
algum aumento do tom de voz durante a gaguez;
sons ou palavras usadas como ‘desbloqueadores’

Pode flutuar em situagdes semelhantes, mas tende
a ser mais frequente e consistente

nao respondem

Reacgéao da crianga Nenhuma aparente

Decisdo de referenciagao

Algumas criancas mostram alguma preocupagao,
outras, frustracéo, vergonha e medo de falar

Referenciar para Terapia da Fala apenas se Referenciar para Terapia da Fala o mais cedo
os pais estiverem preocupados

possivel

Traduzido e adaptado de Checklist for Referral de Stuttering Foundation of America®

Tabela 2 — Questionario de rastreio de gaguez direcionado aos pais

1. Acrianca repete partes de palavras em vez de palavras inteiras ou frases inteiras? (Por exemplo, “ma-ma-maca”)

A crianga gagueja ha mais de seis meses?

O N ofa ~WDN

A crianga repete sons mais de uma vez a cada oito a 10 frases?

=n

A crianca tem mais de duas repeticdes? (“ma-ma-ma-maca” ao invés de “ma-ma-maca”)

A crianca parece frustrada ou envergonhada quando tem dificuldade em pronunciar uma palavra?

A crianga eleva o tom da voz, pisca os olhos, olha para o lado ou mostra tenséo fisica no rosto ao gaguejar?
A crianga usa palavras ou sons extras como “aaa” ou “eee” ou “mas” para comecar a pronunciar uma palavra?

A crianca as vezes fica téo “bloqueada” que ndo produz nenhum som por alguns segundos quando tenta falar?

9. Acrianga as vezes usa movimentos corporais extra, como bater com os dedos, para conseguir produzir sons?

10. A criancga evita falar, substitui palavras ou para de falar a meio de uma frase porque pode gaguejar?

Traduzido e adaptado de Questions that might be asked of parents de Stuttering Foundation of America®'
Nota: Estas questdes estdo por ordem da severidade do problema. Se um cuidador responder “sim” a qualquer pergunta, para além da 1, é sugerida a possibilidade de se tratar de

gaguez em vez de disfluéncia normal.

mais cedo for iniciada, idealmente o mais proximo possivel
do inicio das roturas na fala, e com envolvimento familiar.
Estao disponiveis modelos de intervengao indireta ou direta
com terapia da fala,*>*? entre os quais se destaca o Lidcom-
be Program of early stuttering intervention.*

Apesar de apds os sete anos, ser pouco provavel que a
disfluéncia possa ser ultrapassada, qualquer pessoa, inde-
pendentemente da sua idade, beneficiaria de intervengéo
terapéutica com potenciais ganhos na redugao da severi-
dade e do impacto da gaguez na sua vida.”® O uso de far-
macoterapia ndo esta recomendado nas perturbagbes da
fluéncia, mesmo em adolescentes e adultos.**

Conselhos para os pais
Os pais podem e devem ser aliados terapéuticos impor-
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tantes, devendo ser dado relevo aos seguintes apectos?>%:
» Conversar sobre a gaguez. Se a crianga tem cons-
ciéncia da sua disfluéncia, é benéfico conversar
abertamente sobre o assunto de modo construtivo,
explicando que o seu discurso ndo tem nada de er-
rado, normalizando a comunicagado, evitando que
este se torne um tema recorrente de conversa. No
entanto, se a crianga nao esta ciente da mesma,
nao existe beneficio em abordar o assunto.
* Reduzir o stresse. Evitar conselhos como “fala mais
devagar’, “pensa antes de falar”, “comega outra vez”
e “respira fundo”, que podem aumentar a frustragao
sem trazer qualquer beneficio. Remodelar questdes
abertas em forma de comentario (“Hoje fizeram de-
senhos na escola. Deve ter sido divertido!”, ao invés
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de “O que fizeste na escola hoje?”) pode ser uma
estratégia eficaz, tal como falar sobre areas de inte-
resse da crianga.

» Oferecer modelos de discurso adequados. Os pais
devem adaptar o seu proprio discurso de modo a
oferecer modelos exemplificativos que a crianga
possa mais facilmente imitar, o que facilitara a sua
participagdo na conversa. Esta adaptagdo devera
passar por falar tranquilamente, fazendo pausas fre-
quentes, usando frases simples e com vocabulario
adequado a idade da crianga.

» Reforgo positivo. Ndo interrompa a crianga, nem fale
por ela. Deixe-a completar as frases sozinha, man-
tendo a atengéo e o contacto visual com a crianga
durante o discurso, mostrando assim estar atento ao
conteudo da mensagem e nédo a forma como esta
¢é dita. No final, pode ser muito benéfico utilizar for-
mas de validagao como “Gostei como disseste isto”
ou “Contaste essa historia muito bem”, que também
ajudam a resolver questdes de ansiedade associa-
das a comunicacao.

Propostas de leitura
» Para Pais e Professores: Gaguez da Infancia a Ado-
lescéncia, Vogais & Companhia, 2010.
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Dor Neuropatica Periférica Induzida pela
Quimioterapia e o Impacto na Qualidade de Vida

Chemotherapy-Induced Peripheral Neuropathic Pain
and the Impact on the Quality of Life

Palavras-chave: Doengas do Sistema Nervoso Auténomo/induzidas
quimicamente; Dor do cancer; Neuralgia; Qualidade de vida
Keywords: Cancer Pain; Neuralgia; Peripheral Nervous System Dis-
eases/chemically induced; Quality of Life

Caro Editor,

Foi com particular interesse que lemos o trabalho recen-
temente publicado por Capela et al que destaca a importan-
cia da identificacdo precoce da dor neuropatica periférica
induzida pela quimioterapia (dNPIQ)."

A dNPIQ é uma sindrome complexa que resulta da neu-
rotoxicidade associada a quimioterapia sistémica.’? A maior
eficacia dos tratamentos tem aumentado as taxas de so-
brevivéncia das doencgas oncoldégicas, mas tem contribuido
para um aumento da prevaléncia desta patologia.”

Apesar de os sintomas se mostrarem, na maioria das
vezes, reversiveis apos o término do tratamento, existem
casos em que poderdo ser apenas parcialmente rever-
siveis.® Estima-se que a prevaléncia da dNPIQ entre os
doentes submetidos a quimioterapia seja de 68,1% no pri-
meiro més apds o fim do tratamento, 60,0% ao terceiro més
e 30,0% apods o sexto més.>*

O diagndstico precoce de dNPIQ é fundamental. Neste
contexto, salienta-se a relevancia do fluxograma apresen-
tado neste artigo para identificagdo, avaliagdo e implemen-
tacao de medidas que poderéo contribuir para a diminuicao
das consequéncias associadas a dNPIQ.

N&o obstante a sua evidente importancia, seria relevan-
te incluir neste fluxograma uma avaliagéo do impacto real
desta sindrome na qualidade de vida dos doentes e nas
atividades do seu dia a dia. A evidéncia demonstrou que a
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dNPIQ moderada a grave é responsavel por efeitos deleté-
rios com grande impacto em diversas esferas da vida dos
doentes como a vida doméstica, o trabalho, a vida social ou
em atividades de lazer.®

Sintomas como a dorméncia, o formigueiro, a diminui-
¢ao da sensibilidade tatil e a dor s&o responsaveis por li-
mitagbes fisicas que acabam por dificultar tarefas simples
como abotoar camisas, colocar joias, utilizar os comandos
de televisao, costurar e virar as paginas de jornais, livros ou
revistas.® Associado ao facto de ndo serem capazes de rea-
lizar tarefas e atividades que previamente desenvolviam,
os doentes com dNPIQ descrevem também sentimentos de
frustragéo, vergonha, necessidade de isolamento, ansieda-
de e depressdo.®

Assim, parece-nos importante que, para além de uma
avaliacao fisiopatolégica e das manifestacdes clinicas as-
sociadas a dNPIQ, os doentes sejam ativamente questio-
nados sobre a repercussdo desta sindrome no seu bem-
-estar global e na sua qualidade de vida.
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Dor Neuropatica Periférica Induzida por Quimioterapia
em Doentes e Sobreviventes de Cancro: Resposta a
Comentario

Chemotherapy-Induced Peripheral Neuropathic Pain in
Cancer Patients and Survivors: Reply to Comment
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gia; Sobreviventes de Cancro
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Caro Editor,

Agradecemos o envio do comentario’ a propédsito do
nosso artigo? e o cuidado que os autores tiveram em alertar
para a importancia da experiéncia pessoal do doente e da
abordagem personalizada como um aspeto fundamental do
cuidar.

Reconhecemos e concordamos em pleno com a prio-
ridade que deve ser dada aos sintomas dos doentes e as
consequéncias e complicagdes que dai advém. No contex-
to da pratica clinica, é fundamental avaliar e monitorizar
sistematicamente a qualidade de vida relacionada com a
saude, resultante dos sintomas da doencga e dos seus tra-
tamentos, bem como as repercussdes que os mesmos tém
na vida de cada doente e na satisfagdo das suas necessi-
dades individuais.

Para essa avaliagdo e monitorizagéo as equipas multi-
disciplinares dispdem de inumeras ferramentas validadas e
adaptadas a diferentes contextos, as quais podem recorrer
(p. ex. escalas do Grupo de Qualidade de Vida da Euro-
pean Organization for Research and Treatment of Cancer
[EORTC], questionarios da Functional Assessment of Chro-
nic lliness Therapy, versao de patient-reported outcomes
da Common Terminology Criteria for Adverse Events [PRO-
-CTCAE] do National Cancer Institute, Neuropathic Pain
Questionnaire [DN4], termdémetro de distress, etc.).

A aplicacéo destas ferramentas permite avaliar a expe-
riéncia do doente e a eficacia das estratégias propostas.
Um individuo que vive com e para além de um diagnoéstico
de cancro carece de uma abordagem holistica, que integre
todos os intervenientes do cuidar.

O artigo original pretendeu acima de tudo alertar e
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organizar conceitos e recomendagdes que visam aumentar
o reconhecimento da dor neuropatica periférica induzida
por quimioterapia (ANPIQ) pelos diversos profissionais que
cuidam de pessoas com doenga oncoldgica, para que pos-
sam assegurar uma atuagao mais precoce e eficaz na sua
abordagem.
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Reabilitagdao Psicossocial nos Cuidados Continuados
Integrados em Saude Mental: Ponto de Situagao em

nal de Cuidados Continuados Integrados. Em 2010 foram
Portugal

criadas unidades e equipas de Saude Mental dentro desta
estrutura,”* sendo que apenas em 2017 foram efetuadas
alteragdes na coordenagéo das unidades e equipas de Cui-
dados Continuados Integrados em Saude Mental e geradas
condigbes de instalagdo, organizagéo e funcionamento das
unidades e equipas prestadoras de cuidados a populagédo
na comunidade.® Tal vai ao encontro do trabalho que tem
vindo a ser desenvolvido pela Coordenagdo Nacional das
Politicas de Saude Mental.

Atualmente, a tipologia de resposta para adultos nos
Cuidados Continuados Integrados em Saude Mental in-

Psychosocial Rehabilitation in Continued Integrated
Care in Mental Health: The Portuguese Reality

Palavras-chave: Prestacéo Integrada de Cuidados de Saude; Portu-
gal; Reabilitagéo Psiquiatrica; Saude Mental

Keywords: Delivery of Health Care, Integrated; Mental Health; Portu-
gal; Psychiatric Rehabilitation

Caro Editor,

As doengas mentais constituem a principal causa de
anos perdidos por incapacidade, sendo o seu impacto eco-
némico muito relevante. Se a esse aspeto associarmos
desigualdades socioecondmicas agravadas pelo aumento
global da inflagédo, uma guerra na Europa, o rescaldo de
uma pandemia e uma crise climatica — ameacas estruturais
globais a saude mental —, a reabilitacao psicossocial assu-
me uma importancia mais destacada.’

O Governo portugués criou, em 2006, a Rede Nacio-

clui: unidades residenciais — que englobam residéncias de
apoio maximo, residéncias de apoio moderado, residéncias
de treino de autonomia e residéncias autonomas, unidades
sécio-ocupacionais, e equipas de apoio domiciliario (Tabela
1).° Todas sao estruturas reabilitativas psicossociais locali-
zadas na comunidade, com capacidade para dar resposta
a varios graus de dependéncia e incapacidade psicosso-
cial, decorrentes de doenca mental grave.

De acordo com dados de setembro de 2022, 53,6% das

SVLIVO

Tabela 1 — Caracterizagao da tipologia de resposta dos CCISM existentes em Portugal

Estrutura Incapacidade Finalidade Total Estruturas Total Vagas

RAMa Elevada Preveml:/reFardar agravamento da situagdo de 4 72
dependéncia
Manter/otimizar a funcionalidade; melhorar a

RAMo Moderada qualidade de vida; promover integragdo socio- 4 34
ocupacional

RTA Moderada a reduzida Preparar a.relntegraga.o social e familiar ou admisséo 4 39
noutras unidades/equipas

RA Reduzida Sup.or.te re~>5|den0|al para~|ntegr§ar gm atividades de 4 27
socializacéo e de formagéo profissional ou emprego

Uso Moderada a reduzida Atuar em disfuncionalidades relacionais, 7 146

ocupacionais e sociais

Maximizar a autonomia; reforcar rede de suporte
social; melhorar integracdo social e acesso aos
EAD ) recursgs; preven.ir in.tt-:‘.rnarr)ent.os e admis§6es 12 8/dia
em unidades residenciais; sinalizar e encaminhar
agudizagbes; apoiar a participagdo das familias/
cuidadores na prestagéo de cuidados no domicilio

* Nao foi possivel apurar o nimero de vagas disponivel numa das USO da regido Centro, pelo que o valor apresentado esta subvalorizado.
RAMa: residéncias de apoio maximo; RAMo: residéncias de apoio moderado; RTA: residéncias de treino de autonomia; RA: residéncias auténomas; USO: unidades sécio-ocupacio-
nais; EAD: equipas de apoio domiciliario
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estruturas dos Cuidados Continuados Integrados em Sau-
de Mental encontram-se no norte e centro do pais e apenas
11,4% na regido algarvia, salientando-se uma grande dis-
persdo geografica das estruturas comunitarias. Nenhuma
regido do pais apresenta todas as tipologias de estruturas
reabilitativas, existindo pouco mais de 318 vagas em uni-
dades residenciais e unidades sécio-ocupacionais a nivel
nacional.

Atendendo a esta realidade e aos beneficios das es-
truturas de reabilitagdo psicossocial, seria importante que
houvesse um maior investimento cientifico e politico nesta
area, com vista a melhorar a qualidade de vida das pes-
soas com doenga mental, ndo esquecendo que “a saude
mental é parte integrante da nossa saude e bem-estar geral
e um direito humano basico”.’
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Literacy admittedly promotes healthy ageing,’ by being
associated with a decreased risk of dementia.? Even though
literacy goes beyond the level of formal education, the latter
is an important objective indicator of one’s cognitive skills.

After the proper approval by the hospital Ethics Commit-
tee, we collected a sample of 51 elderly patients with mixed
depressive-anxiety disorder (ICD-10), obtained randomly
from the psychogeriatrics clinic, and analyzed the associa-
tion between their education level and cognitive test per-
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formance. The association is used here for a brief ethical
discussion about elderly decision-making competence for
health informed consent.

The correlation between schooling and cognitive tests
was significant, that is, a higher education level was as-
sociated with better cognitive performance [Corr school-
ing, MMS = 0.467; p-value < 0.001; Corr schooling, CDT
= 0.533; p-value < 0.001 (Pearson coefficient, IBM SPSS
Statistics)].

The resident Portuguese population is 10 298 252 peo-
ple (Statistics Portugal, 2021). Of these, 22.3% are 65 years
old or older, with 1 186 700 having between one and four
years of education and 387 500 having zero years which
means that 69% of the elderly population has four years of
schooling or less.

In addition, as observed in clinical practice, many el-
derly patients who have four years of schooling or less of-
ten have very limited reading or writing skills, with some
only knowing how to sign their name and many not being

www.actamedicaportuguesa.com
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Table 1 — Psychometric and cognitive assessment

Age Schooling HDRS

n =51
Mean 72 4 11.54

HARS MMS CDT BI TAS
13.40 26.22 7.72 97.19 7.78

HDRS: Hamilton depression rating scale®; HARS: Hamilton anxiety rating scale’; MMS: Mini Mental State scoring®; CDT: clock drawing test’; Bl: Barthel index'’; TAS: therapeutic adhe-

sion scale’

Note: all patients medicated with antidepressants.

able to perform ‘simple’ digital tasks (e.g., handling a smart-
phone or texting). Therefore, there are cognitive limitations
that may not be the result of any disease, but of a poor
socio-cultural and academic background. These limitations
could of course also result from depressive and/or anxious
symptoms.® However, this is highly unlikely in our sample
as participants had mild symptoms, normal performance on
cognitive tests, excellent therapeutic compliance and good
overall autonomy (Table 1).

Within the scope of a truly free and informed consent,” it
is essential for the patient to be an active agent. However,
in a globalized world, where new technologies occupy an
increasingly prominent place, cognitive limitations can limit
the understanding and access to relevant information.

Despite full autonomy for instrumental and daily life
activities, many patients may not be entirely competent to
make informed healthcare decisions. In addition, if other in-
terferences are present, such as a poor doctor-patient rela-
tionship, inadequate communication or excessive paternal-
ism, pitfalls can be more serious. The problem may worsen
with the reduction of literacy levels with age.®

This analysis had some limitations. First, although the
findings seem to affect a vast majority of the Portuguese
elderly population, our sample is very small and, therefore,
may not be generalizable. Moreover, the cognitive tests
used present limited diagnostic accuracy and the depres-
sion and anxiety scales are not elderly-specific.

In such a frail population, coming up with a solution may
be difficult. However, some measures can mitigate these
shortcomings, such as:

» Informed consent should take into account cognitive

baseline differences rather than being generalizable;

* The competence and decision-making capacity of

elderly individuals should be assessed properly and
in due time;
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* The cognition level of older people should be peri-
odically and routinely assessed in primary care;

* A person of an elderly individual’s trust should be
nominated to participate in decision-making, and pa-
ternalistic approaches in decision-making should be
discouraged;

» There should be a focus on public policies regarding
disease prevention and health and literacy promo-
tion and on the undergraduate training of healthcare
professionals.
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O Impacto da Musicoterapia em Procedimentos
Invasivos Realizados nos Cuidados de Saude
Primarios

The Impact of Musical Therapy on Invasive Procedures
Carried Out in Primary Health Care

Palavras-chave: Cuidados Primarios de Saude; Musica/psicologia;
Musicoterapia
Keywords: Music/psychology; Music Therapy; Primary Health Care

A leitura do artigo de Akin' volta a trazer os beneficios
da musicoterapia a discussao, quer pelos seus beneficios
quer pela sua facilidade de aplicagao. Neste estudo verifi-
cou-se, durante a realizagdo de uma biépsia da mama com
agulha grossa guiada por ecografia, que o uso de musica
é capaz de reduzir os niveis de ansiedade, mas nao os de
dor.

A meta-andlise desenvolvida por He? concluiu que a
evidéncia disponivel apoia a tese de que a utilizagdo de
musicoterapia durante a bidpsia prostatica esta associada
a menores niveis de ansiedade e dor. Embora estejamos
na presencga de procedimentos diferentes, aplicados a po-
pulagbes dispares, parece haver beneficios para os indivi-
duos quando as intervengdes sdo desenvolvidas ao som de
musica. De notar que, de acordo com as meta-analises, a
musica selecionada deve ser classica, instrumental e rela-
xante.

Apontamos, contudo, algumas limitagbes ao trabalho,
quer pela falta de clareza no processo de aleatorizagéo,
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quer pela populagéo-alvo escolhida. As carateristicas biop-
sicossocioculturais influenciam a percegdo da dor, razao
pela qual ndo se poderdo generalizar as conclusdes de
uma amostra de mulheres do Médio Oriente para a popula-
¢éo portuguesa.

Tendo em conta que se trata de uma intervencao de
baixo custo e sem aparentes efeitos secundarios, tera a
musicoterapia um papel terapéutico nos cuidados de sau-
de primarios? Consideramos que é uma intervengdo que
devera ser investigada, pois podera efetivamente contribuir
para reduzir a ansiedade relativamente a procedimentos
mais invasivos (como a colocagao de dispositivos contrace-
tivos, realizagéo de tratamentos de feridas e administragao
de vacinas) promovendo a ades&o da populacéo a este tipo
de intervengdes.
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From Doctors to Patients: The Importance of Valuing
Mental Health in the Workplace of Physicians from the
National Health Service
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Dear Editor,

The article published by Mendonca et al' characterized
the contemporaneous situation of Portuguese physicians,
and raises the question if, in the near future, we will be de-
bating whether there’s access to healthcare rather than dis-
cussing the quality of the service provided.

From an historical perspective, physicians are viewed
as someone who treats patients, and not someone that also
needs care. However, today, physicians are increasingly
becoming patients themselves. The most recent national
outlook on the mental health of our professionals reports
that two-thirds (66%) had high levels of emotional exhaus-
tion, 39% had high levels of depersonalization and 30% had
low professional fulfillment.? Signs of depression and anxi-
ety were present in 21% and 45% of the respondents, re-
spectively. This worrying scenario may jeopardize the qual-
ity and access to healthcare. Two studies were mentioned
by the authors concerning the impact of the pandemic on
the mental health of healthcare professionals. Nonetheless,
this vulnerability is not seasonal: it was already a significant

public health problem before the COVID-19 crisis, and it is,
undeniably, getting worse.® Constant availability for work-
related matters is now a demand, which associated with a
scaling cost of living, is encouraging multiple employment
and work-family conflicts, absenteeism, mental health ill-
nesses, and leaving the National Health Service (SNS).
In Portugal, depression and anxiety already represent the
sixth and ninth-most common causes of disability-adjusted
life years (DALY).*

The National Occupational Health Program states that
a safe and healthy workplace is a fundamental right and a
social goal. However, the public healthcare system remains
largely neglected.

It is essential to strike a balance between the needs of
citizens and the needs of medical professionals.® Therefore,
in addition to the changes suggested by the authors, we
also propose: (i) ensuring that residents are not pressured
to work beyond their scheduled working hours; (ii) to effec-
tively evaluate the working conditions of the various health-
care institutions that offer residency positions; (iii) guaran-
tee that medical residency institutions are heavily involved
in resolving the identified inadequate situations (Fig.1). We
believe that a greater presence and intervention by these
institutions will not only improve the working conditions of
residents but will also promote a healthy environment and
their retention in the SNS.
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The triad balancing:
Personal life versus Salary versus Working conditions

Main problems:

Main problems:

Low salary; Salary - Absence of protected time for medical training, research and

High cost of living;
Lack of funding for medical education;
Financial stress.

Personal

Main problems:
Iz life

Limited leisure time;
Work-life imbalance stress.

Figure 1 — Some of the primary causes for doctors leaving the NHS

studying;

Lack of structured, supervised and instructive tutoring;
Lower quality of training;

Professional stress and burnout risk.

Working
conditions

Possible solutions:

- To ensure residents are not pressed to work beyond
the appropriate schedule and conditions;
To evaluate effectively and regularly the working
conditions of the training services;
To assure medical residency institutions are heavily
involved in resolving the identified inadequate
situations.
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“Salmonellosis in Children at a Portuguese Hospital: A
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To the Editor,

It was with great interest that we read the article “Salmo-
nellosis in Children at a Portuguese Hospital: A Retrospec-
tive Study”," published in your journal in February 2023.

Despite a thorough literature review and a well imple-
mented methodology of data collection and analysis, we
feel that several important findings of this study were not
stressed enough or could lead to inaccurate conclusions.

The authors did not clearly describe how they obtained
information on notifications. Nevertheless, they have found
a notification rate for Salmonella infections of only 27%, and
suggested that some of the reasons for that could be that
many cases are not recognized during the initial assess-
ment, are discharged early or have late laboratory results.
This would mean that, after collection of a specimen for
laboratory diagnosis, there could be a chance that no cli-
nician would ever access the result. In that case, maybe
we should firstly re-evaluate the procedures established for
sample collection. Clinicians have an opportunity to notify a
case when reviewing the laboratory results for each patient,
which is, as stated by the authors, mandatory in our country.

Additionally, and well aligned with this low notification
rate, the authors noticed that the rate of hospitalized cas-
es in Portugal is very high, according to the ECDC Annual
Epidemiological Report, but did not relate the two. Indeed,
and despite not providing the real number of notifications in
the study, 27% of 63 cases corresponds to 17 notifications,
which is the exact number of hospitalized cases that were
notified. Therefore, and with no reason to believe that the
hospital where this study was carried out is significantly dif-
ferent from others in our country, the main reason behind
such a high hospitalization rate is most likely the low notifi-
cation rate.
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The authors also proposed that a prospective national
study should be carried out in order to ascertain the real
incidence rate of salmonellosis in Portugal. Such a study
may not be the best methodological approach. Firstly, the
real incidence rate of salmonellosis is impossible to ascer-
tain. On one hand, as mentioned by the authors, not all cas-
es seek medical care, meaning that a real incidence rate
would require active case finding in the general population,
which is impractical. On the other hand, this hypothetical
study would need to be maintained continuously, with the
inherent costs and redundancy given a surveillance system
(SINAVE) that is already implemented, and which includes
mandatory notification of salmonellosis infections.

Our understanding is that a complete case notification
would solve the question of what the real incidence rate of
salmonellosis in Portugal is in those seeking medical care,
and it would also answer the questions regarding the most
frequent strains and patterns of antibiotic resistance. There-
fore, we would deem more important to assess the reasons
behind such a low notification rate than to propose an alter-
native surveillance method.

Most of the reasons behind a low notification rate are
usually informally discussed among clinicians. However,
there is limited published data regarding the constraints
felt by medical professionals concerning the surveillance
systems of mandatory notifiable diseases in Portugal. Our
opinion on the subject is that such studies are essential to
lead the way towards better reporting and higher quality
data that may address pertinent questions such as those
raised by the authors.
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Under my Skin: The Psychosocial Dimension of
Psoriasis

Por Baixo da minha Pele: A Dimensao Psicossocial da
Psoriase

Keywords: Psoriasis/psychology; Quality of Life
Palavras-chave: Psoriase/psicologia; Qualidade de Vida

Psoriasis is an inflammatory, immune mediated, non-
communicable chronic disease, with a relapsing-remitting
course, known to have a negative impact on the quality of
life of patients. It may be associated with psoriatic arthritis
as well as with cardiovascular and cerebrovascular diseas-
es.'? It is estimated that approximately 400 000 people live
with psoriasis in Portugal.®

We discuss the case of a 54-year-old man with inconsis-
tent follow-up for psoriasis for 15 years and who also had,
depression and alcohol dependence with psychiatry follow-
up, and was referred to social services due to financial
issues causing poor therapy adherence. The patient pre-
sented to the emergency department with erythematous,
scaly plaques sparing only the cervical and facial regions,
with a high Psoriasis Area and Severity Index (PASI) of 65
(range 0-72) (Fig. 1). He was admitted to the dermatology
department, where he had been hospitalized four times in
the previous five years for the same problem, with a diag-
nosis of moderate-to-severe psoriasis. During hospitaliza-
tion, treatment with cyclosporine, betamethasone cream,

Figure 1 — Erythematous-scaly plagues on the torso and limbs
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and emollient resulted in a significant improvement of the
lesions, and the patient was discharged with a dermatology
follow-up appointment scheduled. Following hospitalization,
depression and alcohol abstinence improved, as did adher-
ence to treatment. The patient identified psoriasis as the
primary cause of prolonged unemployment and as the main
precipitating and perpetuating factors of depression and al-
cohol dependence.

This case supports the notion that patients with psoria-
sis require a clinical-psychosocial approach. According to a
Portuguese study conducted in patients with psoriasis, 55%
(n = 310) had some degree of anxiety/depression, and due
to the symptoms associated with the disease, 13% (n = 73)
had already reported being absent from work for an aver-
age of 18.8 days per year, and 43% (n = 243) have incurred
medical expenses of more than €30 per month.*

Aside from physical symptoms, changes in physical ap-
pearance frequently result in social stigma and psychologi-
cal distress, which may increase the risk of psychiatric co-
morbidities. Psychological distress, on the other hand, may
precipitate episodes of psoriasis exacerbation resulting in
an increased disease burden.® Work absenteeism due to
appointments and hospitalization, as well as the costs as-
sociated with the disease (medicines and appointments), all
play a significant role.

The lack of awareness of the disease, combined with
a non-multidisciplinary approach, may serve as the trigger
for social stigmatization, with significant psychological and
social/occupational consequences.
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We recommend raising awareness of psoriasis and
identifying patients who require a multidisciplinary clinical-
psychosocial approach in order to improve the quality of life
of both patients and their relatives.
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Hepatite Delta em Doentes Infetados por VIH/VHB:
Porque é que este Assunto Importa?

Hepatitis Delta in HIV/HBV Infected Individuals: Why
does this Issue Matter?
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Na epidemiologia da hepatite delta, os dados séo con-
traditérios e as varias publicagbes sugerem que o nimero
de casos seja superior ao anteriormente estimado. Apesar
de se tratar da forma mais severa de hepatite viral cronica,
continua a ser uma doenga negligenciada na pratica clini-
ca."? Na populagao infetada por VIH, as prevaléncias diver-
gem desde 1,2% a 25%?%; no estudo da EuroSIDA (2011)* a
prevaléncia era de 14,5% e mais tarde, no Swiss HIV Co-
hort Study (2017),° de 15%. Devido as atuais circunstancias
em que vivemos, de potencial ressurgimento do consumo
de substancias ilicitas associado a pobreza e ao desem-
prego, a mudanga de comportamentos de elevado risco de
transmissao sexual e aos fluxos migratérios de populagdes
oriundas de Africa Central e de Europa de Leste, é admis-
sivel que estes numeros voltem a aumentar.

O Grupo de Estudos Portugués de Coinfecgdo VIH/
Hepatites (GEPCOI) realizou uma reunido em 2022, onde
concentrou dados de 10 centros nacionais, para avaliar o
numero de casos de hepatite delta associados a infegéo
por virus da imunodeficiéncia humana (VIH). Nos 10 cen-
tros envolvidos (trés da regido norte e centro e sete da re-
gido sul até ao Algarve), foram identificados 87 individuos
coinfetados por VIH/ virus da hepatite B (VHB)/ virus da
hepatite D (VHD), dos quais cerca de 20% s&o acompanha-
dos no norte e centro e os restantes na regido sul, sobretu-
do em Lisboa e Vale do Tejo.

Numa primeira abordagem, caracterizaram-se os doen-
tes acompanhados até aos ultimos cinco anos, e o perfil
do doente revelou o sexo masculino como predominante
(75%), com idade média de 50 anos. Portugal era o pais
de origem em 49,1% dos casos, o continente africano, com
destaque para a Guiné Bissau representava 49,1% dos ca-
sos, e um doente (1,63%) era cidadéo da Lituania. Do que
foi possivel apurar, a via de transmissao foi maioritariamen-
te o uso de drogas no passado, sobretudo no grupo dos
homens portugueses, enquanto a via sexual foi a referida
na transmiss&do de casos de hepatite delta oriunda de Afri-
ca, havendo nestes ultimos uma proporgéo equitativa entre
géneros (50%). Em cerca de 65% dos casos, o virus da
hepatite C estava associado, dada a via de transmissao
parentérica partilhada por ambos os virus.

A replicagdo do virus da hepatite delta s6 foi possivel
determinar em 58,6% dos casos, uma vez que ndo é um
exame realizado na maioria dos hospitais. Dos casos iden-
tificados, 35,3% tinham ARN-VHD detetavel. Avaliando o
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grau de fibrose nos casos em que foi possivel aceder a
estes dados, verificou-se que 43% dos individuos tinham
fibrose avangada (F3) ou cirrose (F4) e nesta amostra, 15%
(13/87) dos doentes haviam ja falecido, na sua maioria por
complicagdes associadas a doencga hepatica, na auséncia
de tratamento adequado. Apenas seis doentes (6,9%) ti-
nham feito tratamento com interferdo peguilado, embora
COM SUCESSO em apenas um caso.

Esta breve andlise tem limitagdes varias, desde a difi-
culdade na colheita de dados, a falha de identificagdo da
hepatite delta nos infetados por VHB, até a inacessibilida-
de dos testes de ARN VHD. No entanto, a mesma permite
mostrar que a hepatite delta esta presente em Portugal, e
deveria constituir, na opiniao dos autores, uma doencga de
notificagdo obrigatéria. Além disso, é responsavel por um
numero significativo de casos de doenga hepatica avanca-
da, tais como cirrose e carcinoma hepatocelular, em parti-
cular nos doentes infetados por VIH.

Salienta-se a importancia da pesquisa sistematica do
virus da hepatite delta em doentes infetados por virus da
hepatite B, admitindo-se que o subdiagndstico da replica-
¢ao viral ativa esteja relacionado com a auséncia de um
tratamento eficaz e bem tolerado. Urge identificar estes in-
dividuos e adotar estratégias atualmente disponiveis, para
que o risco de evolugdo para formas menos favoraveis pos-
sa ser minimizado.
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A Case Report about the Management of Hereditary
Angioedema with Normal Complement Levels during
Pregnancy

Caso Clinico sobre a Abordagem do Angioedema
Hereditario com Complemento Normal Durante a
Gravidez
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Hereditary angioedema (HAE), a rare and underdiag-
nosed condition characterized by recurrent episodes of mu-
cocutaneous swelling, can lead to poor outcomes."? SERP-
ING1 gene mutations dictate quantitative and qualitative
changes of serum C1 inhibitor (C1-INH) in HAE type 1 and
2, respectively. Another less prevalent HAE subtype pres-
ents with a similar phenotype but normal complement levels
(HAE-N) and can arise from different mutations, namely in
coagulation factor XII (FXII) gene.?

During pregnancy, the elevation of estrogen levels may
trigger a parallel increase in the number of acute episodes
of HAE. Therefore, in order to minimize their frequency/
severity, long-term prophylaxis may be required.?* Specific
clinical situations may justify prophylaxis — airway involve-
ment, multiple mucocutaneous angioedema episodes per
month, multiple severe gastrointestinal/cervicofacial an-

gioedema episodes per year, or if quality of life is compro-
mised.® The drugs approved for this effect and considered
safe during pregnancy are C1-INH concentrate (first line),
tranexamic acid (except during the first trimester) and fresh
frozen plasma.®

We describe a case where intravenous C1-INH concen-
trate was safely and effectively used as long-term prophy-
laxis of HAE episodes in a pregnant woman with HAE-N.

An 18-week pregnant, 24-year-old female with Behcet’s
disease, presented to the Emergency Department (ED)
with isolated periorbital and labial angioedema that start-
ed 24 hours earlier, with no identifiable triggers (Fig. 1A).
Considering clinical unresponsiveness to hydrocortisone
and clemastine, intravenous C1-INH concentrate was ad-
ministered, with symptom resolution (Fig. 1B). Two weeks
later, she developed laryngeal edema following an upper
airway tract infection, which was also responsive to C1-INH
concentrate. She recalled several angioedema episodes
during her adolescence, particularly while on a combined
contraceptive pill, throughout a previous pregnancy and
since the beginning of the current pregnancy. The patient
had no history of respiratory/gastrointestinal complaints or
family history of urticaria/angioedema. The laboratory as-
sessment revealed normal C1q, C3, C4 and C1-INH lev-
els, with normal C1-INH function. A genetic study later con-
firmed a heterozygotic mutation in the FXI/ gene - c.983C>A
p. (Thr328Lys). Given this finding, it is recommended that
first-degree relatives undergo genetic evaluation.

The expected exacerbation during pregnancy and the

Figure 1 —(A) Initial admission in the emergency department, with periorbital and labial angioedema. The patient’s eyes and lips are visibly
swollen and inflamed, with no apparent involvement of other areas of the face or body; (B) Angioedema in resolution following administra-
tion of intravenous C1-INH concentrate.
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recent episode involving the airway prompted the initiation
of long-term prophylaxis. Besides being considered a sec-
ond line agent, the pro-thrombotic risk of Behcet's disease
excluded tranexamic acid as an option and, since subcu-
taneous C1-INH concentrate is not commercially available
in Portugal, the intravenous formulation was administered
biweekly (20 Ul/kg) until the day before delivery. Subse-
quently, only a few minor episodes of angioedema in the
extremities were reported. No short-term prophylaxis was
prescribed considering the long-term cumulative protection
of prophylaxis. Nevertheless, the concentrate was available
for emergencies. She had a vaginal delivery at 36 weeks of
gestation, without fetal or maternal complications.

In the reported case, the C1-INH concentrate adminis-
tered through the intravenous route was effective and safe
for the treatment of HAE-N in a pregnant woman, as previ-
ously described in a small number of cases in the literature.*
Future reports may corroborate and reinforce our observa-
tions.

A high index of suspicion is crucial to properly identify
patients with HAE-N, especially in the ED, as this entity may
mimic more common diagnoses, such as allergic angioede-
ma. Prompt referral to a specialist is essential, particularly
during pregnancy, where close surveillance by a multidisci-
plinary team is required.

AWARDS AND PREVIOUS PRESENTATIONS
An abstract about this case report has been presented
as an ePoster at the European Academy of Allergy and Clin-
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