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Postpartum Hemorrhage: A Continuous Challenge
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Postpartum hemorrhage (PPH) is still the major cause
of maternal mortality worldwide. According to the World
Health Organization (WHO), PPH is responsible for over
20% of all maternal deaths.” Bearing in mind that it is large-
ly preventable and treatable in most cases, it is urgent to
take measures to change these numbers. That is why WHO
presented “A roadmap to combat postpartum haemorrhage
between 2023 and 2030 with goals, strategies and advo-
cacy plans to decrease the impact of this problem, namely
in low- and middle-income countries.? On the other hand,
in high income countries, PPH was virtually eliminated as a
cause of maternal mortality. This is the case in Portugal.

In 2022, maternal mortality in Portugal was in the media
spotlight, as the numbers provided by the National Statistics
Institute (INE) showed a record number of maternal deaths
back in 2020.? It was the highest number of maternal deaths
since 1982. Although the causes were not mentioned, it was
hypothesized that an older maternal population with more
health issues contributed to the increasing mortality. Data
from 2021 is already known and the tendency towards in-
creasing maternal mortality was not confirmed.* Postpartum
hemorrhage was not mentioned in this discussion, but our
experience as doctors in Portugal corroborates that while it
is mostly preventable and treatable, it may be an important
cause of morbidity. There are no nationwide numbers; nev-
ertheless, it is an important cause of postpartum hysterec-
tomy, limiting the future reproductive plans of these women.

Prompt intervention is a matter of fundamental impor-
tance when dealing with PPH since the success of conser-
vative measures highly depends on it.>¢ The cascade of in-
terventions that ranges from bimanual massage and medi-
cal treatment to a hysterectomy is well defined in almost
every Portuguese hospital. Although there’s an order of in-
terventions, the decision between the different approaches
can be made by the clinician in charge to save the woman’s
life and, if possible, to preserve the uterus.>®

B-Lynch et al description of compressive uterine sutures
to treat postpartum hemorrhage due to uterine atony has
changed the conservative approach for PPH treatment.’

The subsequent descriptions of other uterine sutures to
treat PPH confirmed the success of this method and its
feasibility in many situations besides uterine atony.® A re-
cent search in PubMed revealed that more than 122 papers
about uterine compressive sutures have been published in
the last 20 years. Nevertheless, robust data supporting the
procedure’s safety and effectiveness are lacking. This is
why wider case series, like the one reported by Féria et alP
in this edition of Acta Médica Portuguesa are important.

Alcides Pereira’s suture was first used in 2002 in Hos-
pital Garcia de Orta, near Lisbon, Portugal, and it was
published in 2005 as a new approach to treat postpartum
hemorrhage due to uterine atony.'° Differently from previous
reports, this method uses uterine sutures (three in a trans-
verse, and two in a longitudinal fashion) with stitches that do
not enter the uterine cavity. Instead, the suture only involves
the serosa and subserosal myometrium. In theory, three
objections to uterine compressive sutures were overcome.
Firstly, there is no need for a previous uterine incision, since
Alcides Pereira’s suture can be performed in cases of vagi-
nal delivery that require surgical intervention for PPH con-
trol. This is a clear advantage compared to previous pro-
cedures that were described only after caesarean section
and with an open hysterotomy. Secondly, there is less risk
of uterine synechiae given the lack of contact between the
thread used and the uterine cavity. In theory, there may be
a lower risk of postoperative infection and less risk of fertility
impairment. Finally, there is a lower risk of intestine entrap-
ment in the suture thread due to the small bites performed
in the uterine wall. This characteristic can also signify an
advantage in terms of uterine compression efficacy since it
may represent a more uniform pressure around the uterine
wall.

Data presented by Féria et al provide important evi-
dence supporting the effectiveness and safety of Alcides
Pereira’s suture in controlling PPH. Their data represent the
biggest case series presented so far about this type of su-
ture. Moreover, the results also state that Alcides Pereira’s
suture is effective in other settings, and not only with uterine
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atony, as described in 2005. They show the application of
this technique in other causes of PPH, namely placental ab-
ruption, placenta previa and placenta accreta spectrum or
uterine inversion. However, it is notorious that the two un-
successful cases were in this subgroup of patients, where
uterine preservation is more challenging.

Another curious aspect of this work is that half of the
described cases had occurred in the previous three years.
On the one hand, this might indicate that doctors are more
aware of this kind of procedure and make the decision to
perform it more promptly, resulting in quicker hemorrhage
control and better outcomes. On the other hand, this short
time span is an important limitation for future fertility analy-
ses. Still, the presented results were optimistic. The follow-
up of these patients is also an undetermined issue, but
given the complications described in the literature, a clini-
cal assessment in the first weeks after delivery should be
recommended. Moreover, it seems reasonable to perform
a hysteroscopy and a gynecologic ultrasound a couple of
months later, or at least before a new pregnancy.

The unexpected nature of PPH and the low number of
cases in developed countries limit more robust studies com-
paring different strategies for its treatment. Still, an effort
to promote randomized interventions with clear protocols
and a clear definition of outcomes is vital to achieving bet-
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ter evidence-based treatment. The different causes of PPH
hemorrhage, surgical experience, and quick assessment of
the chosen approach for PPH treatment in an emergency
context are also limitations in obtaining better evidence.
Féria et al mention those limitations in their work and ob-
serve that the high effectiveness identified may be due to
the early implementation of Alcides Pereira’s suture and
their familiarity with the technique. These limitations may
also be taken as important advice: early implementation of
uterine compression sutures seems to be associated with
higher success rates. Therefore, they should be considered
and integrated into PPH treatment algorithms at an early
phase, especially in a more morbid and older population.
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Psychiatric diseases are quite common in the global
and national population, with an annual prevalence rate in
Portugal of 16.5% for anxiety disorders and 7.9% for de-
pressive disorders, respectively. The percentage of patients
without access to healthcare is high, reaching 81.8% for
mild severity disorders and 33.6% for severe cases.' Due to
the lack of clinical response, multiple digital strategies have
been successfully developed to improve symptom manage-
ment.?

Mental health apps have focused on areas such as psy-
choeducation, symptom assessment, monitoring, interven-
tion, and social support. The areas of greatest development
target anxiety and depressive disorders, but there are apps
for most diseases. These apps have the potential to reduce
the percentage of people without access to healthcare ser-
vices or adequate information. Due to their greater acces-
sibility, low cost of availability and maintenance, flexibility,
personalization, interactivity, and dissemination, they are
among the innovative health strategies, alongside artificial
intelligence.?

The UK’s National Institute for Health and Care Excel-
lence (NICE) Guidelines were the first to introduce apps
in their recommendations. Apps are not meant to replace
direct interventions but rather to provide access to simple
self-regulation techniques to a larger number of individu-
als. These recommendations result from scientific evidence
collected from multiple meta-analyses that support their
autonomous use or integration into clinical practice.® It is
worth mentioning that a large proportion of mental health
app development, especially well-known ones, comes from
companies rather than research groups, resulting in many
apps lacking scientific validation or appropriate clinical in-
formation.

Most of the apps created by research groups are un-

available, as their sustainability is limited to funding support.
For example, the project funded by the European Union, e-
mental health innovation, and transnational implementation
platform Interreg North-West Europe (eMEN), with a €6.21
million fund, facilitated the development of seven apps, but
only two are currently in regular use.*

The pandemic has made it clear that technology is an
effective tool in clinical practice.® When it was needed,
most healthcare professionals were prone to try and reach
their patients through digital solutions. The general belief
among healthcare professionals is that apps should be in-
tegrated into clinical practice.® However, there are some
barriers to this step. Most healthcare professionals do not
have access to a list of validated and recommended apps
for simple recommendations. The integration of apps in
the normal daily practice of healthcare professionals intro-
duces new challenges in their time management, leading
to multiple complaints of exhaustion and lack of resources.
For them, integration depends on: (1) time availability, (2)
financial resources, (3) technology training, (4) availability
for use, (5) integration into existing systems, (6) integration
into meetings, (7) limiting digital availability hours (to avoid
professional overload and surpassing therapeutic relation-
ship boundaries), (8) access to hardware and software for
free, (9) adaptation to cultural and language contexts, and
(10) solution efficiency.5’

The integration into healthcare services is quite com-
plex, and the main factors are: (1) readiness of services
for change, (2) local and national leadership, (3) rapid and
appropriate response to technology by users, and (4) avail-
ability of economic funds.®

In the literature, some solutions are presented, such
as (1) understanding the technological needs of users and
healthcare professionals, (2) involving users and healthcare
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professionals in the design, construction, and validation of
solutions, (3) increasing digital literacy, reducing stigma
and myths about technology (e.g., healthcare profession-
als fear that technology may interfere with the therapeutic
relationship and treatments, reducing effectiveness, despite
evidence suggesting otherwise; they believe that digital so-
lutions are only for the younger population, despite multiple
evidence showing preferential use among those over 35
years old), (4) bringing together researchers, clinicians, and
development companies to ensure higher quality and future
maintenance, (5) certification of quality, (6) personalization,
(7) ease of use, (8) training users and professionals in us-
age and adaptation, (9) privacy, and (10) anonymity.?

The role of the digital navigator has been developed and
studied to create a mediator between users and healthcare
professionals. A new professional with adequate training
would be responsible for the digital relationship between
the user and healthcare services, relieving clinicians of this
additional burden.”

Digital solutions only work if they are used. Most apps
have very low retention of users at 30 days. The apps with
higher retention rate are not necessary those that are more
profitable or well-known. For users, the main factor is the
recommendation by a healthcare professional, and the
main barriers are (1) recognition of effectiveness, (2) safety,
(3) usability, and (4) digital literacy.®

At this moment we are at a crucial point in the integra-
tion of digital solutions in the healthcare system. Clinicians
do not have the time or resources to change their practices.
Users have access to a lot of solutions, most focused on
economic profit and without scientific validation. Recent
developments in generative artificial intelligence radically
changed the development of chatbots and are now being
applied to the development of chatbots for mental health
purposes. There was recently a fatality associated with its
use.'” Who is supposed to take responsibility for this? Who
should be held accountable for it? How can we avoid future
deaths from technology use? This suggests that we are fac-
ing major changes in technology use in health and that the
healthcare system and healthcare professionals may not be
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ready for them yet.

Itis essential to create a central structure to regulate, de-
velop and recommend digital solutions for health use. There
are regulations in the European Union, but the market has
not changed with them and the main app stores —Apple App
Store® and Google Play Store® have not changed their offer.
A central structure could organize the research funding and
coordinate future maintenance of the effective solutions. It
could better guide where the funds should be invested, to
avoid waste of resources and future availability. This struc-
ture could also guide healthcare professionals and users
in recommended solutions through the recognition of digi-
tal solutions with scientific evidence and their adaptation to
our culture and language. After this central validation, the
support of decision-making bodies in healthcare services
is crucial for the integration of the necessary solutions into
existing structures and for planning training and adapta-
tions. Development should be a shared effort among all the
involved parties to facilitate the recognition of needs and
necessary specificities in creating new digital solutions that
allow for integration with healthcare services and have long-
term sustainability.
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INTRODUGAO

Ainda que tradicionalmente associada a intervengbes
de carater populacional e medidas preventivas comuni-
tarias, a Saude Publica tem evoluido para responder aos
desafios complexos do setor da saude. Nos ultimos anos,
inclusive, em varios paises europeus, tem-se observado
um reconhecimento crescente do contributo dos médicos
de Saude Publica (MSP) como pecas fundamentais em
ambiente hospitalar e na prestagao de servigos de saude
mais abrangentes. Esta visao é transponivel para Portugal,
ja que os MSP possuem competéncias que, embora inicial-
mente direcionadas a saude publica num sentido amplo,
séo facilmente adaptaveis a um contexto hospitalar.’

Esta perspetiva tem como objetivo principal descre-
ver as competéncias e atividades dos MSP em contextos
hospitalares, utilizando como base dois estudos de caso:
o Ospedale San Raffaele em Milao, Italia, e o Hospital de
la Santa Creu i Sant Pau em Barcelona, Espanha. A partir
dessas experiéncias, procuramos propor um modelo adap-
tado a realidade portuguesa, que vise a integracao efetiva
da especialidade médica de Saude Publica nos hospitais
do pais.

Ospedale San Raffaele, Milao, Italia

No Ospedale San Raffaele, hospital privado em Mildo e
acreditado pelo Servigo Nacional de Saude Italiano (SSN),
os médicos de Higiene e Medicina Preventiva, o equivalen-
te a especialidade de Saude Publica em lItalia, desempe-
nham papéis essenciais na Dire¢do Sanitaria e na Unidade
Operativa de Epidemiologia e Saude Publica.? A Diregédo
Sanitaria é dividida em trés areas principais. Primeiro, a
componente higiossanitaria, que foca a prevengéo e o con-
trolo de infecdo. Algumas das atividades diarias incluem
prevengao e controlo de surtos associados aos cuidados
de saude; coordenacdo do plano de catastrofe; gestédo

de catering, limpeza, residuos, lavandaria, esterilizagao e
controlo de vetores; plano de gestdo da agua; formacao;
auditorias e comissao de ética. Esta area tem uma estreita
articulacdo com o servico de saude ocupacional. Segun-
do, a area de melhoria continua da qualidade, que trabalha
maioritariamente a acreditagdo, monitorizacdo da adesao
as normas de qualidade e gestado do risco clinico. Entre
as varias atividades desenvolvidas incluem-se a garantia
de cumprimento dos requisitos regionais para a parceria
com o SSN, a monitorizagao dos indicadores de qualidade
por unidade operativa e o calculo dos indicadores e inte-
gragao destes no ‘Programa Nacional de Exito’, que avalia
os resultados das intervengdes para melhorar a eficacia e
a equidade no SSN. A area de melhoria continua da quali-
dade desenvolve, ainda, autoavaliagbes e auditorias inter-
nas, e garante a gestao do sistema interno de notificagbes
de incidentes e respetivas investigacdes. Terceiro, a area
organizativa, com foco na gestdo de doentes e fluxos de
informacao, cujo dia a dia passa por garantir o bom funcio-
namento das aplicagdes informaticas de registos clinicos
e a correta codificagdo no sistema de gestéo de altas, por
forma a que esta informacgéo seja depois utilizada a nivel
interno e partilhada com a regiéo para fins de planeamento
e financiamento. A Unidade Operativa de Epidemiologia e
Saude Publica é um servigo com forte ligagdo a universida-
de, que da apoio técnico a diregao do hospital. Esta unida-
de dedica-se maioritariamente as areas de investigagéo e
formagéo, mas também tem atividade no ambito da avalia-
¢ao de tecnologias de saude e de consultoria. Este servigo
responde a solicitagdes internas do hospital e externas, em
colaboragéo com varias entidades ao nivel nacional (p. ex.,
Ministério da Saude) e internacional [p. ex., European Cen-
ter for Disease Prevention and Control — (ECDC)).

1. Unidade de Saude Publica. Unidade Local de Saude do Algarve. Faro. Portugal.

2. Unidade de Saude Publica. Unidade Local de Saude do Alentejo Central. Evora. Portugal.

3. Servei d’Epidemiologia. Hospital de la Santa Creu i Sant Pau. Barcelona. Espanha.
4. Facolta di Medicina e Chirurgia. Universita Vita-Salute San Raffaele. Milao. Italia.
4 Autor correspondente: Regina Sa. anareginaserrasa@gamail.com
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Hospital De La Santa Creu | Sant Pau, Barcelona, Es-
panha

Em Espanha, a Medicina Preventiva y Salud Publica
equivale a especialidade de Saude Publica em Portugal,®
definindo-se como “a ciéncia e a pratica do apoio, elabo-
racéo e aplicagdo de politicas de promogéo e protegéo
da saude e de prevencdo da doenca, tanto para reduzir
a probabilidade do seu aparecimento como para impedir
ou controlar a sua progressao, somando-se a vigilancia da
saude da populagéo, da identificacdo das suas necessida-
des e do planeamento e avaliagéo dos servigos de saude”.
Adicionalmente, destacam-se as fun¢bes de administracéao
e gestdo de servicos de saude; vigilancia epidemiolégica;
estudos e analises epidemioldgicas; planeamento, progra-
magao e avaliagcéo; investigacao e docéncia; informacgéo de
salde e tecnologias de informag&o.*

No entanto, contrariamente a sua especialidade homo-
loga portuguesa, o local de trabalho principal dos preventi-
vistas s&o os servigos hospitalares de Medicina Preventiva.
Em Espanha, o hospital tem também o papel principal a ni-
vel da investigacgéo clinica, sendo que o preventivista tem o
papel de médico investigador, recorrendo-se da investiga-
¢éo como ferramenta para otimizagéo de processos (mui-
tas vezes clinicos e organizacionais) realizados por outros
servicos hospitalares. Deste modo, a area da investigagcao
(mediante trabalho de revisdo e elaboragéo de normas de
orientagdo clinica) acaba por ter um papel muito estreito
com a area da qualidade, algo que n&o é téo frequente na
realidade portuguesa. Os Consorcios de Investigagéo Bio-
médica em Rede (CIBER), coordenados pelo Instituto Car-
los Ill, promovem também a investigacéo colaborativa entre
servigos mediante um sistema de incentivos dependentes
de diferentes indicadores: investigagéo realizada, divulga-
¢ao cientifica efetuada na comunidade (em pessoa, ou nas
redes), composicdo da equipa (incluindo aspetos como a
paridade de género), entre outros. Além da componente de

investigacéo, dependendo das valéncias dos servi¢os hos-
pitalares de medicina preventiva, os preventivistas podem
também desempenhar fungdes de: i) interpretacéo de pa-
drdes de morbilidade e mortalidade da comunidade, espe-
cialmente os que requerem atuagao hospitalar; ii) vigilancia
epidemioldgica e controlo de infecdo nosocomial, de uma
forma analoga ao preconizado pelo Programa de Preven-
¢ao e Controlo de Infegdes e de Resisténcia aos Antimicro-
bianos (PPCIRA) em Portugal®; iii) desenho e promogao de
medidas de prevencdo e controlo da infe¢do hospitalar e
sua avaliagdo em termos de custos; iv) desenvolvimento de
processos de higiene hospitalar e controlo do saneamento
ambiental; v) educagdo em sadde em contexto hospitalar.*

Proposta de areas de atuagcao do médico de saude pu-
blica em contexto hospitalar

Com base nas experiéncias do Ospedale San Raffaele
e do Hospital de la Santa Creu i Sant Pau é possivel iden-
tificar diversas areas de atuagdo para os MSP nos hospi-
tais portugueses (Tabela 1). A contribuicao dos MSP nestas
areas contribuira para a otimizagédo da prestagdo de cui-
dados de saude, prevencédo de doencas, vigilancia epide-
mioldgica, apoio a investigagéo clinica e promogédo de uma
melhoria continua da qualidade. Esta proposta destaca a
diversidade de fungdes que os MSP podem desempenhar
em contextos hospitalares, ndo resumindo a sua agéo a
promog¢ao da saude publica, mas também a otimizagdo da
eficiéncia e qualidade dos servigos hospitalares.

Beneficios e desafios em Portugal

Com a publicacdo do Despacho 7216/2015 sobre a in-
tegragéo do servico de Investigacao, Epidemiologia Clinica
e de Saude Publica Hospitalar nos hospitais, centros hos-
pitalares e unidades locais de saude,® e com a integracédo
de agrupamentos de centros de saude em unidades locais
de saude,” Portugal apresenta uma oportunidade Unica

Tabela 1 — Proposta de areas de atuagdo do MSP em contexto hospitalar em Portugal com base em experiéncias do Sul da Europa

Proposta de areas de atuacao do MSP em contexto hospitalar em Portugal

Investigacao

Melhoria continua da qualidade (incluindo analise da adequacéao de praticas e do cumprimento das mesmas, bem como implementagao

de intervengdes corretoras)
Prevengéo e controlo de infegéo

Epidemiologia clinica (hospitalizagdo, consulta externa, entre outros)

Gestao de doentes e da informacgao clinica
Avaliagéo de tecnologias de saude

Literacia em saude

Proposta de areas de colaboragao do MSP em contexto hospitalar em Portugal

Saude ocupacional
Planeamento em situag¢des de catastrofe

Formagéao para os profissionais de saude
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para a aproximag¢do dos MSP ao ambiente hospitalar. Tal
avancgo pode resultar numa simbiose benéfica para a otimi-
zacao dos servicos e redugao de custos. Contudo, devem
ser considerados alguns obstaculos ja identificados,® tais
como o envelhecimento da classe,’ resisténcias internas e
externas a restruturacdo dos servigos e necessidades de
formacéao especifica.

CONCLUSAO

A integracao sistematica dos MSP nos hospitais por-
tugueses é essencial para otimizar o Servigco Nacional de
Saude, contribuindo para a qualidade dos servigos e re-
ducédo de custos. Inspirados pelas experiéncias do sul da
Europa, a adaptagéo do papel dos MSP em contexto hos-
pitalar é crucial para enfrentar os desafios atuais e futuros
na prestacéo de cuidados de saude em Portugal. Trabalhos
futuros deverdo debrucar-se sobre o modelo de integracédo
dos servigos de Saude Publica nos hospitais, a formagao
especifica dos MSP e a articulagdo com os restantes niveis
de cuidados e setores.
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ABSTRACT

Introduction: Evidence about the advantage of Lichtenstein’s repair, the guidelines’ recommended technique, is scarce regarding postoperative chronic
inguinal pain (CPIP). The primary aim of this study was to compare CPIP in patients undergoing Lichtenstein versus other techniques.

Methods: Prospective multicentric cohort study including consecutive adults undergoing elective inguinal hernia repair in Portuguese hospitals (October
- December 2019). Laparoscopic and mesh-free hernia repairs were excluded. The primary outcome was postoperative pain at three months, defined
as a score of 2 3/10 in the European Hernia Society Quality of Life score pain domain. The secondary outcome was 30-day postoperative complications.
Results: Eight hundred and sixty-nine patients from 33 hospitals were included. Most were men (90.4%) and had unilateral hernias (88.6%). Overall,
53.6% (466/869) underwent Lichtenstein’s repair, and 46.4% (403/869) were treated with other techniques, of which 83.9% (338/403) were plug and
patch. The overall rate of CPIP was 16.6% and 12.2% of patients had surgical complications. The unadjusted risk was similar for CPIP (OR 0.76, p =
0.166, Cl 0.51 - 1.12) and postoperative complications (OR 1.06, p = 0.801, Cl 0.69 - 1.60) between Lichtenstein and other techniques. After adjustment,
the risk was also similar for CPIP (OR 0.83, p = 0.455, Cl 0.51 - 1.34) and postoperative complications (OR 1.14, p = 0.584, Cl 0.71 - 1.84).
Conclusion: The Lichtenstein technique was not associated with lower CPIP and showed comparable surgical complications. Further investigation as-
sessing long term outcomes is necessary to fully assess the benefits of the Lichtenstein technique regarding CPIP.

Keywords: Chronic Pain/etiology; Hernia, Inguinal/surgery; Herniorrhaphy/methods; Pain, Postoperative; Portugal

RESUMO

Introducéo: A evidéncia sobre a vantagem da técnica de Lichtenstein, recomendada pelas normas de orientagao clinica é insuficiente relativamente a
dor inguinal crénica pés-operatéria (CPIP). O objetivo principal deste estudo foi comparar CPIP em doentes submetidos a Lichtenstein versus outras
técnicas.

Métodos: Estudo coorte multicéntrico prospetivo que incluiu adultos consecutivamente submetidos a hernioplastia eletiva em hospitais portugueses
(outubro - dezembro 2019). Abordagens laparoscépicas e sem proétese foram excluidas. O outcome primario foi a dor pds-operatéria aos trés meses,
definida pelo score de = 3/10 no dominio de dor do score da European Hernia Society Quality of Life. O outcome secundario foram complicacdes pos-
-operatorias aos 30 dias.

Resultados: Foram incluidos 869 doentes de 33 hospitais. A maioria eram homens (90,4%), com hérnias unilaterais (88,6%). Do total, 53,6% (466/869)
foram submetidos a Lichtenstein e 46,4% (403/869) a outras técnicas, das quais 83,9% (338/403) plug and patch. A proporgao geral de CPIP foi 16,6%
e 12,2% tiveram complicagbes pos-operatorias. O risco ndo ajustado foi semelhante para CPIP (OR 0,76, p = 0,166, Cl 0,51 - 1,12) e complicagbes
pds-operatérias (OR 1,06, p = 0,801, Cl 0,69 - 1,60) entre Lichtenstein e outras técnicas. Apos ajuste, o risco manteve-se semelhante para CPIP (OR
0,83, p = 0,455, Cl 0,51 - 1,34) e complicagbes pos-operatérias (OR 1,14, p = 0,584, CI 0,71 - 1,84).

Concluséo: A técnica Lichtenstein ndo esta associada a menor CPIP e mostrou complicagdes cirdrgicas comparaveis. Mais estudos para avaliar out-

comes a longo prazo sao necessarios para avaliar a real vantagem desta técnica relativamente a CPIP.
Palavras-chave: Dor Croénicaletiologia; Dor Pés-Operatoria; Hérnia Inguinal/cirurgia; Herniorrafia/métodos; Portugal

INTRODUCTION

Inguinal hernia repair is one of the most common pro-
cedures performed by general surgeons.” Women have a
lifetime risk of developing inguinal hernia of 3% - 6% and
men have a risk of 27% - 43%."

The only curative treatment for inguinal hernias is sur-
gical repair.? One-third of patients are asymptomatic® and,
despite going through a watch-and-wait approach, 70% un-
dergo surgery within five years.?

A prevalent comorbidity of inguinal hernia repair is
chronic postoperative inguinal pain (CPIP), affecting around
10% - 12% of patients.*® This complication also has an im-
pact on quality of life.° Chronic postoperative inguinal pain
is defined as pain lasting more than three months after in-
guinal hernia repair.”® Several characteristics have been re-
ported as risk factors for CPIP, such as young age, female
sex, high preoperative pain, early high postoperative pain,
recurrent hernia, and open repair.®'?

Current guidelines state that surgery is indicated for
all symptomatic patients.” Even though there is a recom-
mendation to watch-and-wait in asymptomatic or minimally
symptomatic patients,?*'* most patients will develop symp-
toms and undergo surgery. The standard surgical tech-
niques utilized are the Lichtenstein'® and laparo-endoscopic
approaches.'®!”

Despite the preference for the Lichtenstein technique,
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the results regarding CPIP and recurrence are comparable
with other open techniques with mesh.®?° The main criteria
used to distinguish Lichtenstein from the other techniques
focused on the smaller amount of foreign material used, the
anatomical planes affected by the surgery, reduced cost,
simplicity and reproducibility in comparison with other tech-
niques.™ Data comparing CPIP outcomes between the vari-
ous surgical techniques is still scarce,'®?° especially regard-
ing open pre-peritoneal approaches.?'-?*

The Portuguese INguinal hErnia cohort (PINE) study
analyzed outcomes related with inguinal hernia surgery in
Portugal, and this study aimed to compare postoperative
pain in patients undergoing open mesh repair of inguinal
hernia by Lichtenstein versus other techniques.

METHODS
Study design

The PINE was a Portuguese prospective multicentric
cohort study. All Portuguese hospitals performing elective
hernia repair surgery were eligible.

Each participating hospital included consecutive pa-
tients being operated on during one or more periods of 14-
days (7" - 18" October, 28" October - 8" November, 18"
November - 29" November, 29" November - 13" December
2019).
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In all participating hospitals the study was approved by
the local ethics committee, and, per national ethics regu-
lations, individual patient consent was collected for all pa-
tients.

The PINE was registered at Clinicaltrials.gov with the
reference NCT04328597 and the protocol was made avail-
able as a preprint.?*

Inclusion and exclusion criteria

All patients aged over 18 years old undergoing elective
inguinal hernia repair were included. The exclusion criteria
were defined as: patients who underwent urgent surgery,
laparoscopic surgery, and mesh-free hernia repairs.

Study aims and outcome measures

The primary aim of the study was to compare postop-
erative pain at three months after surgery in patients under-
going Lichtenstein versus other techniques.

The secondary aim was to assess the safety of Lichten-
stein versus other techniques, and the secondary outcome
was 30-day postoperative complications.

Outcome measures

Primary outcome

The European Hernia Society Quality of Life (EuraHS-
QolL) score was used to assess chronic postoperative
inguinal pain. The CPIP was defined as a score of = 3/10
in any of the questions of the pain domain of the three-
month questionnaire of the EuraHS-QoL score [complete
description of the score in Appendix 1 (Appendix 1: https:/
www.actamedicaportuguesa.com/revista/index.php/amp/
article/view/20277/15438)].

Secondary outcome

The Clavien-Dindo classification was used to describe
postoperative complications. It was categorized as “No
complications” when the Clavien-Dindo classification was
0, and “With complications” when the classification was I/11/
I/IV/V [complete description of the categories in Appendix
1 (Appendix 1: https://www.actamedicaportuguesa.com/
revista/index.php/amp/article/view/20277/15438)].

Data variables and definitions

Preoperative variables

The preoperative data variables analyzed included: age
(< 60 years old versus > 60 years old), sex (female versus
male), body mass index (BMI) [normal, underweight, over-
weight and obese, complete description of the categories in
Appendix 1 (Appendix 1: https://www.actamedicaportugue-
sa.com/revista/index.php/amp/article/view/20277/15438)],
American Society of Anesthesiologists (ASA) physical
status [ASA 1 - 2 versus ASA 3 - 4, complete description
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of the categories in Appendix 1 (Appendix 1: https://www.
actamedicaportuguesa.com/revista/index.php/amp/article/
view/20277/15438)], hernia size (£ 1.5 cm vs > 1.5 cm),
previous ipsilateral inguinal hernia repair, preoperative in-
guinal pain (was defined as a score of = 3/10 in any of the
questions of the pain domain of the EuraHS-QoL score at
the preoperative assessment), and history of non-inguinal
chronic pain (including migraine, osteoarticular disease, fi-
bromyalgia, post-traumatic pain, cancer-related pain, post-
surgical pain or nerve injury/compression).

Intraoperative variables

Regarding the intraoperative variables, the surgi-
cal technique was categorized, in the primary analysis of
the primary aim, as Lichtenstein versus other techniques,
which included plug and patch, prolene hernia system
(PHS), trans inguinal pre-peritoneal (TIPP), trans rectal pre-
peritoneal (TREPP), and variations of these techniques.
In the secondary analysis of the primary aim, the surgical
technique was categorized as Lichtenstein versus plug and
patch versus remaining techniques, which included PHS,
TIPP, TREPP, and variations of these techniques if the sur-
geon considered it to differ significantly from the standard
approach. Other intraoperative variables analyzed were the
type of mesh fixation (absorbable versus non-absorbable
materials) and nerve section (nerve section versus no nerve
section).

Data collection and management

Data were collected and stored on Research Electronic
Data Capture (REDCap), a secure anonymized platform.
The pre- and intra-operative patient data were collected in
person with the patient after consent at the time of surgery
and from admission. Unless there was a planned in-person
visit with the surgical team, the data collection for one and
three months after surgery was done by telephone.

Missing data

Missing data were fully reported in the figures and tables
for all variables. The adjusted models only included patients
without missing data for the included variables, and this is
reported in the model outputs.

Statistical analysis

A descriptive analysis of categorical variables was pre-
sented with frequency tables and the chi-squared test was
used to test significant differences between surgical tech-
niques regarding the predefined variables. For age as a
continuous variable, summary metrics (mean and standard
deviation) were performed. The chi-squared test was used
to test for significant differences between surgical tech-
niques regarding CPIP and post-operative complications.
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A logistic regression model was performed to identify
independent predictors of CPIP at three months after sur-
gery. The explanatory factors to be included in the mod-
els were identified a priori, as per the clinical plausibility of
their impact on CPIP, and the variables included were age,
sex, ASA grade, BMI, hernia size, previous ipsilateral ingui-
nal hernia repair, preoperative inguinal pain, non-inguinal
chronic pain, nerve section, mesh fixation and type of mesh.
A logistic regression model was performed to identify inde-
pendent predictors of postoperative complications at three
months after surgery.

Model goodness-of-fit was assessed using the Hosmer—
Lemeshow statistic.

The statistical significance level was predefined as p <
0.05.

The statistical analysis was performed using R studio V
4.2.2.

RESULTS
Patients and procedures

This is a pre-specified sub-analysis of the PINE study
(which included direct, indirect, and mixed inguinal hernia,
femoral hernia, bilateral hernia, laparoscopic surgery, open
mesh-free repairs, and open repairs with mesh). For this
analysis, the patients with femoral hernia who underwent
laparoscopic surgery or open mesh-free repairs were ex-
cluded, as the research question focused on the Lichten-
stein and other open mesh repairs. The diagram describing
the inclusion and exclusion criteria is in Fig. 1.

Overall, 869 patients were included from the 33 partici-
pating hospitals. Most patients were men [90.4% (784/867)],
with mild to moderate comorbidities [81.4% ASAgrade 1 - 2
(705/866)] and the mean age was 61.1 years old (SD 14.3).
In 88.6% (751/848) of the cases the hernia was unilateral.
Full preoperative details are shown in Table 1.

Of the 869 patients included in the study, 466 under-
went Lichtenstein’s mesh repair (53.6%), and the remain-
ing 403 patients underwent other techniques (46.4%). Of
those patients, 338 underwent plug and patch (83.9%) and
the remaining 65 patients (16.1%) underwent the remain-
ing techniques (eight patients to PHS, ten to TIPP, two to
TREPP and 45 to variations of the techniques).

The two groups of patients (Lichtenstein versus other
techniques) were similar. However, patients undergoing Li-
chtenstein were less likely to have undergone a previous
ipsilateral hernia repair (3.7% vs 8.4%, p = 0.004), were
more likely to have the mesh fixated with non-absorbable
suture (50.9% vs 27.8%, p < 0.001), and were less likely to
have the nerve sectioned during surgery (79.4% vs 91.0%,
p <0.001).

Secondary analysis of the primary outcome

A supplementary analysis was made to compare the
Lichtenstein technique, the plug and patch technique
and the remaining techniques. The full perioperative data
regarding this analysis is shown in Appendix 2 (Appendix 2:
https://www.actamedicaportuguesa.com/revista/index.php/
amp/article/view/20277/15439).

Chronic postoperative inguinal pain

The overall rate of postoperative chronic inguinal pain
was 16.6%. The unadjusted rates of postoperative pain
were similar across surgical techniques (18.4% for Lichten-
stein versus 14.6% for other techniques, p = 0.166).

After adjustment for the defined co-variables, the odds
ratio (OR) between Lichtenstein and other techniques for
postoperative chronic inguinal pain was 0.83 [p = 0.455, CI
95 (0.51 - 1.34)]. Chronic postoperative inguinal pain was
only independently associated with preoperative inguinal
pain [19.7% for patients with preoperative inguinal pain in

Assessed for eligibility (n = 948)

' Excluded (n = 79)

- Laparoscopy (n = 42)

| - Open surgery without mesh (n = 8)
I - Femoral hernia (n = 16)

Lo e e e - — 2

v

’ Included (n = 869) ‘

l

|

Submitted to Lichtenstein technique (n = 466)

}

Submitted to other open mesh technique (n = 403)
- Plug and patch (n = 338)
- Other techniques (n = 65)

Figure 1 — Diagram of the PINE study patients included in the analysis
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Table 1 — Pre and Intraoperative details of the patients included in the analysis

Lichtenstein

Other techniques Total

n = 466 (53.6%) n = 403 (46.4%) (n = 869) Missing n p-valuer

Age
<60 years 229 (49.1) 179 (44.4) 408 (47.0) 0 0.173
> 61 years 237 (50.9) 224 (55.6) 461 (53.0)

Sex
Female 50 (10.7) 33(8.2) 83 (9.6) 2 0.247
Male 416 (89.3) 368 (91.8) 784 (90.4)

ASA grade
ASA1-2 386 (82.8) 319 (79.8) 705 (81.4) 3 0.256
ASA3-4 80 (17.2) 81(20.2) 161 (18.6)

BMI
Normal 220 (47.8) 159 (41.2) 379 (44.8) 23 0.260
Underweight 4 (0.9) 5(1.3) 9(1.1)
Overweight 193 (42.0) 180 (46.6) 373 (44.1)
Obese 43 (9.3) 42 (10.9) 85 (10.0)

Hernia size
<15cm 142 (33.6) 106 (30.5) 248 (32.2) 100 0.394
>1.5cm 280 (66.4) 241 (69.5) 521 (67.8)

Previous ipsilateral inguinal hernia repair
No 448 (96.3) 369 (91.6) 817 (94.1) 1 0.004
Yes 17 (3.7) 34 (8.4) 51 (5.9)

Preoperative inguinal pain
No pain 119 (25.9) 80 (20.2) 199 (23.2) 12 0.052
Pain 341 (74.1) 317 (79.8) 658 (76.8)

Non-inguinal chronic pain
No 359 (77.2) 308 (76.4) 667 (76.8) 1 0.809
Yes 106 (22.8) 95 (23.6) 201 (23.2)

Nerve section
Nerve section 95 (20.6) 36 (9.0) 131 (15.2) 9 <0.001
No nerve section 367 (79.4) 362 (91.0) 729 (84.8)

Mesh fixation
Absorbable 229 (49.1) 291 (72.2) 520 (59.8) 0 <0.001
Non-absorbable 237 (50.9) 112 (27.8) 349 (40.2)

Type of mesh
Light 295 (69.9) 216 (64.1) 511 (67.3) 110 0.102
Heavy 127 (30.1) 121 (35.9) 248 (32.7)

2 Chi-squared test

contrast with 7.2% in patients without preoperative inguinal
pain, OR =2.89, p =0.002, Cl 95 (1.54 - 5.97)] and was not
associated with surgical technique.

The full logistic regression model is shown in Fig. 2 and
Table 2.

Secondary analysis of the primary outcome

In the secondary analysis, the unadjusted rate of
postoperative chronic inguinal pain was 18.4% with Lich-
tenstein, 14.7% with plug and patch, and 14.0% with the
remaining techniques (p = 0.203 between Lichtenstein and
plug and patch and p = 0.424 between plug and patch and
the remaining techniques).

After the adjustment for the defined co-variables, the
OR between Lichtenstein and plug and patch was 0.88 [p
=0.611, Cl 95 (0.53 - 1.44)] and the OR between plug and
patch and the remaining techniques was 0.58 [p = 0.336,
Cl 95 (0.16 - 1.59)]. In this secondary analysis, CPIP was
only independently associated with preoperative inguinal
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pain [19.7% for patients with preoperative inguinal pain in
contrast with 7.2% in patients without preoperative inguinal
pain, OR = 2.90, p = 0.002, CI 95 (1.54 - 5.98)].

A complete adjusted analysis is available in Fig. 3 and
Table 3.

Postoperative complications

The overall rate of postoperative complications was
12.2% and the unadjusted rates were similar across sur-
gical techniques (13.6% for Lichtenstein, 14.3% for other
techniques, p = 0.801).

After adjustment for the defined co-variables, the OR
between Lichtenstein and other techniques was 1.14 [p =
0.584, CI1 95 (0.71 - 1.84)]. The postoperative complications
were only independently associated with a previous ipsilat-
eral inguinal hernia repair [11.3% with no previous repair
versus 27.7% when there was a previous repair, OR = 3.05,
p =0.003, Cl 95 (1.41 - 6.28)] and the type of mesh fixation
[9.6% with absorbable mesh fixation versus 16.6% with a
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Chronic postoperative inguinal pain: OR (95% Cl, p-value)

Surgical technique Lichtenstein
Other techniques

Sex Female

Male

ASA 1-2

ASA 3-4

BMI Normal

Underweight

Overweight

Obese

<15cm

>1.5cm

Previous ipsilateral inguinal hernia repair  No

Yes

No pain

Pain

Non-inguinal chronic pain No

Yes

Nerve section

No nerve section

ASA grade

Hernia size

Preoperative inguinal pain

Nerve section

Mesh fixation Absorbable
Non-absorbable
Type of mesh Light
Heavy

0.83 (0.51 - 1.34, p = 0.455)

0.62 (0.32 - 1.24, p = 0.157)

0.62 (0.31-1.16, p = 0.156)
0.74 (0.04 - 4.79, p = 0.787)
1.35(0.84 - 2.18, p = 0.219)
1.41 (0.63 - 2.95, p = 0.378)

0.63 (0.40 - 1.01, p = 0.055)

1.39 (0.52 - 3.30, p = 0.480)

2.89 (1.54 - 5.97, p = 0.002)

1.10 (0.65 - 1.81, p = 0.722)

0.69 (0.40 - 1.23, p = 0.204)

1.29 (0.82 - 2.05, p = 0.274)

1.09 (0.66 - 1.76, p = 0.736)

.%.M.H,L

- =

R E—
)—m—(
"
[
-
]
-

2 4 6

Odds ratio (95% Cl, log scale)

Figure 2 — Predictors of chronic postoperative inguinal pain at three months after surgery

Table 2 — Predictors of chronic postoperative inguinal pain at three months after surgery

No pain Pain OR aOR
(n=617) (n=123) [IC 95%, p-value] [IC 95%, p-value]

Surgical technique

Lichtenstein 324 (81.6) 73 (18.4) Ref Ref

Other techniques 293 (85.4) 50 (14.6) 0.76 (0.51 - 1.12, p = 0.166) 0.83 (0.51 - 1.34, p = 0.455)
Sex

Female 53 (73.6) 19 (26.4) Ref Ref

Male 563 (84.4) 104 (15.6) 0.52 (0.30 - 0.93, p = 0.021) 0.62 (0.32 - 1.24, p = 0.157)
ASA grade

ASA1-2 493 (82.6) 104 (17.4) Ref Ref

ASA3-4 123 (87.2) 18 (12.8) 0.69 (0.39 - 1.16, p = 0.183) 0.62 (0.31-1.16, p = 0.156)
BMI

Normal 280 (84.8) 50 (15.2) Ref Ref

Underweight 6 (85.7) 1(14.3) 0.93 (0.05 - 5.62, p = 0.950) 0.74 (0.04 - 4.79, p = 0.787)

Overweight 254 (81.2) 59 (18.8) 1.30 (0.86 - 1.97, p = 0.212) 1.35(0.84 - 2.18, p = 0.219)

Obese 61(84.7) 11 (15.3) 1.01(0.48 - 1.99, p = 0.978) 1.41(0.63 - 2.95, p = 0.378)
Hernia size

<1.5cm 163 (77.3) 48 (22.7) Ref Ref

>1.5cm 378 (85.7) 63 (14.3) 0.57 (0.37 - 0.86, p = 0.008) 0.63 (0.40 - 1.01, p = 0.055)
Previous ipsilateral inguinal hernia repair

No 583 (83.8) 113 (16.2) Ref Ref

Yes 34 (77.3) 10 (22.7) 1.52 (0.69 - 3.05, p = 0.265) 1.39 (0.52 - 3.30, p = 0.480)
Preoperative inguinal pain

No pain 167 (92.8) 13(7.2) Ref Ref

Pain 447 (80.3) 110 (19.7) 3.16 (1.79 - 6.03, p < 0.001) 2.89 (1.54 - 5.97, p = 0.002)
Non-inguinal chronic pain

No 470 (84.1) 89 (15.9) Ref Ref

Yes 147 (81.2) 34 (18.8) 1.22 (0.78 - 1.87, p = 0.369) 1.10 (0.65- 1.81, p = 0.722)

Nerve section
Nerve section
No nerve section

Mesh fixation
Absorbable
Non-absorbable

Type of mesh
Light
Heavy

85 (75.9)
527 (84.9)

376 (84.9) 67 (15.1)
241 (81.1) 56 (18.9)

357 (82.4)
174 (82.9)

76 (17.6)
36 (17.1)

Ref
0.56 (0.35 - 0.92, p = 0.020)

Ref
1.30 (0.88 - 1.92, p = 0.182)

Ref
0.97 (0.62 - 1.49, p = 0.898)

Ref
0.69 (0.40 - 1.23, p = 0.204)

Ref
1.29 (0.82 - 2.05, p = 0.274)

Ref
1.09 (0.66 - 1.76, p = 0.736)

Ref: reference; OR: odds ratio; aOR: adjusted odds ratio

Dependent variable: chronic postoperative inguinal pain; Independent variables for adjusted model: surgical technique, sex, ASA grade, BMI,

hernia repair, preoperative inguinal pain, non-inguinal chronic pain, nerve section, mesh fixation.

Method: ENTER;
Hosmer-Lesmeshow p-value = 0.793
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Chronic postoperative inguinal pain: OR (95% ClI, p-value)

Specific surgical technique Lichtenstein - *
Plug and patch 0.88 (0.53 - 1.44, p = 0.611) e
Remaining techniques 0.58 (0.16 - 1.59, p = 0.336) - !
Sex Female - "
Male 0.62 (0.32 - 1.25, p = 0.170) L
ASA grade ASA 1-2 - m
ASA 3-4 0.63 (0.32-1.17, p=0.161)
BMI Normal - ‘-
Underweight 0.72 (0.04 - 4.65, p = 0.765) |
Overweight 1.33 (0.82 - 2.15, p = 0.251) BT
Obese 1.40 (0.63 - 2.93, p = 0.390) |
Hernia size <15cm - F
>1.5cm 0.63 (0.39 - 1.01, p = 0.051) —
Previous ipsilateral inguinal hernia repair No - ||
Yes 1.39 (0.52 - 3.30, p = 0.482) f
Preoperative inguinal pain No pain - =
Pain 2.90 (1.54 - 5.98, p = 0.002) I ——
Non-inguinal chronic pain No - |
Yes 1.10 (0.65 - 1.81, p = 0.721) ——
Nerve section Nerve section - &
No nerve section 0.70 (0.41 - 1.25, p = 0.222) — .
Mesh fixation Absorbable - *
Non-absorbable 1.30 (0.82 - 2.07, p = 0.261) —
Type of mesh Light - [ ]
Heavy 1.07 (0.65 - 1.74, p = 0.777) .

o
|
o

Odds ratio (95% Cl, log scale)

Figure 3 — Predictors of chronic postoperative inguinal pain at three months after surgery with the surgical technique categorized into

Lichtenstein, plug and patch and remaining techniques

non-absorbable mesh fixation, OR = 2.0, p = 0.004, Cl 95
(1.26 - 3.20)].
The full adjusted analysis is shown in Fig. 4 and Table 4.

DISCUSSION

This study aimed to compare chronic postoperative pain
in patients undergoing open mesh repair of inguinal her-
nia by Lichtenstein versus other techniques. This criterion
is important to establish the rates of CPIP with the various
techniques, an important factor in surgical decision-making.

This study showed no statistically significant difference
in CPIP at three months between the Lichtenstein tech-
nique and other techniques [18.4% vs 14.6%, OR = 0.83
p = 0.455, Cl 95 (0.51 - 1.34)]. Secondly, the multivariable
analysis showed that the only factor associated with CPIP
was preoperative inguinal pain. The secondary analysis of
the primary outcome, comparing specifically Lichtenstein,
plug and patch and the remaining techniques, also did not
reveal significant differences between the groups (18.4% vs
14.7% vs 14.0%, p = 0.611 and p = 0.336). Neither was
there a statistically significant difference in postoperative
complications between Lichtenstein and other techniques
[12.0% vs 12.5%, OR =1.14, p = 0.584, CI1 95 (0.71 - 1.84)].
The multivariable analysis showed that the only factors as-
sociated with postoperative complications were a previous
ipsilateral inguinal hernia repair and non-absorbable mesh
fixation.

Current hernia surgery guidelines lack robust evidence
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to recommend a specific surgical technique.”™ Previous
studies have shown that the technique in open repair ap-
proaches seems to have no influence on the rates of CPIP'
0 and the results of our analysis are consistent with this.

A secondary analysis of the primary outcome was per-
formed to verify if there could be any bias — given the re-
sidual volume of the remaining techniques compared with
plug and patch — that could be concealing any change to the
results, but the results remained not statistically significant,
which supports the conclusion that surgical technique is not
likely to be a predictor of CPIP.

On the other hand, our finding that preoperative inguinal
pain was a predictor of CPIP is also consistent with the cur-
rent knowledge, as preoperative inguinal pain was already
described®'? and included in the European Guidelines' as
a risk factor for CPIP.

In our study, the multivariable analysis showed that a
previous ipsilateral inguinal hernia was associated with
postoperative complications [11.3% vs 27.7%, OR = 3.05,
p =0.003, Cl 95 (1.41 - 6.28)] as well as the type of mesh
fixation [9.3% vs 16.6%, OR = 2.0, p = 0.004, Cl 95 (1.26
- 3.20)]. The two identified predictive factors are useful to
inform patients about their additional risk of postoperative
complications when undergoing a hernia re-intervention
and may aid in decision-making regarding the type of mesh
fixation in high-risk patients.

In this cohort, only 53.6% of patients underwent hernia
repair using the Lichtenstein technique (the open technique
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Table 3 — Predictors of chronic postoperative inguinal pain at three months after surgery with the surgical technique categorized into Lich-

tenstein, plug and patch and remaining techniques

OR
[IC 95%, p-value]

aOR
[IC 95%, p-value]

No pain Pain
(n=617) (n=123)

Specific surgical technique

Lichtenstein 324 (81.6) 73 (18.4)

Plug and patch 244 (85.3) 42 (14.7)

Remaining techniques 49 (86.0) 8 (14.0)
Sex

Female 53 (73.6) 19 (26.4)

Male 563 (84.4) 104 (15.6)
ASA grade

ASA1-2 493 (82.6) 104 (17.4)

ASA3 -4 123 (87.2) 18 (12.8)
BMI

Normal 280 (84.8) 50 (15.2)

Underweight 6 (85.7) 1(14.3)

Overweight 254 (81.2) 59 (18.8)

Obese 61(84.7) 11 (15.3)
Hernia size

<1.5cm 163 (77.3) 48 (22.7)

>1.5cm 378 (85.7) 63 (14.3)
Previous ipsilateral inguinal hernia repair

No 583 (83.8) 113 (16.2)

Yes 34 (77.3) 10 (22.7)
Preoperative inguinal pain

No pain 167 (92.8) 13(7.2)

Pain 447 (80.3) 110 (19.7)
Non-inguinal chronic pain

No 470 (84.1) 89 (15.9)

Yes 147 (81.2) 34 (18.8)
Nerve section

Nerve section 85 (75.9) 27 (24.1)

No nerve section 527 (84.9) 94 (15.1)
Mesh fixation

Absorbable 376 (84.9) 67 (15.1)

Non-absorbable 241 (81.1) 56 (18.9)
Type of mesh

Light 357 (82.4) 76 (17.6)

Heavy 174 (82.9) 36 (17.1)

Ref
0.76 (0.50 - 1.15, p = 0.203)
0.72 (0.31 - 1.52, p = 0.424)

Ref
0.52 (0.30 - 0.93, p = 0.021)

Ref
0.69 (0.39 - 1.16, p = 0.183)

Ref
0.93 (0.05 - 5.62, p = 0.950)
1.30 (0.86 - 1.97, p = 0.212)
1.01 (0.48 - 1.99, p = 0.978)

Ref
0.57 (0.37 - 0.86, p = 0.008)

Ref
1.52 (0.69 - 3.05, p = 0.265)

Ref
3.16 (1.79 - 6.03, p < 0.001)

1.22 (0.78 - 1.87, p = 0.369)

Ref
0.56 (0.35 - 0.92, p = 0.020)

Ref
1.30 (0.88-1.92, p = 0.182)

Ref
0.97 (0.62 - 1.49, p = 0.898)

Ref
0.88 (0.53 - 1.44, p = 0.611)
0.58 (0.16 - 1.59, p = 0.336)

Ref
0.62 (0.32 - 1.25, p = 0.170)

Ref
0.63(0.32-1.17, p=0.161)

Ref
0.72 (0.04 - 4.65, p = 0.765)
1.33(0.82-2.15, p = 0.251)
1.40 (0.63 - 2.93, p = 0.390)

Ref
0.63 (0.39 - 1.01, p = 0.051)

Ref
1.39 (0.52 - 3.30, p = 0.482)

Ref
2.90 (1.54 - 5.98, p = 0.002)

1.10 (0.65-1.81, p = 0.721)

Ref
0.70 (0.41 - 1.25, p = 0.222)

Ref
1.30(0.82-2.07, p = 0.261)

Ref
1.07 (0.65-1.74, p = 0.777)

Ref: reference; OR: odds ratio; aOR: adjusted odds ratio

Dependent variable: chronic postoperative inguinal pain; Independent variables for adjusted model: surgical technique, sex, ASA grade, BMI, hernia size, previous ipsilateral inguinal
hernia repair, preoperative inguinal pain, non-inguinal chronic pain, nerve section, mesh fixation.

Method: ENTER;

Hosmer-Lesmeshow p-value = 0.913

most uniformly recommended by hernia guidelines)."* How-
ever, the rates of CPIP are within those described in the
literature. In the meta-analysis performed by Zhao et al,
which included 10 randomized controlled trials (RCT) from
1989 to 2008, there was no statistically significant difference
between Lichtenstein, plug and patch and PHS regarding
CPIP nor post-operative complications. There is also the
meta-analysis from Yu et al,'® which included 11 RCT com-
paring Lichtenstein and plug and patch up until 2020, that
also showed no statistically significant differences between
techniques regarding these outcomes. In the meta-analysis
performed by Decker et al,*° seven RCT comparing Lichten-
stein and PHS found no differences regarding the same out-
comes. This may lead to the hypothesis that the surgeons’
experience and the standardization of a specific technique
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may be more important in avoiding CPIP and postoperative
complications than the surgical technique itself.

This study has limitations, as it is not a randomized
study, which leads to an inevitable selection bias in the
choice of technique, yet has the advantage of dealing with
real-world data.

The exclusion criteria defined in this study also repre-
sent a limitation since they neglect an important group of
patients that undergo hernia surgery. We decided to ex-
clude patients that underwent urgent surgery, given that
surgery within this context is associated with increased
rates of postoperative complications,>*° as well as mesh-
free hernia repairs, since these techniques are not recom-
mended and are usually reserved for specific circumstanc-
es 911123133 Regarding laparoscopic surgery, we chose not
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Postoperative complications: OR (95% ClI, p-value)

Surgical technique Lichtenstein - *
Other techniques 1.14 (0.71 - 1.84, p = 0.584) [ —
Sex Female - .
Male 0.91 (0.45-2.02, p = 0.813) —
ASA grade ASA 1-2 - *
ASA 3-4 1.16 (0.66 - 1.99, p = 0.587) s
BMI Normal - =
Underweight 0.90 (0.04 - 6.01, p = 0.930) :
Overweight 1.35(0.84 -2.18, p=0.212) %
Obese 0.78 (0.30 - 1.75, p = 0.570) - =71
Hernia size <15cm - L]
>1.5cm 0.80 (0.50 - 1.29, p = 0.350) —
Previous ipsilateral inguinal hernia repair No - *
Yes 3.05(1.41-6.28, p=0.003) | —_— s
Preoperative inguinal pain No pain - ]
Pain 1.33(0.75 - 2.50, p = 0.348) ———
Non-inguinal chronic pain No = *
Yes 1.39 (0.83 - 2.28, p = 0.198) —
Nerve section Nerve section - L]
No nerve section 0.87 (0.47 - 1.70, p = 0.660) —a—
Mesh fixation Absorbable - *
Non-absorbable 2.00 (1.26 - 3.20, p = 0.004) Lo
2 4 6 8

Odds ratio (95% Cl, log scale)

Figure 4 — Predictors of postoperative complications at one month after surgery

Table 4 — Predictors of Postoperative complications at one month after surgery

ARTIGO ORIGINAL

No complications With complications OR aOR
(n=718) (n=100) [IC 95%, p-value] [IC 95%, p-value]

Surgical technique

Lichtenstein 383 (88.0) 52 (12.0) - -

Other techniques 335 (87.5) 48 (12.5) 1.06 (0.69-1.60, p=0.801)  1.14 (0.71 - 1.84, p = 0.584)
Sex

Female 69 (87.3) 10 (12.7) - -

Male 648 (87.8) 90 (12.2) 0.96 (0.50 - 2.04, p=0.905) 0.91(0.45-2.02, p=0.813)
ASA grade

ASA1-2 585 (88.5) 76 (11.5) - -

ASA3-4 131 (84.5) 24 (15.5) 1.41(0.84-2.29,p=0.175) 1.16 (0.66 - 1.99, p = 0.587)
BMI

Normal 321(88.9) 40 (11.1) - -

Underweight 7 (87.5) 1(12.5) 1.15(0.06 - 6.68, p =0.900)  0.90 (0.04 - 6.01, p = 0.930)

Overweight 299 (85.7) 50 (14.3) 1.34 (0.86-2.10, p=0.195) 1.35(0.84 - 2.18, p=0.212)

Obese 74 (91.4) 7 (8.6) 0.76 (0.30 - 1.66, p =0.521)  0.78 (0.30 - 1.75, p = 0.570)
Hernia size

<1.5cm 197 (85.3) 34 (14.7) - -

>1.5cm 436 (87.9) 60 (12.1) 0.80 (0.51-1.26, p=0.327)  0.80 (0.50 - 1.29, p = 0.350)
Previous ipsilateral inguinal hernia repair

No 684 (88.7) 87 (11.3) - -

Yes 34 (72.3) 13 (27.7) 3.01(1.48 - 5.79, p=0.001)  3.05 (1.41 - 6.28, p = 0.003)
Preoperative inguinal pain

No pain 169 (89.4) 20 (10.6) - -

Pain 547 (87.2) 80 (12.8) 1.24 (0.75-2.13, p=0.424)  1.33 (0.75 - 2.50, p = 0.348)
Non-inguinal chronic pain

No 554 (88.4) 73 (11.6) - -

Yes 164 (85.9) 27 (14.1) 1.25(0.77-1.99, p=0.358)  1.39 (0.83 - 2.28, p = 0.198)
Nerve section

Nerve section 105 (88.2) 14 (11.8) - -

No nerve section 607 (87.6) 86 (12.4) 1.06 (0.60 - 2.01, p=0.843) 0.87 (0.47 - 1.70, p = 0.660)
Mesh fixation

Absorbable 447 (90.7) 46 (9.3) - -

Non-absorbable 271 (83.4) 54 (16.6) 1.94 (1.27 - 2.96, p = 0.002)  2.00 (1.26 - 3.20, p = 0.004)

Ref: reference; OR: odds ratio; aOR: adjusted odds ratio

Dependent variable: chronic postoperative inguinal pain; Independent variables for adjusted model: surgical technique, sex, ASA grade, BMI, hernia size, previous ipsilateral inguinal

hernia repair, preoperative inguinal pain, non-inguinal chronic pain, nerve section, mesh fixation.

Method: ENTER;

Hosmer-Lesmeshow p-value = 0.129
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to include these patients, given the fact that this surgical
approach is associated with a different set of complications
and lower rates of CPIP, and patients usually present differ-
ent risk factors for postoperative pain.**° Nevertheless, this
is a group of emergent techniques in Portugal and will, in
the future, be a major variable to take into account.

This study was originally designed to include a six-month
follow-up period for a more complete categorization of CPIP
without the potential bias associated with the inflammatory
process still present at three-months.® Unfortunately, this
period coincided with the first wave of COVID-19 in Portu-
gal which led to a severe change of healthcare services and
availability of surgeons to participate in the data collection.
Consequently, this period was canceled, and we remained
with the three-month follow-up (described as the minimal
amount of time to define CPIP).

This study was of major importance to understand and
optimize the current approach to inguinal hernia in Portu-
gal. The approach to inguinal hernia management in Por-
tugal was previously unknown, with the most recent survey
encompassing the years between 2001 and 2005.“° The
PINE study has the advantage of being the biggest study
of its kind in Portugal, with a significant sample and the first
prospective cohort study evaluating the current practices of
hernia repair in Portugal.

CONCLUSION

The Lichtenstein technique was not associated with
lower CPIP and showed comparable surgical complica-
tions. However, other factors, such as the recurrence
rate (not assessed here), may affect these conclusions if
better outcomes with the Lichtenstein technique were to be
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RESUMO
Introdugao: A utilizagdo da cirurgia minimamente invasiva no tratamento da patologia colorretal é hoje cientificamente aceite e o seu uso na pratica cli-
nica diaria tem vindo a aumentar de forma sustentada. Diversos estudos indicam que a abordagem robética pode trazer vantagens sobre a laparoscopia
‘convencional’, especialmente na cirurgia do reto. Este trabalho descreve e analisa os resultados dos primeiros trés anos de cirurgia robética na Unidade
de Patologia Colorretal da Unidade Local de Saude S. José.
Métodos: Foram definidas as variaveis a analisar e construida uma base de dados prospetiva com os dados referentes aos doentes operados conse-
cutivamente por trés cirurgides colorretais, acreditados internacionalmente na utilizagédo do sistema Da Vinci Xi®, entre novembro de 2019 e outubro de
2022. A base de dados foi convertida numa versdo anonimizada e foi sobre essa mesma que se procedeu a analise de dados. Foram analisados os
dados de todos doentes operados nesse periodo.
Resultados: Foram incluidos 80 doentes, 47 homens, mediana de idade de 70 anos e de IMC de 26 kg/m?. O score ASAera ll em 53,7% e Ill em 41,3%
dos doentes. Do total, 97,6% apresentavam doenga maligna ou potencialmente maligna. Realizaram-se 34 colectomias proximais ao angulo esplénico,
20 distais e 26 ressecgdes anteriores do reto. Houve ressecgéo sincrona de metastases hepaticas em dois casos. Foram analisados os resultados
peri-operatérios a curto prazo e histopatoldgicos: duragdo (mediana): 300 minutos; perda hematica estimada (mediana): 50 mL; taxa de converséao:
2,5%; dias até retomar transito intestinal (mediana): trés dias; dias de internamento (mediana): seis dias; taxa de complicagdes pds-operatérias: 20%,
das quais 5% Clavien Il e 0% Clavien IV/V; taxa de deiscéncia anastomética: 2,5%; taxa de reintervengéo: 2,5%; taxa de readmisséo pés-alta: 1,3%;
ganglios linfaticos ressecados (mediana): 20; taxa de ressecgdo R0: 100%; taxa de integridade mesorretal: 95,8% completo/quase completo.
Conclusao: Os nossos resultados mostram que a introdugéo da cirurgia colorretal robética no nosso centro foi segura e garantiu resultados clinicos a
curto prazo e histopatolégicos semelhantes ou favoraveis face aos descritos na literatura.
Palavras-chave: Cirurgia Colorretal; Complicagdes Intraoperatérias; Complicagdes Pos-Operatdrias; Procedimentos Cirtirgicos Robéticos

ABSTRACT
Introduction: Minimally invasive surgery has been increasingly accepted and used in colorectal surgery. Several studies report that robotic surgery may
provide advantages over ‘conventional’ laparoscopy, namely in rectal surgery. This paper provides an account of the first three years of experience with
robotic surgery in the Unidade de Patologia Colorretal of the Unidade Local de Saude S. José.
Methods: Variables were defined to develop a prospective database containing the data of consecutive patients operated by three internationally certified
colorectal surgeons using the Da Vinci Xi® system between November 2019 and October 2022. The database was converted into an anonymized version
that was used for this study. The analysis was performed on the data of all the patients operated during this period.
Results: Eighty patients were included, 47 male, median age 70 years, and median BMI 26 kg/m?2. ASA score was Il in 53.7% and Ill in 41.3% of pa-
tients. Of the total, 97.6% had malignant or potentially malignant disease. Operative procedures consisted of 34 colectomies proximal to the splenic
flexure, 20 distal colectomies and 26 anterior resections. There were two synchronous resections of liver metastases. Early perioperative outcomes and
histopathological results were analyzed: median operative time: 300 minutes; median estimated blood loss: 50 mL; conversion rate: 2.5%; median days
until first bowel movement: three days; median length of hospital stay: six days; complication rate: 20%, of which 5% were Clavien Ill and 0% Clavien
1V/V; anastomotic leak rate: 2.5%; 30-day readmission rate: 1.3%; median lymph nodes resected: 20; RO resection rate: 100%; mesorectal integrity rate:
95,8% complete/near complete.
Conclusion: Our results show that the adoption of robotic colorectal surgery in our center was safe and resulted in similar or improved short-term clinical
outcomes and histopathological results when compared to those described in the literature.
Keywords: Colorectal Surgery; Intraoperative Complications; Postoperative Complications; Robotic Surgical Procedures

INTRODUGAO

ARTIGO ORIGINAL

A cirurgia minimamente invasiva tem sido progressiva-
mente aceite no panorama cientifico nacional e internacio-
nal, desde a sua primeira descrigdo em 1991" e utilizada
como forma de abordagem alternativa a via laparotémica
no tratamento da patologia colorretal. Desde entdo, varios
estudos demonstraram que a abordagem via laparoscépica
esta associada a menor duragao de internamento, menor
morbilidade e dor pds-operatéria e menor taxa de compli-
cacdes a longo prazo como hérnia incisional e aderéncias,

sem prejuizo dos resultados oncolégicos.® Consequente-
mente, esta via de abordagem tornou-se a preferencial em
muitas instituicoes.

Contudo, a sua adogdo nos paises ocidentais ainda
ndo se encontra generalizada, estimando-se entre os 30%
- 50%.* O seu uso é ainda mais limitado na cirurgia retal
pela limitagdo de movimentos dos instrumentos disponiveis
em espacos confinados, como a cavidade pélvica, e dada a
exigente curva de aprendizagem associada.

1. Unidade de Patologia Colorretal. Unidade Local de Satde S. José. Lisboa. Portugal.
4 Autor correspondente: Diogo Carrola Gomes. diogo.gomes@ulssjose.min-saude.pt
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Desde o primeiro relato por Weber em 2002,° o interes-
se pela cirurgia colorretal robética tem crescido exponen-
cialmente, como é bem expresso no numero anual cres-
cente de publicagbes.

A cirurgia robdtica traz alguns avancos sobre a via la-
paroscopica ‘tradicional’, com vantagens significativas ao
nivel da visualizagdo e da mobilidade intra-abdominal dos
instrumentos cirurgicos. De momento, os sistemas Da Vin-
ci® (Intuitive Surgical Inc.) sdo os robds cirdrgicos mais
utilizados no mundo, munindo o cirurgido de uma plata-
forma estavel, com visualizacao tridimensional controlada
pelo préprio e instrumentos articulados com sete graus de
liberdade de movimento.* Estas caracteristicas permitem
a realizagéo de gestos mais precisos que os instrumentos
laparoscoépicos retos, o que confere uma vantagem em es-
pacos restritos. Os beneficios relativos a possibilidade do
uso de técnicas guiadas por fluorescéncia e a ergonomia e
reducao de lesdes musculo-esqueléticas da equipa cirurgi-
ca sao também a considerar.

A maior desvantagem da abordagem robdtica é o cus-
to de aquisicdo inicial, dos consumiveis e da manutencao
do equipamento. Para ultrapassar esta limitagéo, as van-
tagens que a tecnologia oferece terdo de se traduzir em
ganhos clinicos validados e significativos.

A primeira plataforma surgiu em Portugal em 2010,
estando disponivel exclusivamente em hospitais privados
durante cerca de 10 anos. Em outubro de 2019 entrou em
funcionamento na Unidade Local de Saude S. José (ULS S.
José) um sistema Da Vinci Xi®, tornando-se o primeiro robd
cirurgico no Servigo Nacional de Saude. Desde entdo, até
a data da redagao deste artigo foram tratados 850 doentes
com esta plataforma, pelas especialidades de Urologia, Ci-
rurgia Geral, Cirurgia Toracica e Ginecologia.

O presente artigo tem como objetivo descrever a expe-
riéncia inicial da Unidade de Patologia Colorretal do Servi-
¢o de Cirurgia Geral da ULS S. José com o robd cirurgico,
avaliar os resultados peri-operatérios e histopatolégicos
obtidos e compara-los com os resultados publicados na li-
teratura.

METODOS
Desenho do estudo

Trata-se de um estudo observacional descritivo, basea-
do numa base de dados prospetiva onde foram inseridos
de forma sistematica os dados das variaveis escolhidas, de
individuos com idade maior ou igual a 18 anos, submetidos
a cirurgia colorretal por via laparoscopica roboética, na Uni-
dade de Patologia Colorretal da ULS S. José.

A ULS S. José é um hospital terciario, certificado pela
Direcdo-Geral de Saude como centro de referéncia para o
tratamento do cancro do reto no adulto.

Os trés cirurgibes participantes tém experiéncia em
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cirurgia minimamente invasiva e séo certificados interna-
cionalmente para a realizacdo de cirurgia robdtica. Estao
totalmente dedicados ao tratamento de patologia colorre-
tal. Foram definidos os critérios de alta, nomeadamente o
restabelecimento do transito intestinal, tolerancia a dieta,
mobilizagdo, controlo da dor e auséncia de evidéncia de
complicagdes infeciosas ou outras.

Apo6s identificar todos os casos consecutivos operados
entre novembro de 2019 e outubro de 2022, a base de da-
dos foi convertida numa versdo anonimizada e foi essa a
fonte utilizada para proceder a analise.

Variaveis

A base de dados foi construida em outubro de 2019
com o software Microsoft® Access versao 2019. Os dados
utilizados decorrem dos constantes no processo clinico ele-
tronico do doente.

Foram recolhidos dados relativos a:

1. Dados demograficos: sexo, idade, indice de massa
corporal (IMC) e classificagcao pré-operatéria segun-
do a American Society of Anesthesiologists (ASA);

2. Variaveis operatorias: perda hematica intraoperato-
ria, duragdo da cirurgia (excluindo o tempo anesté-
sico), converséo para laparotomia e complicacdes
intraoperatodrias;

3. Variaveis pos-operatorias: tempo até a primeira de-
jecéo, duracao de internamento, complicagdes nos
primeiros 30 dias de acordo com classificagdo de
Clavien-Dindo, taxa de deiscéncia anastomotica e
taxas de reinternamento e de reintervengao nos pri-
meiros 30 dias;

4. Caracteristicas histopatoldgicas da peca operatoria
excisada: tipo histolégico, estadiamento patolégico,
grau de resseccao (R), numero de ganglios linfati-
cos ressecados, integridade do mesorreto.

Abordagem técnica

A plataforma utilizada foi o rob6 cirdrgico Da Vinci Xi®
(Intuitive Surgical, Inc). Todas as cirurgias foram realizadas
com recurso a docking unico exceto as duas em que houve
ressec¢ao hepatica sincrona, em que foi necessario do-
cking duplo.

Em todos os procedimentos foi realizada angiografia de
fluorescéncia para avaliagéo da perfusdo dos topos intesti-
nais antes da sua secgéo.

As anastomoses ileocdlicas foram completadas de for-
ma totalmente intracorpérea e as anastomoses colorretais
foram realizadas por via laparoscépica apdés undocking do
robd e seccgao proximal da peca operatéria.

Definiu-se como conversao qualquer laparotomia ou ex-
tensdo da excisdo por outro motivo que néo a extragao da
peca operatéria.
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Abordagem poés-operatéria

Apesar de nao existir na ULS S. José um programa for-
mal de Enhanced Recovery After Surgery (ERAS), todos os
doentes foram tratados de acordo com o mesmo protocolo
de manuseio pds-operatorio. A ingestdo de liquidos claros
foi iniciada no primeiro dia pds-operatorio e a progresséo na
dieta foi feita diariamente conforme a tolerancia do doente.

Para ter alta, os doentes tinham de apresentar todos
0s seguintes critérios: transito intestinal restabelecido para
fezes, micgdo mantida apds desalgaliacdo, temperatura
corporal < 38°C, tolerancia a dieta oral idéntica a do pré-
-internamento, controlo da dor com analgesia per os e
suporte social adequado a convalescenga e cuidados pds-
-operatorios.

As complicagdes pos-operatorias foram classificadas
de acordo com a escala de Clavien-Dindo.

Analise estatistica

Foi utilizado o software Microsoft® Excel for Mac versdo
16. As varidveis nao-paramétricas foram expressas como
mediana (minimo - maximo).

Consideracoes éticas
O desenho do presente estudo foi apresentado e apro-

Tabela 1 — Carateristicas dos doentes e indicagéo cirurgica (n = 80)

n %

Sexo

Masculino 47 58,8

Feminino 33 41,2
Idade (mediana; anos) 70 (35 -90)
IMC (mediana; kg/m?) 26 (18 - 45)
Score ASA

I 3 3,8

I 43 53,7

1 33 41,3

v 1 1,3
Indicagao

Adenoma nao excisavel endoscopicamente 11 13,8

Adenocarcinoma 65 81,3

Tumor neuroenddcrino 2 2,5

Doenca diverticular 1 1,2

Doenca de Crohn 1 1,2
Cirurgia

Hemicolectomia direita 34 42,5

Hemicolectomia esquerda/sigmoidectomia 20 25,0

Ressecgéao anterior 26 32,5

Sem ileostomia derivativa 21 (26,3)

Com ileostomia derivativa 5 (6,2)
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vado pela Comissao de Etica da ULS S. José.

RESULTADOS

Durante o periodo de estudo foram operados 80 doen-
tes (Tabela 1). Quarenta e sete (59%) eram do sexo mas-
culino. A mediana de idade era de 70 (35 - 90) anos e a de
IMC 26 (18 - 45) kg/m?. A maioria apresentava um score
ASAde Il (563,7%) e lll (41,3%).

A indicagcéo operatoria deveu-se a doenga maligna ou
potencialmente maligna em 97,6% dos casos. Decorreram
34 colectomias proximais ao angulo esplénico, 20 colec-
tomias distais e 26 ressecgdes anteriores do reto. Nos
cinco doentes com adenocarcinoma do reto submetidos a
quimiorradioterapia neoadjuvante, foi realizada ileostomia
derivativa simultdnea. Em dois casos houve resseccao sin-
crona de metastases hepaticas, em colaboracdo com cirur-
gides da Unidade de Cirurgia Hépato-Bilio-Pancreatica da
ULS S. José.

Os resultados peri-operatorios estdo expostos na Tabe-
la 2. A mediana da duracgéo das cirurgias foi de 300 (190
- 600) minutos: colectomia direita 275 (210 - 390) minutos;
colectomia esquerda 250 (190 - 360) minutos; resseccao
anterior 317 (220 - 420) minutos. A mediana de perda he-
matica estimada foi de 50 (50 - 300) mL e foi necessaria
conversao para laparotomia em dois casos (taxa de 2,5%):
0 primeiro por suspeita de invasao tumoral do duodeno e
o segundo por dificuldade de progresséo durante a dissec-
¢ao pélvica. Nao houve complicagdes intraoperatorias.

A mediana de dias até ao restabelecimento do transito
intestinal foi de 3 (0 - 7) dias em todas as cirurgias realiza-
das sem estoma derivativo. A maioria (75%) dos doentes
cumpriu critérios para alta do internamento até ao sétimo
dia pés-operatorio.

Ocorreram complicagdes pds-operatérias (< 30 dias)
em 18,8% dos doentes, 80% das quais foram de baixa
gravidade (Clavien I/ll). A taxa global de deiscéncia anas-
tomotica foi de 2,5% (ambos os casos de Grau B). A taxa
de reintervengéo a 30 dias foi de 2,5% (hérnia incisional
com encarceramento na incisao de extragao e revisao de
hemostase) e a de readmisséo pos-alta de 1,3% (o caso
referido acima da hérnia incisional). Ndo ocorreu nenhum
caso de mortalidade.

Relativamente aos resultados histopatolégicos das pe-
cas operatdrias, 11 dos doentes (13,8%) apresentavam
adenomas com displasia de baixo ou alto grau. Os 67 doen-
tes operados por adenocarcinoma e tumor neuroenddocrino
(83,8%) eram do estadio I/ll em 65,7% dos casos, estadio
Il em 31,3% e estadio IV em 3,0% (Tabela 3). A mediana
de ganglios linfaticos ressecados foi de 20 (6 - 48) e a taxa
de resseccéo RO foi de 100%. O mesorreto foi classificado
como completo/quase completo em 95,8% das pegas ope-
ratérias de ressecgao anterior do reto.
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DISCUSSAO

Tabela 3 — Resultados histopatolégicos (n = 78)

n 0
Na literatura publicada esta documentado que a cirur- Tipo histolégico s
gia robotica tem resultados a curto prazo semelhantes aos
da cirurgia laparoscopica convencional. Os beneficios mais Adenoma do colon T2
significativos parecem ser ao nivel da taxa de conversao e~ Adenomadoreto s
nos resultados funcionais (taxa de incontinéncia urinaria e~ Adenocarcinoma do colon 42 52,6
de impoténcia apds cirurgia do reto).5"° Adenocarcinoma do reto 24 30,8
Varios estudos de cirurgia laparoscopica incluindo es- Tumor neuroendécrino da valvula ileocecal 2 26
tudos aleatorizados como o COST e CLASSIC, demons- pITNM (AJCC 8 ed) — Célon (n = 43)
traram que a conversao esta associada a piores resultados
oncoldgicos e a mais complicagdes pds-operatdrias.® '3 i 10 233
O valor de taxa de conversdo que apresentamos esta de T2 10 233
acordo com os resultados publicados de 0% - 12%, o que T3 17 39,5
pode confirmar uma vantagem da plataforma robética.”*" T4 6 14,0
Tabela 2 — Resultados peri-operatérios e clinicos a curto prazo (n = 80) NO 32 74,4
n % N1 11 25,6
Tempo cirurgico (mediana, minutos) 300 (190 - 600) N2 0 0,0
Hemicolectomia direita 275 (210 - 390) MO 42 97,7
Hemicolectomia esquerda/sigmoidectomia 250 (190 - 360) M1 1 23
Ressecgao anterior 317 (220 - 420) Estadio | 20 46,5
Perda hematica estimada (mediana, mL) 50 (50 - 300) Estadio Il 11 25,6
Conversao em laparotomia 2 2,5 Estadio IlI 11 25,6
Suspeita de invasdo do duodeno 1 Estadio IV 1 2,3
Dificuldade de progresséao dissecgao pélvica 1 Ressecc¢édo RO 43 100,0
Complicagoes intraoperatérias 0 0,0 Ganglios ressecados (mediana) 22 (12 - 49)
Tempo até primeira deje¢ao (mediana, dias) 3(0-7) p/ypTNM (AJCC 8?2 ed) — Recto (n = 24)
Hemicolectomia direita 3(1-7) TO 1 4,2
Hemicolectomia esquerda/sigmoidectomia 3(1-6) T1 20,8
Resseccéo anterior (sem derivacao) 3(1-7) T2 12,5
Duracao de internamento (mediana, dias) 6 (4-37) T3 13 54,2
Hemicolectomia direita 6(5-18) T4 8,3
Hemicolectomia esquerda/sigmoidectomia 6 (4 - 26) NO 12 50,0
Ressecgéo anterior 7(5-37) N1 33,3
Internamento < 7 dias 60 75,0 N2 16,7
Mortalidade a 30 dias 0 0,0 MO 23] 95,8
Reinternamento a 30 dias 1 1,3 M1 1 4,2
Reintervengao a 30 dias 2 2,5 Estadio | 29,2
Hemoperitoneu 1 1,3 Estadio Il 4 16,7
Hérnia incisional com encarceramento 1 1,3 Estadio I 12 50,0
Morbilidade (Clavien-Dindo) 15 20,0 Estadio IV 1 4,2
Grau | 4 5,0 Ressecg¢io RO 24 100,0
Grau Il 8 10,0 Ganglios ressecados (mediana) 21 (6 - 35)
Grau lll 8 5,0 Integridade do mesorreto
Grau IV 0 0,0 Completo/quase completo 23 95,8
Deiscéncia anastomoética 2 2,5 Incompleto 1 4,2
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Observamos um maior tempo operatério do que o des-
crito para a via laparoscopica, a semelhanga do descrito na
literatura.”'*""'* Estes resultados devem ser integrados na
curva de aprendizagem de trés cirurgides em fases diferen-
tes do seu treino em cirurgia robdtica. Adicionalmente, este
aumento no tempo cirlrgico ndo se traduziu num acrésci-
mo de morbilidade ou em resultados pds-operatorios des-
favoraveis.

A plataforma robética facilita o gesto de sutura devido a
maior mobilidade e articulagdo dos instrumentos. Nas res-
seccdes proximais ao angulo esplénico, a anastomose ileo-
célica foi sempre realizada de forma totalmente intracorpé-
rea. Isto pode traduzir-se num menor ileus pds-operatorio
e em redugao do tamanho da incisdo de extragdo da peca
operatoria, com menor dor pdés-operatéria e risco de hérnia
incisional.’

N&o ocorreram complicagbes intraoperatorias. A taxa
global de deiscéncia anastomética de 2,5% foi ligeiramente
favoravel aos valores de 2,8% - 11,1% descritos na literatu-
ra,”®"1* o que podera estar relacionado com a realizagédo
sistematica de angiografia de fluorescéncia com verde de
indocianina, com visualizagdo em tempo real da perfusao
tecidular e maior objetividade na escolha do local de sec-
¢éo dos topos intestinais.®

N&o ocorreu nenhuma deiscéncia apos colectomia di-
reita ou esquerda. Observaram-se duas deiscéncias de
anastomose colorretal apos ressecgéo anterior, uma taxa
de 7,7% face aos 8% - 11% descritos para este tipo de
anastomose. Ambas foram de grau B: uma foi tratada com
pausa alimentar, suporte nutricional parentérico e antibiote-
rapia, sem necessidade de cirurgia de derivacéo; no outro
caso, tinha sido realizada uma ileostomia derivativa, pelo
que foi resolvida com recurso a pensos de vacuo via tran-
sanal.

A duracao de internamento, a taxa de reinternamento e
a taxa de reintervencgéo foram semelhantes as descritas na
literatura.”'*""'* Ataxa de morbilidade foi baixa e ndo houve
mortalidade, o que demonstra a seguranca e eficacia desta
via de abordagem.

No que diz respeito aos achados histopatoldgicos, a
qualidade das pecas operatérias e 0 numero de ganglios
ressecados sdo essenciais para assegurar bons resultados
oncolégicos a longo prazo. A maioria dos estudos n&do mos-
trou diferenca significativa no niumero de ganglios resseca-
dos e taxa de ressecgdo R0.”'%""* Os nossos resultados
mostraram um numero de ganglios ressecados idéntico e
taxa de ressecgéo RO e de integridade do mesorreto favo-
raveis face ao descrito na literatura.

As limitagdes do nosso estudo estdo sobretudo rela-
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ABSTRACT
Introduction: Stroke is considered one of the greatest public health challenges worldwide, with the ischemic subtype being the most prevalent. Various
acute stroke clinical guidelines recommend early rehabilitation interventions, including very early mobilization. However, despite the studies conducted
in recent years regarding when to initiate mobilization after an acute stroke, there are few systematic and personalized protocols based on the factors
for which patient mobilization should ideally be performed. We aim to conduct an umbrella review of systematic reviews and meta-analyses to study
the early mobilization decision after an acute ischemic stroke in comparison with conventional care and correlate the different approaches with patient
clinical outcomes.
Methods and analysis: We will perform a systematic search on PubMed/MEDLINE, EMBASE, Cochrane Database of Systematic Reviews, Episte-
monikos and Web of Science Core Collection databases. Retrieved studies will be independently reviewed by two authors and any discrepancies will be
resolved by consensus or with a third reviewer. Reviewers will extract the data and assess the risk of bias in the selected studies. We will use the 16-item
Assessment of Multiple Systematic Reviews 2 (AMSTAR?2) checklist as the critical appraisal tool to assess cumulative evidence and risk of bias of the
different studies. This will be the first umbrella review that compares early mobilization approaches in post-acute ischemic stroke. This study may help to
define the optimal early mobilization strategy in stroke patients. PROSPERO registration number: CRD42023430494
Keywords: Cerebrovascular Disorders; Early Ambulation; Meta-analysis; Stroke; Systematic Review

RESUMO
Introdugao: O acidente vascular cerebral (AVC) é considerado um dos principais problemas de satde publica em todo o mundo, sendo o AVC isquémico
o mais prevalente. Existem diferentes orientagdes clinicas relativas a abordagem do AVC na fase aguda que recomendam a mobilizagéo precoce. No
entanto, apesar dos estudos realizados nos ultimos anos sobre quando iniciar a mobilizagdo apés um AVC, existem poucos protocolos sistematicos e
personalizados que abordam quais os fatores decisores para a mobilizagdo dos doentes. O objetivo deste trabalho sera analisar revisdes sistematicas
e meta-analises sobre a decisdo de mobilizacéo precoce apés um acidente vascular cerebral isquémico agudo em comparagéo com o tratamento con-
vencional e verificar o impacto no resultado clinico das diferentes abordagens.
Métodos e anadlise: Iremos realizar pesquisa nas seguintes bases: PubMed/MEDLINE, EMBASE, Cochrane Database of Systematic Reviews, Epis-
temonikos e Web of Science Core Collection. Os estudos encontrados seréo revistos de forma independente por dois autores e perante discrepancias
tentar-se-a obter um consenso entre os autores, ou sera requerida a avaliagdo por um terceiro revisor. Os revisores extrairdo os dados e avaliardo o
risco de viés dos estudos selecionados. A lista de verificagéo de Avaliagédo de Revisbes Sistematicas Multiplas 2 (AMSTAR2) com 16 itens sera utilizada
como ferramenta de avaliagdo critica das evidéncias cumulativas dos diferentes estudos. Do nosso conhecimento, esta sera a primeira revisdo abran-
gente e sistematica que ird comparar as abordagens de mobilizacdo precoce no AVC isquémico pds-agudo. Este estudo podera contribuir para apoiar
e estabelecer indicagdes sobre a estratégia ideal de mobilizagdo precoce em doentes com AVC. PROSPERO numero de registo: CRD42023430494
Palavras-chave: Acidente Vascular Cerebral; Doenca Cerebrovascular; Meta-analises; Mobilizagéo Precoce; Reviséo Sistematica

INTRODUCTION

PROTOCOLOS

Stroke is considered one of the greatest public health
challenges worldwide that remained the second-leading
cause of death, with the ischemic subtype being the most
prevalent corresponding to around 62% of the overall num-
ber of cases of stroke in 2019." According to Wafa H et al, a
study published in 2020, an increase of 27% in the number
of Europeans living with stroke is expected in the next 30
years.?

The management in the acute phase of a stroke is well
established in the guidelines and bed rest is recommend-
ed during the first hours after the event.** A component
of acute stroke unit care is mobilization and due to stroke

patient heterogeneity, clinical decision-making becomes a
complex issue.® Mobilization protocols are not well defined,
despite the knowledge that early mobilization can prevent
acute complications such as thromboembolic events and
infections.>® Recent recommendations, including the Euro-
pean Stroke Organization consensus, state that early mobi-
lization is safe but should not be too aggressive (not within
the first 24 hours after stroke), according to the results of
the AVERT clinical trial, and should be adapted to the pa-
tient’s clinical and neurological situation.”®

The timing for initiating mobilization after the acute
event has been debated in different systematic reviews and
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meta-analyses.®'? Very early interventions, defined as with-
in the first 24 hours, showed a worse outcome when com-
pared to early interventions, defined as between 24 - 72
hours post-acute event.®'® Still, this is a large span of time
that could not be adapted to every patient. For that reason,
it is important to study the patient profile that benefits from
an earlier mobilization protocol and which factors could in-
form this strategy.

Not only is the timing debatable, but also the type of mo-
bilization is under discussion. Mobilization is an overarching
term that includes passive mobilization at the bedside, sit-
ting in bed, standing up, out-of-bed activity, and physical ex-
ercise.®'" Defining the type of mobilization and a personal-
ized program is also an important factor in patient manage-
ment in an acute stroke unit care. Moreover, the evolution
of cerebral hemodynamics after a stroke is heterogeneous
between patients, with established clinical impact.”? There-
fore, effective mobilization strategies must take this hetero-
geneity into account.

Despite recent studies on the timing of mobilization after
an acute stroke, there are few systematic and personalized
protocols that specify the factors guiding patient mobiliza-
tion and assess the clinical impact of such protocols. Ideally,
studying these factors could support clinicians in patient
mobilization decisions after a stroke and facilitate the devel-
opment of guidelines for a standardized and personalized
approach for different subgroups of patients. Therefore, the
aim of this umbrella review is to study the different mobili-
zation approaches during the post-acute phase of a stroke
and the respective clinical outcomes.

The objective of this study is to investigate the early
mobilization strategy compared with conventional care in
patients after an acute ischemic stroke and explore the as-
sociation between different approaches and the clinical out-
comes of the patients.

METHODS AND ANALYSIS

This overview of systematic reviews will follow the meth-
odological guidelines published in a measurement tool to
assess systematic reviews (AMSTAR 2). The AMSTAR-2
is a 16-item checklist for systematic reviews of healthcare

Table 1 — Inclusion and exclusion criteria used in study selection

interventions." It does not provide a numerical outcome to
quantitatively assess the quality of the study, but it provides
an assessment of confidence based on different weakness-
es.

We will identify systematic reviews and meta-analyses
that evaluate the timing of mobilization in patients after an
acute ischemic stroke.

This project was registered with the International Pro-
spective Register of Systematic Reviews (PROSPERO)
(registration number CRD42023430494).

Eligibility criteria

This study will include systematic reviews and meta-
analyses that assess the early mobilization approach af-
ter an acute ischemic stroke. The definition of mobilization
will include sitting in bed, standing up, out-of-bed activity
and physical exercise. Studies fulfilling the eligibility criteria
shown in Table 1 will be selected for further review. If more
than one article reports the same study, the article with the
largest sample size or reporting more relevant data for our
specific aim will be selected. No restriction regarding publi-
cation year will be set, and we will be including studies from
inception to the June 30, 2023. No language restriction will
be applied, and we will include studies in all languages. We
will resort to a professional translator if needed.

Information sources

We will implement a computerized search strategy in
the scientific literature to identify studies for inclusion in
this umbrella review. We will search for both published and
unpublished papers in the following databases: PubMed/
MEDLINE, EMBASE, Cochrane Database of Systematic
Reviews, Epistemonikos and Web of Science Core Collec-
tion.

Furthermore, in order to comprehensively include peer-
reviewed systematic reviews that may not be indexed in ac-
ademic databases, we will conduct searches in the reposi-
tories of the Campbell Collaboration and the EPPI-Centre.

In addition to this electronic search, a supplementary
search of the grey literature will be conducted with the aim
of including all possible existing systematic reviews on the

Inclusion criteria

Exclusion criteria

- Only reporting studies performed in living humans
- Acute ischemic stroke patients
- Studies evaluating the protocol or decision of early mobilization

- Studies with a follow up for clinical outcome
- Only meta-analysis and systematic reviews

- Any publication year

- No language restriction

- Not a systematic review and/or meta-analysis

- Non-human studies

- Primary research

- Studies reporting bed mobilization but not out-of-bed mobilization

- Studies reporting physical exercise post stroke but not
post-acute phase of stroke

- No follow-up and no clinical evaluation of the patients
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subject. No pre-prints will be included in this work.

Search strategy

Detailed search strategies will be conducted in the pre-
viously outlined databases, in consultation with a medical
librarian with expertise in systematic review searching. The
search strategy will incorporate controlled vocabulary (e.g.,
Medical Subject Headings-MeSH) and text word searches
tailored to the unique requirements of each database. To
merge the search terms effectively, Boolean operators
“AND” and “OR” will be used. An example of the search
strategy used in PubMed/MEDLINE is depicted in Table 2.

Data management

Following the literature search, all identified studies will
be imported into Mendeley citation software. Within Men-
deley, duplicates will be systematically managed and re-
moved, and a thorough examination of titles and abstracts
for all records will be conducted. The research question will
include a population of ischemic stroke patients and will
study the intervention of early mobilization in comparison to
conventional care protocols.

Selection process

Two independent reviewers will conduct the selection
process in January 2024. Any disagreements between the
reviewers will be resolved through consensus or, if neces-
sary, by involving a third reviewer. All records identified in
the search stage will undergo title/abstract screening, and
meta-analyses and systematic reviews that clearly do not
match the criteria will be discarded. The reasons for exclu-
sion will be recorded. The remaining studies will undergo
full-text review, and inclusion or exclusion decisions will be
made based on the criteria.

Details on the selection process of the studies will be
documented in a flow chart following the AMSTAR 2 as pre-
sented in Fig. 1.

Data collection process and items

The reviewers will extract information from the articles
to ensure that all necessary details are obtained from the
selected studies and minimize the risk of bias. After the se-

Table 2 — Search strategy

lection, the data extracted will be reviewed and validated
by a third reviewer. Then, they will extract selected features
from all included studies such as index test, sample size,
patients’ characteristics, type of intervention and clinical
outcome. Among these categories, several items will be
collected as presented in Table 3.

» Participants/population: will include studies involving
adult patients diagnosed with acute ischemic stroke,
for whom mobilization could be initiated within seven
days of symptom onset. Studies involving patients
with any other diseases besides acute ischemic
stroke, including hemorrhagic stroke, will be exclud-
ed. There are no age or onset-of-symptoms restric-
tions.

The following study variables will be collected:

* Intervention(s), exposure(s)

o Early mobilization decision (first out-of-bed epi-
sode in the first 48 hours) or conventional mobi-
lization decision (defined as the usual mobiliza-
tion practice).
= All forms of mobilization will be considered

(such as simple out-of-bed, assuming ortho-
static positioning, starting to walk or begin-
ning of out-of-bed rehabilitation). We will col-
lect and compare the intensity and duration
of the intervention.

o The phase of the stroke (since onset) in which
the imaging technique was performed: First 24h;
First 48h; 3-4 days; 7 days.

> Hemodynamic criteria used to guide early mobi-
lization, namely persistent intracranial occlusion
(any occlusion or only large vessel occlusion)
and/or extracranial disease (only occlusion, >
70% stenosis or > 50% stenosis in the symptom-
atic artery).

o The test used to characterize arterial disease in
the symptomatic artery (angiography, CT-angio-
gram, MR-angiogram or ultrasound).

> Blood pressure levels and the use of anti-hyper-
tensive medication in the acute phase and pre-
stroke.

PubMed/MEDLINE

il analysis))

((“Early Ambulation’[Mesh]) AND ((“Cerebrovascular Disorders”[Mesh]) OR “Stroke’[Mesh])) AND ((systematic review OR meta-

#2 ((mobilization[Title/Abstract] OR out of bed[Title/Abstract] OR mobility[Title/Abstract]) AND (stroke[Title/Abstract] OR
poststroke[Title/Abstract] OR post-stroke[Title/Abstract] OR cerebrovascular[Title/Abstract]) ) AND ((systematic review[Title/

Abstract] OR meta-analysis[Title/Abstract]))

#3 ((mobilization[Title/Abstract] OR out of bed[Title/Abstract] OR mobility[Title/Abstract]) AND (stroke[Title/Abstract] OR
poststroke[Title/Abstract] OR post-stroke[Title/Abstract] OR cerebrovascular[Title/Abstract]) ) filters applied: Meta-Analysis,

Systematic Review.
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Figure 1 — Flow chart diagram presenting the selection process

Table 3 — Subgroup analysis

Subgroups according to:

1. The mobilization protocol that has been performed

2. The treatment given to the patients. This will be:

3. The etiological TOAST classification of the stroke:

4. Different definition of mobilization

5. Different definition of hemodynamic exclusion criteria

(A) Patients treated with IV-rTPA;

(B) Patients treated with mechanical thrombectomy;
(C) Patients treated with both techniques;

(D) no acute phase treatment at all.

(A) Cardioembolism;

(B) Large-artery atherosclerosis;
(C) Small-vessel occlusion;

(D) Stroke of other specific etiology;
(E) Stroke of undetermined etiology.

6. Different imaging modality used to characterize arterial disease

7. The blood pressure of patients

8. Anti-hypertensive medication
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Outcomes and prioritization
This work has two primary outcomes:

» To compare the functional outcome according to the
mobilization protocol of patients in the post-acute
phase of an ischemic stroke, at the end of scheduled
follow-up, ideally at discharge and at three months
or longer after the stroke. Conventional metrics such
as National Institutes of Health Stroke Scale (NI-
HSS) and/or Modifying Ranking Scale (mRS) will be
used.

» Toevaluatewhen (First24h, First48h, 3-4 days or sub-
sequentdayssince stroke onset)and how mobilization
protocols were defined.

If available, the following secondary outcomes will be

collected:

1. Death: number of deaths from any cause at the end
of the follow-up.

2. Adverse events: number or severity (or both) of ad-
verse effects during the hospital stay, including deep
vein thrombosis (DVT), non-fatal pulmonary embo-
lism (PE), the incidence of urinary retention, chest
and/or urinary infections, falls or injuries, and physi-
ological variables (blood pressure, oxygen, tempera-
ture).

3. Dependence: the number of patients requiring insti-
tutional care at the end of scheduled follow-up where
follow-up was performed at three months or longer
after the stroke.

4. Performance in activities of daily living at the end of
scheduled follow-up where follow-up was performed
at three months or longer after the stroke.

5. Patient subjective health status or quality of life at
the end of scheduled follow-up where follow-up was
performed at three months or longer after the stroke.

6. Time to walking unassisted (without help from an-
other person) reported alone or as part of a function-
al mobility scale, at the end of scheduled follow-up
where follow-up was performed at three months or
longer after the stroke.

Risk of bias

The validity of our review findings will depend on the
quality and bias of the eligible systematic reviews and meta-
analyses. The risk of bias in individual studies will be as-
sessed using AMSTAR 2 by independent reviewers. In the
case of any disagreement between the two reviewers, con-
sensus will be sought, or a third reviewer will be involved if
necessary.

Data synthesis
This umbrella review will include systematic reviews with
quantitative meta-analysis, if possible. A narrative synthesis
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of results will be performed, presenting only data available
from reviews. Results from reviews will be synthesized nar-
ratively, accompanied by tabular presentation of findings.
Summary tables describing review characteristics and find-
ings will also be provided.

Subgroup analysis

To investigate the different outcomes of early mobiliza-
tion compared to conventional care after an acute ischemic
stroke, we will create two main groups based on the time
of mobilization. Within each of these groups, the following
subgroups represented in Table 3 will be formed, if possible.

Meta-bias(es)
To assess publication bias, we will conduct extracted
aggregated study results and treatment effect estimates.

Confidence in cumulative evidence

The strength of the evidence base will be assessed us-
ing AMSTAR." The AMSTAR-2 assesses confidence based
on identified weaknesses, which are categorized as ‘critical’
or ‘non-critical.” The overall level of confidence, determined
by the checklist, is classified into four degrees: high, mod-
erate, low, or critically low. A high confidence score is as-
signed if there are < 1 non-critical weakness. Moderate con-
fidence is given if there are = 2 non-critical weaknesses and
no critical weaknesses. Low confidence is awarded when
one critical weakness is present, irrespective of the pres-
ence of non-critical weaknesses. Critically low confidence is
assigned when = 2 critical weaknesses are identified follow-
ing the checklist.

If necessary, any disagreement between the two review-
ers will be solved by consensus or by a third reviewer.

Patient and public involvement

This umbrella review protocol relies on previously pub-
lished data, eliminating the need for participant recruitment.
Consequently, public involvement is not applicable to the
recruitment and dissemination of results.

To our knowledge, this will be the first umbrella review
that compares early mobilization approaches in post-acute
ischemic stroke. This study may help to inform the optimal
early mobilization strategy in stroke patients.
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RESUMO
Nos ultimos anos, em consequéncia do aumento dramatico do nimero de revisdes sistematicas, surgiu um novo tipo de revisdes sistematicas, as revi-
sOes sistematicas das revisdes sistematicas, também conhecidas como umbrella reviews, reviews of reviews, meta-reviews, ou synthesis of review. O
objetivo deste artigo é fornecer recomendagées sobre como este tipo de reviséo sistematica deve ser conduzido e relatado para garantir a sua qualidade
e utilidade. Estas revisdes sdo concebidas para compilar evidéncias de mdltiplas revisées sistematicas de intervengdes num documento acessivel e
utilizavel e constituem um dos niveis mais elevados de sintese de evidéncia.
Palavras-chave: Projetos de Investigagao; Revis&o de Literatura; Revisdes Sistematicas

ABSTRACT
In recent years, as a result of the dramatic increase in the number of systematic reviews, a new type of systematic review, the ‘systematic reviews of
systematic reviews’, also known as umbrella reviews, reviews of reviews, meta-reviews or synthesis of review, was developed. The aim of this article is to
provide recommendations on how this type of systematic review should be conducted and reported to ensure its quality and usefulness. These reviews
are designed to compile evidence from multiple systematic reviews of interventions into an accessible and usable document and are one of the highest

levels of evidence synthesis.

Keywords: Research Design; Review Literature as Topic; Systematic Reviews as Topic

INTRODUGAO

O aumento do numero de publicagdes cientificas nas
Ultimas décadas gerou uma maior necessidade de compilar
os seus resultados utilizando revisdes sistematicas. Atra-
vés da sua metodologia sistematica, explicita, reprodutivel
e com viés minimizado, pretende-se uma sintese de co-
nhecimento com resultados confidveis e necessarios para
a tomada de decises clinicas precisas. Assim, o objetivo,
tanto das revisdes sistematicas (RS) como das meta-anali-
ses (MA), é sintetizar os resultados relevantes de estudos
individuais para responder a uma pergunta de investigagao
especifica e, desta forma, resolver o problema do excesso
de informacéo.’

No entanto, em paralelo com o ‘boom’ da investigagao
cientifica, o numero de estudos de investigagao secundaria
(revisdes sistematicas e meta-analises) publicados também
aumentou exponencialmente.”* De acordo com Hoffmann
F et al,°e Gate M,°em 2019, foram publicadas mais de 80
revisdes sistematicas por dia com um elevado potencial de
publicagdo redundante e sobreposta. Tal é agravado pelo
facto de que muitas destas, consideradas evidéncias de
alta-qualidade, tém resultados contraditérios,” e por vezes,
falhas metodolégicas major. Por outro lado, nenhuma RS é
capaz, por si so, de fornecer uma perspetiva abrangente e
sucinta sobre condigdes ou problemas complexos.'?

Assim, identificar e interpretar evidéncias a partir do

crescente numero de sinteses, por vezes redundantes, en-
ganosas ou conflituantes, € uma tarefa ardua que se agra-
va devido a variagao metodoldgica (rigor com que séo rea-
lizadas) e a qualidade do relato (nem sempre é completo e
transparente). Considerando o elevado numero de revisoes
sistematicas publicadas anualmente, e de forma a acompa-
nhar este aumento e para dar resposta a este volume em
constante expanséo das revisdes sistematicas, surgiu uma
nova abordagem metodoldgica: as revisdes sistematicas
das revisoes sistematicas.

As revisbes sistematicas das revisbes sistematicas —
também conhecidas como umbrella reviews (termo que op-
tamos por utilizar neste artigo), reviews of reviews, meta-re-
views, synthesis of reviews ou overview of reviews (termo
que tem sido preferido pela Cochrane) — foram desenvolvi-
das com o objetivo de resolver a necessidade crescente de
dar acesso a informagéo filtrada e direcionada a tomada de
deciséo, reunindo, avaliando e sintetizando evidéncias de
varias revisdes sistematicas sobre um tema especifico.

Assim, as revisdes sistematicas sdo a unidade funda-
mental de analise das revisées umbrella (RU) e servem de
base para as mesmas. Nesta perspetiva, as RU s&o a for-
ma mais recente de sintese de evidéncias, podendo ser
consideradas como um dos niveis mais elevados de evi-
déncia no corpo da literatura biomédica (Fig. 1).
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Revisoes
umbrella

Revisoes sistematicas &
meta-analises

Investigacao secundaria

Ensaios clinicos randomizados

Estudos coorte

Investigagao primaria

Estudos de casos e controlos & Estudos transversais

Séries de casos & Casos clinicos

Editoriais & Artigos de opiniao

Figura 1 — Hierarquia de métodos de sintese de evidéncia

As RU sao especialmente uteis quando ha multiplas re-
visdes sistematicas sobre um tema relacionado, permitindo
a avaliacao, integragéo e agregacao sistematica dos resul-
tados destas revisdes. Convém, no entanto, realgar que em
algumas situacdes, as RU podem também abranger evi-
déncias de estudos primarios adicionais, nomeadamente,
quando as revisbes sistematicas existentes estdo incom-
pletas ou desatualizadas.

O objetivo deste artigo é fornecer um guia para com-
preender e/ou realizar uma RU com o rigor metodolégico
que € indispensavel para sua publicagao.

SINTESE DE EVIDENCIAS: REVISOES UMBRELLA
NA TOMADA DE DECISOES EM SAUDE

As revisdes umbrella sdo um tipo de revisao sistematica
que tem como objetivo sintetizar e combinar os resultados
dos estudos de investigagcao secundaria disponiveis sobre
determinado tema. S&o revisdes de revisdes sistematicas
com ou sem meta-anadlise, anteriormente publicadas, re-
presentando assim um dos mais altos niveis de sintese
de evidéncia atualmente disponivel. Fornecem um quadro
mais geral para a sintese de evidéncia e tomada de de-
cisdo, abrangendo multiplas fontes de informagéo, como
diferentes revisdes sistematicas sobre o mesmo tépico ou
diferentes revisdes sistematicas sobre topicos diferentes,
mas conectados."’

Como as RU compilam dados de varias revisdes siste-
maticas relevantes para um unico problema de saude, utili-
zam um formato e métodos semelhantes aos das revisoes
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sistematicas, fornecendo uma sintese (narrativa ou qualita-
tiva) abrangente das evidéncias. Examinam diferentes in-
tervengdes para a mesma condicdo, diferentes resultados
para a mesma intervengdo na mesma condi¢cdo, a mesma
intervengdo para diferentes condigdes ou populagdes ou
efeitos adversos da mesma intervengdo em multiplas con-
dicoes.

Estas revisbes sao especialmente Uteis para profis-
sionais de saude sobrecarregados pelo volume de dados
disponiveis sobre um tema especifico, para os decisores
politicos que buscam tomar decisdes oportunas e funda-
mentadas, e em situagbes onde as evidéncias disponiveis
sdo contraditérias ou pouco transparentes. A metodologia
da RU implica uma investigagéo terciaria rigorosa e cien-
tifica, que esta a ganhar crescente popularidade a medida
que o volume de investigagao primaria e secundaria dispo-
nivel continua a aumentar.

Tal é espelhado no aumento exponencial de publica-
¢bes de RU nas ultimas duas décadas. De acordo com
Bougioukas et al (2021) entre 2000 e 2020 foram identi-
ficadas 1558 RU publicadas em inglés, sendo que 57% (n
= 882) foram publicadas entre 2017 e 2020.® O mesmo foi
encontrado por nés. Numa pesquisa que efetuamos usan-
do o conceito ‘umbrella review' ou ‘overview of systematic
reviews’ nos titulos dos artigos publicados em revistas inde-
xadas na Web of Science Core Collection, confirmou-se a
sua proliferacéo (Fig. 2). Na ultima década, tem havido um
aumento crescente ndo s6 na publicagado de RU, mas tam-
bém na publicagdo de protocolos de RU, o que corrobora
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Figura 2 — Registos da Web of Science Core Collection que contém “umbrella review” ou “overview of systematic reviews” no titulo

esta tendéncia de crescimento exponencial.

No entanto, as orientagées sobre como conduzir ou re-
latar RU sao relativamente limitadas. Assim, com este arti-
go pretendemos fornecer dicas praticas para realizar uma
RU com o rigor necessario.

PORQUE UMA REVISAO UMBRELLA?

A Cochrane Collaboration define revisdes sistematicas
como “reviews of a clearly formulated question that use
systematic and explicit methods to identify, select, and criti-
cally appraise relevant research, and to collect and analyze
data from the studies that are included in the review. Sta-
tistical methods (meta-analysis) may or may not be used to
analyze and summarize the results of the included studies”.’
Uma revisao sistematica € uma abordagem meticulosa que
reune evidéncias de varios estudos primarios, empregando
métodos sistematicos, reprodutiveis e transparentes para
responder a uma pergunta especifica. Este método combi-
na os resultados de multiplos estudos, identifica investiga-
¢Oes pertinentes, avalia a qualidade dos estudos e resume
os resultados. Pode ser realizada por meio de analise es-
tatistica (meta-anadlise) ou analise narrativa (reviséo siste-
matica). A meta-analise, por sua vez, € uma técnica esta-
tistica que combina os resultados de estudos quantitativos
para fornecer uma estimativa mais precisa do efeito. Uma
revisdo sistematica de alta qualidade é fundamental para
uma meta-analise robusta e € um requisito indispensavel
para boas RU. As revisdes sistematicas com ou sem meta-
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-andlise concentram-se em questdes clinicas diversas,
abrangendo terapéutica, diagnéstico, progndstico, preven-
¢ao, etiologia e analise de custos."” As RU concentram-se
nas mesmas questdes que as revisdes sistematicas e tém
0 mesmo rigor metodoldgico que estas. Ou seja, utilizam
métodos reprodutiveis para encontrar, selecionar e sinteti-
zar toda a evidéncia disponivel. A principal diferenga entre
elas é que os estudos incluidos numa RU s&o fruto de uma
investigagdo secundaria, isto €, revisdes sistematicas com
ou sem meta-analise.

Como mencionado anteriormente, uma RU aborda uma
questao de investigagao claramente definida, empregando
métodos explicitos e sistematicos para localizar e identificar
diversas revisdes sistematicas relacionadas com a mesma
questao de investigagao, com o objetivo de extrair, analisar
e sintetizar os resultados para alcangar uma resposta con-
clusiva. A deciséo de realizar uma RU depende do niumero
e da qualidade das revisdes sistematicas e meta-analises
(MA) disponiveis.®°

ETAPAS DA REVISAO UMBRELLA
Os cinco componentes essenciais para garantir a quali-
dade e a utilidade de uma RU na area da saude séo:
1. Objetivo claramente formulado: E fundamental que
a revisdo tenha um objetivo bem definido, que res-
ponda a uma pergunta de investigacao especifica
geralmente relacionada com uma intervengao (tera-
péutica, diagndstica, preventiva ou prognostica);
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2. Incluséao de revisdes sistematicas: A RU deve procu-
rar incluir revisdes sistematicas que podem ou nao
conter meta-analises. Tal ajuda a garantir que a ana-
lise seja baseada em evidéncias robustas e de alta
qualidade;

3. Métodos explicitos e reprodutiveis: Os métodos
utilizados devem ser transparentes, sistematicos e
passiveis de serem reproduzidos para identificar as
revisdes sistematicas que atendem aos critérios de
inclusdo da RU e avaliar a sua qualidade/risco de
viés;

4. Recolha e analise de dados: Deve-se recolher, ana-
lisar e apresentar os seguintes dados das revisbes
sistematicas incluidas: caracteristicas descritivas
das revisbes sistematicas e dos estudos primarios
incluidos; risco de viés de estudos primarios; dados
de outcome (ou seja, dados de estudo relatados de
forma narrativa e/ou dados meta-analisados); e cer-
teza de evidéncias para os outcomes pré-definidos
e clinicamente importantes (ou seja, avaliagbes
GRADE);

5. Discussao dos resultados: Por fim, os resultados re-
lacionados com o(s) objetivo(s) e questédo(des) de
investigacao especifica(s) da RU devem ser discuti-
dos, incluindo um resumo dos principais resultados,
abrangéncia geral e aplicabilidade da evidéncia,
qualidade da evidéncia, possiveis vieses no proces-
so da revisdo e concordancias e/ou discordancias
com outros estudos e/ou revisdes.

Assim, as principais etapas na realizacdo de uma RU

Sé05,9,11:

1. Planeamento e definicdo dos objetivos;
Identificacdo da questao de investigagao;
Formacéo da equipa de autores;

Protocolo;

Identificagdo dos critérios de inclusao/exclusao;
Pesquisa sistematica da literatura e selegao de revi-
sOes sistematicas para inclusao;

Extracédo dos dados;

Classificagdo da evidéncia e interpretagdo dos re-
sultados.

ook wDdN

® N

1. Planeamento e defini¢gao de objetivos

A primeira etapa da criagdo de uma RU, e provavelmen-
te a mais importante, € a definicdo exata do objetivo do
estudo. Além disso, & essencial compreender o sentido, a
importancia e os pressupostos gerais da RU.

A RU tem como objetivo consolidar e sumarizar os da-
dos disponiveis na literatura, bem como normalizar quais-
quer imprecisdes ou discrepancias encontradas. E comum
que os resultados de diferentes RS, com ou sem MA, apre-
sentem divergéncias devido a uma série de fatores, como
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imprecisdes nas pesquisas e uso de bases de dados dife-
rentes, discrepancias no processo de extragdo ou analise
estatistica. Adicionalmente, é possivel que algumas RS
abordem os mesmos temas sob diferentes perspetivas.
Portanto, as RU s&do desenvolvidas com o propdsito de
sintetizar, resumir e/ou padronizar esses resultados, contri-
buindo para esclarecer as incertezas presentes na literatu-
ra. Para mais, as RU minimizam o tempo que € necessario
despender no reconhecimento da literatura por parte do
médico, o que é benéfico para a pratica clinica.

Para comecgar, recomendamos a realizagdo de uma
pesquisa inicial na literatura, especialmente para verificar o
numero total e a disponibilidade de RS e MA relacionadas
com o tépico proposto.

2. Identificagao da questédo de investigagao

Como em todos os tipos de investigagéo, formular cla-
ramente a pergunta de investigagéo é talvez o passo mais
importante e fundamental, pois orienta os métodos e os
processos da revisao. Recomenda-se a utilizagao da estra-
tégia PICO (Populacéo, Intervengédo, Comparador, Resulta-
do) ou de uma variagéo para informar e definir variaveis.

A RU emprega métodos explicitos e sistematicos para
localizar e identificar diversas revisdes sistematicas sobre
questdes de investigagao relacionadas na mesma area te-
matica, com o objetivo de extrair e analisar os seus resulta-
dos de forma abrangente. Portanto, a unidade de pesquisa,
inclusdo e analise dos dados corresponde a da revisao sis-
tematica.

As RS investigam, por exemplo, a relagéo entre uma
opgao de tratamento e um resultado especifico, sendo im-
portante reconhecer que habitualmente existem diversos
tratamentos para uma mesma doenga e multiplos desfe-
chos clinicamente relevantes, sendo a questédo relevante
determinar qual a intervengédo mais eficaz para cada desfe-
cho. Nesse sentido, muitas vezes é requerida uma aborda-
gem mais abrangente e é aqui que as RU se tornam neces-
sarias, uma vez que reunem e avaliam sistematicamente
informacdes de varias RS sobre todos os desfechos clini-
cos para os quais as diversas revisdes foram conduzidas.
Noutras palavras, as RU abordam questdes de investiga-
¢do mais amplas do que as examinadas individualmente
pelas RS.

Assim, as RU tém a capacidade de resumir evidéncias
de duas ou mais revisdes sistematicas, abrangendo uma
variedade de cenarios, tais como:

« Diferentes intervengdes para a mesma condi¢do ou

populagao;

» Diferentes abordagens para a aplicagdo da mesma

intervengéo para a mesma condi¢ao ou populagéo;

* A mesma intervencgéo para diferentes condi¢gdes ou

populagdes;
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» Efeitos adversos de uma intervencao para uma ou
mais condigdes ou populagoes;

A mesma intervencédo para a mesma condi¢gdo ou
populagéo, onde diferentes desfechos ou momentos
temporais sdo abordados.

As RU respondem a varias questdes, incluindo:

* Avaliar a efetividade de uma interveng¢ao para multi-
plas condigbes;

* Analisar os efeitos adversos de uma intervencao
para multiplas condigées;

*  Comparar efetividade de multiplas intervengdes
para uma condigdo especifica;

* Analisar a efetividade (multipla) de mudltiplas inter-
vengdes para uma condigdo especifica;

* Analisar os efeitos adversos (mesmo) de multiplas
intervengbes para uma condigéo especifica;

* Avaliar os efeitos adversos (multiplos) de multiplas
intervengbes para uma condigéo especifica.

3. Formacgao da equipa de autores

A equipa necessaria para realizar uma RU é seme-
Ihante a equipa necessaria para uma revisao sistematica e
deve consistir em pelo menos trés pessoas. Certos proce-
dimentos, como a seleg¢ao de estudos, extragéo de dados e
avaliagao das limitagbes do estudo, devem ser conduzidos
por pelo menos duas pessoas e de forma independente. No
caso de discordancia, um terceiro membro da equipa deve
intervir para resolver a questao. Além disso, € importante
ter pessoas com conhecimentos especificos para comple-
mentar a equipa, incluindo um especialista em informagéo
com experiéncia em estratégias de pesquisa em bases de
dados bibliograficas e um especialista em estatistica.

4. Protocolo

Assim como nas RS, é aconselhavel evitar a duplica-
¢ao, redundancia e o desperdicio de esforgos. Portanto,
antes de iniciar uma RU, os autores devem realizar uma
pesquisa minuciosa para verificar se alguma RU ja foi publi-
cada nas principais bases de dados (nhomeadamente, Pub-
Med e Cochrane Database of Systematic Reviews) ou se
esta em fase de produgédo com protocolo registado na base
de dados PROSPERO.

Seguidamente, e também como para qualquer outra
abordagem de sintese de evidéncias, e no sentido de au-
mentar a transparéncia, € importante elaborar um protocolo
detalhado para RU e é essencial regista-lo no PROSPERO
antes de iniciar o estudo. Este protocolo deve, assim, ser
elaborado a priori e deve abranger todos os procedimentos
planeados, incluindo uma sintese qualitativa e quantitativa.
Qualquer alteragéo ao protocolo decidida apds o inicio da
RU deve ser claramente descrita e justificada. Portanto, &
aconselhado que os autores estejam familiarizados com o
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estado atual da literatura sobre o tema e que conduzam
pesquisas preliminares antes da finalizagdo do protocolo.
Isso permitira que os autores avaliem o provavel nimero
de revisOes sistematicas (e, portanto, a quantidade de tra-
balho) a serem incluidas na RU. Os autores podem, inclu-
sivamente, publicar o protocolo numa revista cientifica que
publique esta tipologia de estudos.

E imperativo que o protocolo defina claramente a per-
gunta, os métodos de revisédo da literatura para localizar e
selecionar os estudos, com critérios especificos de inclu-
séo e exclusdo pré-especificados, um método para avalia-
¢ao critica dos estudos incluidos, um processo formal de
extracdo de dados e plano de analise estatistica.

Queremos ainda realgar que o registo é obrigatoério para
conseguir publicar a RU, pois as principais editoras (Natu-
re, BMJ, PLoS, Acta Médica Portuguesa entre outras) exi-
gem o registo prospetivo da RU e solicitam que este nume-
ro de registo no PROSPERO seja indicado na submisséo
do trabalho.

5. ldentificagao dos critérios de inclusao/exclusao

Os critérios de inclusdo devem ser transparentes e ine-
quivocos e dependerao da pergunta(s) feita(s). As variaveis
Population, Intervention, Comparator, Outcome (PICO) de-
vem ser definidas na apresentagdo dos critérios de inclu-
séo das RU para avaliar a eficacia das intervengdes. Entre
esses critérios, € obrigatorio incluir revisdes sistematicas e/
ou meta-analises.

6. Estratégia de pesquisa

Assim como nas revisdes sistematicas, a definicdo do
algoritmo de pesquisa € uma etapa crucial na realizacao
de uma RU, uma vez que a estratégia de pesquisa tem de
ser abrangente, sensivel e precisa, de modo a garantir a
identificagdo de todas as RS e MA."2 E necessario também
fornecer no protocolo os detalhes das fontes a serem pes-
quisadas e quais as restricdes aplicadas, nomeadamente
as datas de pesquisa.

As boas estratégias de pesquisa devem incluir e combi-
nar'?:

* Vocabulario livre/keywords: palavras soltas ou con-

ceitos;

* Vocabulario controlado/database subject headings:

termos de uma linguagem controlada que algumas
bases de dados usam para controlar a sinonimia e
obter uniformidade e consisténcia. O exemplo mais
conhecido é o Medical Subject Headings (MeSH),
usado pela Medline.

Uma vez que cada base de dados esta estruturada e
indexada de forma diferente, é necessaria uma estratégia
de pesquisa separada para cada uma delas. Isto aumen-
ta a complexidade do processo de pesquisa, pelo que é
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importante manter um registo cuidadoso de cada estratégia
de pesquisa a medida que esta é executada. A estratégia
de pesquisa usada em cada base de dados deve ser des-
crita de forma abrangente e detalhada, e deve ser anexada
a revisao a fim de permitir a sua replicagéo. '

As pesquisas nas RU n&o precisam, na maioria dos ca-
sos, recuar além do ano de 1990, uma vez que antes desta
data ha poucas publicagdes deste tipo.

Outro ponto muito pertinente é: que recursos devem ser
pesquisados?

Bases de dados bibliograficas:

* Embase;

¢ PubMed;

» Web of Science Core Collection.

Recursos dedicados a revisbes sistematicas:

» Cochrane Database of Systematic Reviews — con-
tém revisdes e protocolos de revisdes publicados
pela Cochrane Collaboration;

» Epistemonikos — recurso valioso para identificar RS,
RU e estudos primarios recolhidos de varias fontes,
incluindo: Cochrane Library, PubMed, Biblioteca Vir-
tual en Salud, etc."?;

» Kleijnen Systematic Reviews (KSR) - recurso
valioso para identificar RS criado por uma empresa
de investigagéo independente que produz e divulga
RS, anadlises de custo-efetividade e avaliagbes de
tecnologia de saude de evidéncias de investigacdo
em saude. Estéd disponivel em https://www.
systematic-reviews.com/'%;

» Turning Research Into Practice (TRIP) — compila
informagao de numerosas fontes como Cochrane
Library, DARE e PubMed. Disponivel em http://www.
tripdatabase.com/;

* Sumsearch — o conteudo deste recurso provem de
varias fontes. Disponivel em http://sumsearch.org/;

» CampbellLibrary(https://www.campbellcollaboration.
org/campbell-library/) — contem RS produzidas pela
Campbell Collaboration;

* Health Systems Evidence (HSE) (https:/www.
healthsystemsevidence.org/) — o HSE descreve-se a
si proprio como “a continuously updated repository of
syntheses of research evidence about governance,
financial and delivery arrangements within health
systems, and about implementation strategies that
can support change in health systems”;

* Health Technology Assessment (HTA) — esta base
de dados [anteriormente produzida pelo Centre for
Reviews and Dissemination (CRD)] foi desenvolvida
pelo International Network of Agencies for Health
Technology Assessment (INAHTA) e foi langada em
junho de 2020. O link de acesso € https://database.
inahta.org/;
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» Database of Promoting Health Effectiveness Re-
views (DoPHER) — produzida pela Evidence for
Policy and Practice Information and Co-ordinating
Centre (EPPI-Centre) que faz parte do Social Scien-
ce Research Unit do Institute of Education, em Lon-
dres. O DoPHER contém detalhes de mais de 2500
revisdes (sistematicas e néo sistematicas) sobre efi-
cacia na promogao da saude e saude publica;

» The JBI Database of Systematic Reviews and Imple-

mentation Reports.
E importante também referir que os recursos a pes-
quisar dependerdo sempre da questéo de investi-
gacao, por exemplo, a Physiotherapy Evidence Da-
tabase (PEDro) é uma base de dados que indexa
revisdes relevantes na area da Fisioterapia.

Selegado das RS

Depois de concluida a pesquisa sistematica, deve ser
realizado o processo de avaliagdo dos titulos e resumos
das referéncias bibliograficas recuperadas. Este processo
deve ser levado a cabo por dois dos autores e ser realizado
de forma independente. E necessario definir um critério a
aplicar quando ha RS com sobreposi¢ao parcial ou comple-
ta de estudos primarios. Apesar de nao haver critérios de-
finidos, escolhnem-se habitualmente as RS mais recentes,
as que tém maior numero de estudos ou as RS e MA com
maior qualidade.

Avaliagao da qualidade

O rigor metodoldgico das revisdes publicadas varia con-
sideravelmente. Um desafio nesta fase é avaliar a qualida-
de e risco de viés das RS. Embora haja uma abundancia
de instrumentos para avaliar o risco de viés dos estudos
primarios, os recursos para revisdes sistematicas sdo mais
limitados. As ferramentas que podem ser usadas para ava-
liagao critica da qualidade das revisdes sistematicas a se-
rem incluidas, séo:

* A MeaSurement Tool to Assess Systematic Reviews
(AMSTAR) 2 — para permitir a avaliagdo da qualida-
de metodoldgica de revisdes sistematicas de estu-
dos randomizados e ndo randomizados de interven-
¢Oes de saude. Tem 16 itens;

» Critical Appraisal Skills Program (CASP) e The
National Institute for Health and Care Excellence
(NICE) também desenvolvem uma lista de verifica-
¢ao para RS e meta-analise;

+ O JBI também configura médulo relevante do JBI-
-SUMARI para RS, sendo os conteudos muito se-
melhantes a checklist do CASP.

7. Extragado dos dados e analise
Tal como numa reviséo sistematica, e para minimizar
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o risco viés, numa RU deve-se utilizar uma ferramenta de
extracdo de dados, e essa extragdo de dados deve envol-
ver dois autores de forma independente. Durante este pro-
cesso, o objetivo é extrair e recolher todos os dados pos-
siveis, tanto quantitativos como qualitativos, dos estudos
qualificados. A natureza e o volume dos dados extraidos
dependerdo em grande medida do ambito e dos objetivos
especificos da RU. E crucial realizar esta parte com grande
cuidado e preciséo.

Para reexecutar uma meta-analise, ou seja, para reali-
zar a analise estatistica, os autores devem extrair conforme
relatado pelas MA elegidas. No entanto, algumas MA dispo-
nibilizam informacgao insuficiente para realizar esta etapa,
sendo que, nesse caso, os autores podem decidir extrair os
dados necessarios dos estudos primarios.

8. Forca de evidéncia

Apos executar a analise estatistica, os autores devem
avaliar a forga de evidéncia e a ferramenta validada a uti-
lizar devera ser o Grading of Recommendations, Assess-
ment, development and Evaluations (GRADE).

Apos realizar a analise estatistica e classificagao da for-
¢a de evidéncia, os autores devem reportar os resultados.

REPORTAR RESULTADOS

Nos ultimos anos, tem havido uma proliferagdo de di-
retrizes e listas de verificagdo para relatar adequadamen-
te RS, sendo o Preferred Reporting Items for Systematic
Reviews and Meta-Analyses 2020 (PRISMA) o instrumento
mais amplamente utilizado.

As RU devem ndo s6 ser conduzidas, mas também re-
latadas com o mesmo nivel de rigor e transparéncia que
as RS. Para tal, tornou-se necessaria a criagdo de uma di-
retriz de relato harmonizada e credivel. A primeira diretriz
de relato para RU a ser desenvolvida e que adere a uma
metodologia rigorosa, sisteméatica e transparente é a Pre-
ferred Reporting Items for Overviews of Reviews (PRIOR)
statement.™

Os autores da PRIOR decidiram que esta ndo seria uma
extensao da PRISMA e que se concentraria em overviews
of reviews que examinam a eficacia, efetividade e seguran-
¢a de intervengdes em saude e que apresentam resumos
descritivos e meta-andlises. Preveem ainda que podem
ser necessarias extensdes do PRIOR para overviews que
respondam a diferentes tipos de perguntas (por exemplo,
qualitativas, progndsticas, diagnésticas).'

Segundo os autores da PRIOR, a adeséo a esta che-
cklist, permitira um relato mais completo e preciso das futu-
ras revisdes de revisdes de intervengbes em saude, o que,
por sua vez, melhorara sua reprodutibilidade, confiabilida-
de e utilidade para os utilizadores finais. A PRIOR state-
ment ndo tem como objetivo fornecer orientagbes metodo-

Revista Cientifica da Ordem dos Médicos 553

I6gicas, mas sim fornecer padrées de relato que ajudarédo
os autores a entender as informag¢des minimas que devem
ser relatadas.

A PRIOR statement inclui uma checklist com 27 itens
principais que abrangem todos os passos e consideracbes
envolvidos no planeamento e conducdo das RU de inter-
vengdes em saude (um documento de explicacédo e elabo-
racao, elementos essenciais, elementos adicionais e exem-
plos para cada item, e um fluxograma).'

E obrigatério preencher o fluxograma da pesquisa da li-
teratura e selegéo dos estudos. Os autores devem reportar
neste fluxograma as RS com ou sem MA elegiveis identi-
ficadas e quais foram excluidas devido a sobreposigéo ou
por outra razao.

Como o formato e as diretrizes de relato para as revi-
sbes das revisdes (e protocolos) sdo semelhantes as revi-
sbes sistematicas, também podemos usar as diretrizes dis-
poniveis no EQUATOR Network website para as revisbes
sistematicas, o PRISMA (e PRISMA-P para protocolos).

Titulo e resumo

O titulo deve ser informativo e dar uma indicagéo clara
do tépico da RU. Deve incluir sempre a frase “(...): an um-
brella review”, ou “overviews of reviews” para permitir uma
facil identificacdo do desenho do estudo que representa.

Deve-se também fornecer um resumo estruturado in-
cluindo: Background (principais objetivos); Methods (recur-
sos; critérios de elegibilidade; participantes e intervencgdes;
avaliacdo dos estudos e métodos de sintese); Results (nu-
mero de estudos); Conclusion (conclusdes e implicacbes
dos resultados).

Introdugao'®

A seccéo de introdugéo deve abranger o conhecimen-
to existente sobre a questdo de investigagdo e declarar
a razéo para realizar a revisdo. Ou seja, explicar a justi-
ficagcdo para a realizacdo da RU e indicar claramente o(s)
objetivo(s) e a(s) questao(bes) que a RU pretende abordar.

Métodos'*'°

1. Protocolo e registo: referir se existe protocolo da re-
visdo, onde esta disponivel e indicar o nimero de
registo;

2. Critérios de elegibilidade e fontes de informacao:
especificar os critérios de inclusdo e exclusdo da
RU e todas as bases de dados ou outras fontes
de informagéo pesquisadas. Indicar a data em que
cada fonte foi pesquisada pela ultima vez. Os dese-
nhos de estudos a incluir s&o a revisao sistematica
e meta-analise. As caracteristicas metodoldgicas de
revisdes sistematicas a incluir podem ser utilizadas
como critérios de elegibilidade;
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3. Selecao do estudo: apresentar todas as estratégias
de pesquisa, realizar uma pesquisa abrangente para
identificar todas as revisdes sistematicas relevantes
e fornecer as estratégias de pesquisa usadas para
todas as bases de dados;

4. Processo de selegdo: Incluir todas as revisdes siste-
maticas que preencham os critérios de elegibilidade,
fornecendo o processo de selecado das revisdes e 0os
detalhes relevantes. Se existirem revisdes sistema-
ticas sobrepostas, podem ser seguidas diferentes
abordagens:

o Incluir todas as RS sobrepostas, mas tentar ex-
trair os dados s6 uma vez;

o Incluir s6 RS Cochrane;

o Incluir s6 as mais recentes ou de maior qualida-
de ou com maior nimero de estudos.

5. Recolha dos dados: descrever o método de recolha
de dados a partir das RS incluidas e enumerar e
especificar todas as variaveis e resultados para os
quais foram recolhidos dados;

6. Extracdo de dados: descrever os processos de ex-
tracdo de dados das revisdes incluidas e detalhes
relevantes. Pode ser usada, por exemplo, a JBI
Data Extraction for Review of Systematic Reviews
and Research Syntheses;

7. Avaliacdo da qualidade metodolégical/risco de viés
das RS incluidas: descrever os métodos utilizados
para avaliar o risco de viés ou a qualidade metodo-
I6gica e reportar as avaliagbes de risco de viés para
os estudos primarios contidos nas RS incluidas;

8. Sintese dos dados: descrever os métodos utilizados
para resumir ou sintetizar os resultados, investigar
potenciais fontes de heterogeneidade nos resulta-
dos e identificar andlises de sensibilidade para ava-
liar a robustez dos resultados.

Resultados’®

1. Apresentar os resultados da pesquisa e selegao de
estudos: fornecer o niumero de revisdes seleciona-
das, avaliadas para elegibilidade e incluidas, indi-
cando os motivos para a exclusdo em cada etapa,
idealmente usando um fluxograma do processo;

2. Listar as especificidades de cada RS e apresentar
as suas caracteristicas: titulo, PICOS, numero de
estudos e participantes incluidos, follow-up, avalia-
¢ao da qualidade metodoldgica das revisdes inclui-
das, resultados das revisdes individuais;

3. Descrever em que medida os estudos primarios das
revisbes sistematicas incluidas se sobrepdem;

4. Apresentar a avaliagéo do risco de viés ou da qua-
lidade metodoldgica de cada reviséo sistematica in-
cluida;
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5. Fornecer um resumo dos dados das revisdes siste-
maticas incluidas;

6. Apresentar a avaliagdo do risco de enviesamento
devido a falta de estudos primarios.

7. Apresentar a avaliagdo da certeza da evidéncia no
conjunto de provas para cada resultado.

Discussao'®
1. Resumir os principais resultados e oferecer uma in-
terpretacdo global dos resultados;
2. Discutir as limitagbes dos dados das revisdes siste-
maticas e dos seus estudos primarios;
Discutir as limitagbes da RU;
4. Conclusdes: apresentar as implicagbes para futu-
ras praticas e investigagdo. As implicagbes das RU
aplicam-se, geralmente, a pratica clinica.

w

FERRAMENTAS DE APOIO

Ha diversas ferramentas para apoiar e agilizar a exe-
cucao de revisbes sistematicas nas suas diversas etapas.
Estas podem ser usadas também para as RU.

O Cochrane Handbook for Systematic Reviews of In-
terventions recomenda duas ferramentas para adicionar
rigor e eficiéncia a etapa de selegédo: Covidence e EPPI-
-Reviewer.'

A Covidence é uma ferramenta cloud-based, criada e
mantida pela Cochrane, especificamente concebida para
ajudar os autores de revisdes sistematicas, simplificando
0 processo e aumentando a eficiéncia da revisdo. Esta
ferramenta torna o processo de escrita mais eficiente pois
facilita passos chave das RS, como a triagem das referén-
cias e a avaliagédo do risco de viés dos estudos, e permite
a sincronizagdo com outras ferramentas, como o Review
Manager (RevMan).

O RevMan Web é o software usado para preparar as
revisdbes Cochrane. Facilita a elaboragédo de protocolos e
de revisdes completas, incluindo o texto, as caracteristicas
dos estudos, as tabelas de comparagao e os dados dos es-
tudos. Permite realizar a meta-analise dos dados inseridos
e apresentar os resultados em graficos e também pode ser
usado para as RU.

EPPI-Reviewer Web: ferramenta desenvolvida e manti-
da pelo EPPI Centre Evidence for Policy and Practice, UCL
Institute of Education, University College London. Permite
importacao e selegdo de estudos, detecdo de duplicados,
analise de viés e andlise de dados. Apresenta recursos
para automatizar a extragdo de dados de estudos prima-
rios, permitindo que os revisores economizem tempo e
minimizem erros. E uma ferramenta mais avangada, com
maior complexidade de uso em algumas fungodes.

Rayyan: Foi a primeira ferramenta criada especifica-
mente para esta funcdo e tem uma interface amigavel.
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Permite importagéo, selecao de estudos e detegédo de du-
plicados. O recurso a etiquetas (label) é eficiente para faci-
litar o processo de selecao.

CONCLUSAO

A exploséo na publicagao de revisbes sistematicas tem
criado um desafio significativo para os profissionais de sau-
de que procuram manter-se atualizados e interpretar as
evidéncias disponiveis. Nesse contexto, as revisbes um-
brella surgiram como uma resposta necessaria ao aumento
vertiginoso de revisdes sistematicas e a necessidade de
abordagens para lidar com questdes clinicas complexas.
Representando uma evolugdo conceptual da metodologia
de investigacéo, as revisdes umbrella sdo concebidas para
sintetizar vastas quantidades de dados provenientes de re-
visdes sistematicas, proporcionando uma melhor evidéncia
na tomada de deciséo.

Embora compartilhem muitos padrées metodoldgicos e
de relato com as revisoes sistematicas, as revisdes um-
brella apresentam diferencas e desafios adicionais, e o seu
papel na hierarquia de evidéncias esta cada vez mais con-
solidado.
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Anorectal Malignant Melanoma Post- Hemorrhoidectomy

Melanoma Maligno Anorretal Apés Hemorroidectomia

Ramazan KOZAND>4', Ozkan AKPINAR', Meral TOKER?
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ABSTRACT

Anorectal malignant melanoma, a rare and aggressive tumor, lacks specific symptoms and frequently presents diagnostic challenges due to its similarity
to benign anorectal conditions. This case report describes the diagnostic and treatment process of incidentally discovered anorectal malignant melanoma

post-hemorrhoidectomy, guided by the existing literature.
Keywords: Anus Neoplasms; Melanoma; Rectal Neoplasms

RESUMO

O melanoma maligno anorretal, um tumor raro e agressivo, carece de sintomas especificos e apresenta frequentemente desafios diagnosticos devido
a sua semelhanga com doengas do anus e do recto benignas. Este relato de caso descreve o processo de diagnéstico e tratamento de um melanoma
maligno anorretal descoberto incidentalmente apds hemorroidectomia, e que foi orientado pela literatura existente.

Palavras-chave: Melanoma; Neoplasias do Anus; Neoplasias Retais

INTRODUCTION

Anorectal malignant melanomas are rare but highly ag-
gressive tumors, posing diagnostic challenges due to their
nonspecific clinical presentation. Unfortunately, the attri-
bution of nonspecific symptoms to benign anorectal con-
ditions often leads to delayed diagnosis, and the disease
is frequently incidentally discovered."? Approximately 30%
to 34% of cases present as amelanotic lesions, resembling
benign polyps."? This report details a case of anorectal
malignant melanoma diagnosed post-hemorrhoidectomy
based on symptoms and appearance associated with hem-
orrhoidal disease.

CASE DESCRIPTION

A 59-year-old female patient presented with intermit-
tent rectal bleeding, anal soiling, and prolapse of hemor-
rhoids symptoms persisting for about a year. The patient,
diagnosed with hemorrhoidal disease at another center,
adhered to lifestyle modifications, including sitz baths, in-
creased fluid and fiber intake, constipation relief, and avoid-
ance of straining. Additionally, she received treatment with
micronized purified flavonoid fraction tablets, along with
topical applications containing tribenoside and lidocaine hy-
drochloride. Upon proctological examination of the patient
who presented to another center due to the failure of con-
servative treatment, it was reported that a prolapsed hem-
orrhoidal plexus, located just proximal to the dentate line,
with a relatively smooth surface and bulging lumen, was ob-
served (Fig. 1). Subsequently, an open hemorrhoidectomy
was performed on the patient at this center.

On postoperative day 12, the patient presented to our

hospital upon suspicion of malignant melanoma based on
the hemorrhoidectomy specimen. During the proctological
examination performed in the Jack-Knife position, a surgical
ulceration was identified in the anal canal. The ulceration
began distally from the dentate line at the 7 o’clock position,
measuring approximately 4 x 2 cm, and extended proximal-
ly towards the rectum.
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Pathological reevaluation at our center confirmed the di-
agnosis of mucosal malignant melanoma, with the presence
of nine mitoses at 5x magnification and tumor infiltration into
the rectum. Immunohistochemistry revealed diffuse strong
positivity for HMB-45 and Melan-A (Fig. 2). Colonoscopy re-
vealed no pathological findings, while pelvic magnetic reso-
nance imaging (MRI) identified an ulcerative-defective area
extending into the intersphincteric space at the 1 - 2 o’clock
position.

Several round-shaped lymphadenopathies, the larg-
est measuring 7 mm, were observed in the perirectal area
(Fig. 3). Fluorodeoxyglucose positron emission tomography
(FDG PET)/MRI imaging showed increased pathological
18F-FDG uptake (SUVmax: 12.9) in the anal canal and
increased pathological uptake in the left presacral and left
perirectal regions, with the largest lymph node measuring 9
mm in diameter (SUVmax: 4.2) (Fig. 3).

The case was discussed in a preoperative multidisci-
plinary tumor board. The patient underwent laparoscopic
abdominoperineal resection (APR) and was discharged
on postoperative day three. The pathological examination
confirmed that the case was a mucosal melanoma and re-
vealed no residual tumor, but two out of 29 excised lymph
nodes showed melanoma metastasis. No BRAF mutation
(V600E, V600K, V600D, and V600R) was detected.
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The patient, for whom systemic treatment was not rec-
ommended by the Medical Oncology Department, has been
placed under close monitoring. At the six-month follow-up,
the patient shows no clinical or radiological evidence of me-
tastasis or locoregional recurrence.

DISCUSSION

Anorectal melanomas represent less than 1% of all mel-
anomas but comprise approximately 4% of anal malignan-
cies.? These highly aggressive tumors have a five-year sur-
vival rate of less than 10%, with an average survival of 24
months.>* Unlike cutaneous melanomas, mucosal melano-
mas are challenging to identify and diagnose.' Histopathol-
ogy has confirmed that our case was a mucosal melanoma.
Despite the typical absence of melanocytes in the colorec-
tal mucosa, the reporting of mucosal melanoma cases has
sparked curiosity about its pathogenesis. In the context of
anorectal melanomas, the pathogenesis remains uncertain,
with various theories proposed to explain their origin within
the gastrointestinal tract. Some researchers hypothesize
that anorectal malignant melanomas may arise from intes-
tinal Schwann cells, while others propose an origin from
neural crest cells that migrate during embryogenesis to the
basal layer of the epidermis and hair follicles.® These differ-
ing perspectives underscore the complexity of melanoma

Figure 2 — Histopathological examination: tumoral infiltration composed of large hyperchromatic nuclei, distinct eosinophilic nucleoli, and
pleomorphic cells (hematoxylin & eosin, x200 magnification) (A). Tumor cells diffusely positive for Melan A (immunohistochemical staining,
AEC, x200 magnification) (B). Tumor cells diffusely positive for HMB 45 (immunohistochemical staining, AEC, x200 magnification) (C).
Tumoral cells infiltrating the glands of the rectal mucosa (hematoxylin & eosin, x200 magnification) (D).
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Figure 3 — Pelvic magnetic resonance imaging with T1 mapping: defect extending into the intersphincteric space (A). Perirectal lymphade-
nopathy (B). Positron emission tomography/magnetic resonance imaging: (C) and (D) pathological 18F-FDG uptake in the left presacral
and left perirectal lymph nodes.

development and the need for further research to elucidate
its underlying mechanisms.

Nonspecific symptoms and the absence of characteris-
tic pigmentation in almost one-third of cases contribute to
the suspected diagnosis of melanoma being overlooked.'?
Symptoms of anorectal malignant melanomas, located in
approximately 65% of cases near the anal canal or anal
verge, include bleeding, changes in skin color, changes in
bowel habits, anorectal pain, or discomfort.° Hemorrhoids,
polyps, adenocarcinomas, or rectal ulcers are erroneously
diagnosed in nearly 80% of cases of primary anorectal ma-
lignant melanomas.® In our case, the most common symp-
tom, rectal bleeding, accompanied by anal soiling and pro-
lapse, was observed. However, since the initial examination
was not performed at our hospital, the depigmented form
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cannot be confirmed definitively.

Anorectal melanomas often receive delayed diagnoses,
and most patients have distant metastases not detected at
the time of diagnosis.? Discovering extensive metastases in
cases initially considered as easily treatable limited lesions
is not uncommon. The diagnosis relies on clinical suspicion
followed by biopsy.”® The use of immunohistochemistry
panels, including S-100 proteins, Melan-A, HMB-45, and
tyrosinase, aids in the diagnosis.” Especially in amelanotic
anorectal melanoma, careful pathological evaluation is nec-
essary. In our case, HMB-45 and Melan-A were diffusely
strongly positive.

Various imaging diagnostics are used in anorectal mela-
noma for the assessment of primary cancer, metastasis,
and treatment responses. Endoscopic ultrasonography
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(EUS) is valuable in evaluating lesion size, invasion depth,
and extent, but in our case, MRI was preferred due to the
presence of an open wound post-hemorrhoidectomy and
the unavailability of EUS. Magnetic Resonance Imaging is
highly effective in preoperative staging and detecting meta-
static lesions.® In contrast, computed tomography (CT) ex-
cels in identifying hepatic and pulmonary metastases.® Due
to its superior tissue characterization and soft-tissue resolu-
tion compared to CT scans, MRI stands out as the optimal
modality for this condition. Positron emission tomography is
recommended, particularly in the staging and assessment
of treatment response in metastatic melanoma.® Increased
FDG activity in malignant cells, due to their higher metabolic
rates, allows PET to assess metastatic sites, aiding in stag-
ing and treatment decisions. In our case, the increased in-
volvement observed in the anal canal and perirectal lymph
nodes played a crucial role in determining the surgical strat-
egy.

There is no standard approach for treating anorectal
melanoma. Surgery, radiotherapy, and combinations of che-
mo-immunotherapy are used. Although surgery is the main-
stay treatment, there is no consensus on the extent of re-
section and lymphadenectomy.? The rarity of this condition
makes conducting randomized controlled trials challenging.
Therefore, evidence from limited case presentations or
case series is available.* Surgical treatments include APR
and wide local excision (WLE). While WLE stands out with
low morbidity and preservation of sphincter function, lo-
cal recurrences are common. Despite the aggressiveness
of APR, the likelihood of local recurrence is lower.>*¢ The
perspective of advocating WLE as the primary treatment
assumes that documented local recurrences do not impact
survival.® Additionally, it has been reported that WLE pro-
vides equivalent oncological outcomes to APR, and APR
is recommended, especially for locally advanced, large
tumors, and WLE recurrences.’ Based on clinical and ra-
diological findings, and considering the patient’s treatment
preferences, we performed APR, traditionally deemed the
optimal choice for regional disease management. Undoubt-
edly, in this approach, radiological lymph node positivity and
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the patient’s decision were the most influential factors. Ul-
timately, although the postoperative pathological examina-
tion revealed no residual tumor, the presence of metastatic
lymph nodes was identified.

In conclusion, when evaluating patients with symptoms
related to the anorectal region, consideration should be
given to rare and unusual conditions, such as malignant
melanoma, in addition to typical benign lesions or adeno-
carcinoma when making a differential diagnosis.
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Melanoma of the Nail Unit

Melanoma Ungueal
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Palavras-chave: Doencas da Unha/diagnéstico; Melanoma/diagnéstico

Figure 1 — Ulceration of the nail bed and destruction of the nail plate, accompanied by pigmentation of the perinychium (Hutchinson’s sign)

A 75-year-old woman presented with an ulcerated nail
bed in the first toenail of the right foot, which evolved for two
years. Initially self-diagnosed as onychomycosis, she self-
medicated with topical antifungals. Progressive worsening
led her to seek care from her family physician.

An extensive ulceration replaced the nail bed with al-
most complete nail plate destruction without inflammatory
signs. A pigmented patch with poorly defined edges cov-
ered the proximal, lateral, and distal nail folds. She was
referred to Dermatology and a histological diagnosis of in-
vasive ungual malignant melanoma was made. This rare
disease has a slow growth rate, and its diagnosis is often
delayed as it is commonly misdiagnosed as an infection,
wart or chronic ulceration.” Treatment delay is associated
with a poor prognosis, and, as in this case, amputation of
the digit is necessary.?

Physicians should be aware of broad (> 3 mm), single
digit, densely black bands on the nails, particularly if accom-
panied by nail plate destruction and ulceration.?
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Caro Editor,

Na carta ao editor intitulada “Mother-Baby Units: An Un-
met Need for Mental Health Inpatient Care in Portugal?”,
publicada na edigéo de abril de 2023 da Acta Médica Por-
tuguesa, a criagao de Unidades Mae Bebé (UMB) em Por-
tugal é descrita como uma resposta especializada na area
psiquiatrica perinatal.’

As UMB, atualmente consideradas a melhor pratica cli-
nica pelo National Institute for Health and Care Excellence
(NICE), séo servigos de internamento psiquiatrico agu-
do destinados ao internamento de mulheres com doenca
perinatal grave em conjunto com os filhos, durante o seu
primeiro ano de vida." Apresentam como objetivos prestar
cuidados especializados e dar resposta as necessidades
especificas, quer da mae quer do bebé,’ durante esta fase
de maior vulnerabilidade e de crucial importancia na cria-
¢ao do vinculo afetivo.?

A evidéncia cientifica atual é clara quanto a importancia
da qualidade das relagdes precoces no desenvolvimento de
uma crianga e quanto aos efeitos deletérios que a privagédo
afetiva, a separagdo precoce e a doenga mental materna
néo tratada comportam no desenvolvimento psicoafetivo e
cognitivo infantil.?*

Infelizmente, a literatura atualmente disponivel relativa
as UMB foca sobremaneira a perspetiva materna, sendo
limitada quanto ao impacto destas respostas no desenvol-
vimento e salde mental do bebé. Além disso, verifica-se
existir uma grande variabilidade quanto ao funcionamento
das UMB, nomeadamente quanto a constituicdo da equipa
multidisciplinar, horario de funcionamento, elemento de re-
feréncia nos cuidados ao bebé durante periodos de maior
instabilidade ou indisponibilidade materna, intervengbes
psicoterapéuticas realizadas e suporte prestado a restante
familia.
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Esta significativa variabilidade limita a retirada de con-
clusbes pelo que, atualmente, continua a ndo existir um
consenso a nivel internacional quanto as caracteristicas
ideais destes servigos.>*

Estudos prévios mostraram existir uma melhoria na
relacdo mae-bebé e na sensibilidade materna através do
uso de algumas técnicas terapéuticas no internamento, no-
meadamente por videofeedback.® Contudo, um estudo de
custo-eficacia recente que comparou as UMB com outras
tipologias de cuidados psiquiatricos agudos (internamento
psiquiatrico geral e equipas de crise com resposta domici-
liaria diaria) ndo mostrou diferencas na qualidade das re-
lagdes mae-bebé e revelou niveis baixos de sensibilidade
materna apos alta nas trés modalidades de cuidados.®

A evidéncia mais recente reforgca a necessidade de
maior intervencdo psicoterapéutica parental nas UMB.® A
estruturacdo deste tipo de servigos carece de investigacao
dirigida especificamente ao bebé, e podera reconhecer a
importancia de outras figuras de vinculagéo (p.e. outros fa-
miliares) que possam ser elementos de continuidade nos
cuidados ao bebé.
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Baby-Friendly Hospitals: Aren’t They All?

Hospitais Amigos dos Bebés: Nao Sao Todos?
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Dear Editor,

We would like to acknowledge the article “Prevalence
and Predictive Factors of Exclusive Breastfeeding in the
First Six Months of Life”, published in your journal with fur-
ther discussion in two letters to the editor in January.’ This
work contributed valuable insights to the ongoing debate on
breastfeeding and the current reality in Portugal.

Breastfeeding has several advantages for infants
and mothers. In 1991, the Baby-Friendly Hospital Initia-
tive (BFHI) was launched, which was aimed at promot-
ing this practice. The program was updated in 2009, and
covered mother-friendly care, breastfeeding-friendly prac-
tices in other facilities and communities, and support for
non-breastfeeding mothers, ensuring that all mothers, re-
gardless of the feeding method, received the support they
needed. Furthermore, the implementation guidance for the
revised BFHI was published in 2018.*

While well-intended, the designation ‘non-baby-friendly
hospital’ for institutions not certified as baby-friendly, may
inadvertently foster misconceptions among facilities and
lead to unjustified stress in families with babies born in un-
certified maternities.

Some key metrics of the BFHI, such as the avoidance
of pacifiers or formula feeds, can be difficult to meet and
may impose stress on exhausted mothers. While exclusive
breastfeeding is widely acknowledged as the most ben-
eficial feeding option, it is not always feasible or the best
choice for every mother/baby pair.

Moreover, our experience has shown that many ma-
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ternities not certified as Baby-Friendly Hospitals (BFH) ac-
tively promote breastfeeding, and it is our conviction that a
national study would disclose interesting results.

So, rather than fostering a binary distinction, our focus
should shift towards a more nuanced understanding of ma-
ternity care that emphasizes support and inclusivity for all
mothers and infants regardless of their feeding choices, as
approached in the updated package of the BFHI.

Comprehensive support and information are crucial in
enabling mothers to make informed feeding decisions that
are aligned with their circumstances and preferences. This
includes evidence-based education during prenatal care,
postnatal lactation support services, and the development
of breastfeeding-friendly environments in workplaces and
public spaces. As we navigate the complexities surrounding
breastfeeding, it is imperative for policymakers, healthcare
professionals, and communities to collaborate in fostering
environments that empower mothers to make the best feed-
ing decisions for themselves and their infants.

While programs like the BFHI have had many advantag-
es over the years, it is about time to reconsider the current
designation and our approach to maternity care to ensure
inclusivity and support for all mothers and newborns.
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Operation Volume in Pancreatic Cancer Surgery: How
Long Will We Keep Looking the Other Way?

Centralizagdo em Cirurgia Oncolégica Pancreatica: Até
Quando Vamos Olhar para o Outro Lado?
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Dear Editor,

Pancreatic surgery was ‘proscribed’ in the literature due
to an unacceptably high mortality rate until the 1990s, when
high-volume centers started publishing their experience
with acceptable mortality rates. These high-volume centers
established the current benchmark of pancreatoduodenec-
tomy’s mortality rate of around 3%." The inverse association
between operation volume in pancreatic surgery and mor-
tality is now well established.? Several reviews and meta-
analyses confirm a positive effect of high-volume on both
short- and long-term pancreatic surgery outcomes.® There
is no consensus on the cut-off, but a minimum of 20 - 40
pancreatic surgeries per year is cited in many articles.*

The centralization of pancreatic surgery has been es-
tablished in several countries, namely the Netherlands and
Denmark. In the Netherlands, a country with a population of
around 18 million, there are 16 centers performing pancre-
atic surgery, where a minimum of 20 pancreatic head resec-
tions per year are mandatory. In Denmark, a country with
almost 6 million people, there are only four centers perform-
ing pancreatic surgery, with the smallest center performing
more than 30 procedures per year.

In Portugal, despite the implementation of ‘referral cen-
ters’ for hepato-pancreato-biliary cancers in 2016, there are
no rules dictating who can perform the complex and po-
tentially hazardous procedures that are necessary for the
treatment of these types of cancers. We continue to see
Portuguese hospitals performing pancreatic surgeries with
a volume that is much lower than the already stated ‘magic
number’ of 20 Whipple procedures per year. Because the
outcomes of these centers are not scrutinized and made
public, we do not know the mortality and morbidity rates that
are associated with pancreatic surgery in these centers.
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However, a systematic review including 44 studies on the
influence of centralization of pancreatic surgery showed a
90-day mortality rate of 9% - 16% in low-volume centers.*
This more than three-fold mortality in low-volume centers
compared to high-volume centers is not only explained by
the technical difficulty of a pancreatoduodenectomy but,
especially, by the multi-disciplinary management of postop-
erative complications. This failure to rescue® is the result of
the relative inexperience in dealing with the postoperative
complications, which are very particular to this procedure,
but also of the necessary resources that are not available in
every hospital, such as 24/7 interventional radiology.

Will we keep looking the other way, or will we have the
political courage to centralize pancreatic surgery? First and
foremost, for our patients, who deserve the best treatment
available for pancreatic diseases, but also because of the
huge costs associated with the higher postoperative com-
plications rate in low-volume centers, one of the great con-
tributors to health-care costs.®
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Implante Anticoncecional: Uma Remoc¢ao Desafiante

Contraceptive Implant: A Challenging Removal
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ment Failure

Descrevemos o caso de uma mulher de 32 anos, com
antecedentes pessoais de obesidade e habitos tabagicos,
que recorreu a sua médica de familia para solicitar a re-
mocao do implante subcutaneo anticoncecional (Implanon
NTX®), uma vez que planeava engravidar. O dispositivo em
questao teria sido colocado em 2020, e tratava-se do tercei-
ro implante utilizado pela doente.

Na consulta de Planeamento Familiar (PF), o implan-
te subcutaneo foi palpado, apresentando-se fragmentado.
Nesta fase, foi retirada apenas uma pequena porgéo do
implante e solicitada uma radiografia do membro superior
que revelou trés fragmentos radiopacos na regido poste-

rior do membro superior (Fig. 1A), pelo que foi solicitada
e agendada uma consulta especifica de Pequena Cirurgia
(PC), na Unidade de Saude Familiar (USF) da doente. Na
consulta de PC realizou-se uma incisdo de maior compri-
mento para a remogao das restantes porgdes, que se en-
contravam ja aderentes aos tecidos envolventes. Apos a re-
mocao de todos os fragmentos, realizou-se a sua medigéao
juntamente com a porgéo retirada inicialmente na consulta
de PF. Verificou-se a medigéao total de 5,4 cm (Fig. 1B). De
destacar que eram visiveis um total de cinco fragmentos,
uma vez que um dos trés fragmentos visiveis na radiografia
(Fig. 1A) se quebrou durante a remog&o.

Tém sido notificados alguns casos de implantes que
se fragmentam durante o seu tempo de permanéncia no
membro superior das utentes.” A causa € muitas vezes
desconhecida, embora estejam descritos alguns casos em
que a quebra do implante tenha sido precedida de trauma
direto.?® Posto isto, este caso clinico faz-nos questionar o
motivo da fragmentagéo do implante, uma vez que nao foi

—
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Figura 1 — Radiografia do membro superior esquerdo com trés fragmentos radiopacos (A). Medigéo da totalidade dos fragmentos do

implante retirados (B).
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referido nenhum tipo de trauma pela utente, nem nenhuma
intercorréncia na colocagao/remogéao dos outros implantes.
Pela histéria de colocagdo prévia de outros implantes sub-
cutaneos desta utente, € também importante colocar a hi-
potese de alguns dos fragmentos removidos terem origem
em implantes anteriores, tendo em conta que a medicao
destes fragmentos excedeu os 4 cm de comprimento do
bastonete descritos pelo folheto informativo do Implanon
NTX®.!

Desta forma, salienta-se a importancia de confirmar a
remocao da totalidade do bastonete, procedendo-se a me-
dicdo do seu comprimento (que devera corresponder a 4
cm) no momento da sua remogdo.' Destaca-se também o
papel fulcral e diferenciado da existéncia de uma consulta
de Pequena Cirurgia nos Cuidados de Saude Primarios,
que tornou possivel a resolugdo desta situagdo na USF da
utente de uma forma célere e eficaz.
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Letter to the Editor Regarding the Paper “Coping with
Gender Dysphoria in a Rural Environment during

Adolescence” subsequent referral to a specialized multidisciplinary team;

and the intervention by a pediatric endocrinologist without
apparent integration into a multidisciplinary team.

In light of the above, it is urgent to train and empower
healthcare professionals by integrating specific gender di-
versity content into national medical schools’ curricula, as
well as in medical residency programs with greater contact
with this population (family medicine, child and adolescent
psychiatry, psychiatry, pediatrics, endocrinology, obstetrics
and gynecology, urology, plastic surgery, otorhinolaryngol-

Carta ao Editor Referente ao Artigo “Manifestagdes
da Disforia de Género no Adolescente em Ambiente
Rural”

Keywords: Delivery of Health Care; Gender Dysphoria; Transgender
Persons

Palavras-chave: Disforia de Género; Pessoas Transgénero; Presta-
¢éo de Cuidados de Saude

Dear Editor,

The article “Coping with Gender Dysphoria in a Rural
Environment during Adolescence”," published in May 2024
in your journal, authored by Ribeiro et al, aims to describe
a clinical case of early intervention in gender incongruence
(ICD-11)? or gender dysphoria (DSM-V TR)® and its respec-
tive multidisciplinary approach centered on the patient and
their family. It highlights not only positive aspects but also
concerns and needs already identified regarding the correct
practices of gender-affirming intervention.

The published clinical case reinforces the weaknesses
of the healthcare system for a minority population, where
responses are scarce, often requiring travels of over 200
km for access to specialized healthcare. Multidisciplinary
teams intervening in gender incongruence are currently lo-
cated in three urban centers: Porto, Coimbra, and Lisbon;
their number decreases when dealing with individuals un-
der 18 years old.

Many diverse gender adolescents, through informed
consent and legal representatives, within the context of in-
tegrated and multidisciplinary intervention, may benefit from
medical gender-affirming interventions (pubertal blockade,
gender-affirming hormone therapy, and mastectomy), with
a positive impact on reducing dysphoria and improving the
psychosocial functioning of the individual.**

The article reveals several apparent system failures, in-
cluding the lack of response by a specialized team because
the patient is outside the hospital’s catchment area; gate-
keeping by a mental health professional with no apparent
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ogy, physical medicine, and rehabilitation). This training
should also be extended to other healthcare professionals,
such as nurses, social workers, physiotherapists, speech
therapists, among others.®

Nevertheless, we must commend the intervention and
dedication of the family health team which quickly identified
and acted in the best interest of the patient with a compre-
hensive view of their intervention at individual, family, and
community levels. There is an urgent need for greater inter-
vention capacity at various levels of healthcare in terms of
gender diversity and the reduction of stigma, discrimination,
and barriers to access to appropriate care through gender-
affirming intervention training.
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Adolescence and Sexually Transmitted Infections: A
Portuguese Single-Center Report

Adolescéncia e Infegcoes Sexualmente Transmissiveis:
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Dear Editor,

We read the article “Adolescent Medicine in General
Practice: Current Situation and Proposals for Improvement”
with great interest. We want to congratulate the authors for
writing this article and make some additional contributions.

Despite the growing global threat of sexually transmitted
infections (STls) attributed to Chlamydia trachomatis (CT)?
and Neisseria gonorrhoeae (NG),° there is no screening
plan for STls in adolescents in Portugal.® Both infections
are treatable, and addressing them promptly can prevent
long-term complications such as pelvic inflammatory dis-
ease and infertility, as well as interrupted transmission.®

We performed a retrospective study in a public hospital
to calculate the prevalence rate of STls in adolescents be-
tween 2017 and 2022. This study protocol was submitted
and approved by the local Ethics Committee with reference
number A06/2022.

Among 120 urine samples collected, 12 cases were
positive for STIs (10 CT, 5 NG with 3 coinfections) with 92%
of cases in female patients. The median age at diagnosis
was 16 years (13 - 17). The adolescents’ characteristics,
laboratory findings and treatment are depicted in Table 1.

Regarding the socio-environmental context, 67% had
conflicting family backgrounds and school absenteeism.
Sexual assault was noted in 25%. Anxiety and depression
were reported in 50%.

Notably, 41.6% reported not using contraceptive meth-
ods, 58% engaged in multiple sexual partnerships (two or
more), and 50% reported tobacco, alcohol and/or canna-
binoid abuse. Pregnancy tests and serological screenings
were negative. Treatment involved azithromycin for CT and
a combination of azithromycin and ceftriaxone for NG, with
successful follow-up in the adolescent clinic and no long-
term complications.

The observed prevalence rate of 11.7% among the 120
urine samples represents a considerable burden of STls
within this specific population. Our results raise questions
about gender-specific vulnerabilities that are in line with in-
ternational data.* The higher prevalence rate in female pa-
tients may result from both biological factors and societal
determinants, although the male prevalence rate may be
underestimated due to asymptomatic infections.®

Both the socio-environmental context and substance
abuse emphasize the vulnerability to high-risk behaviours,
including unprotected sexual activity.

The diagnosis of STls in adolescents in the emergen-
cy department also suggests a potential underreporting of
STls. Adolescents are less likely than adults to access sex-
ual health services, which requires a more active role from
healthcare professionals in identifying at-risk individuals.

Enhanced screening and successful treatments are ef-
fective at reducing disease,?* which underscores the impor-
tance of establishing a national screening program for all
sexually active adolescents, even if asymptomatic.

This study contributes valuable data to the global de-
bate on adolescent sexual health.

PREVIOUS AWARDS AND PRESENTATIONS

This abstract was previous presented as a poster with
discussion at the “9"" Congress of the European Academy of
Paediatric Societies” on October 7, 2022.

Table 1 — Characteristics of the twelve adolescents included in this study (n = 12)

Adolescents Sex Setting Symptoms Contraception NG CT Treatment
1 F ED 0 0 0 1 A
2 F AOC 0 Condom 1 0 A+C
3 F ED Dysuria Condom 0 1 A
4 M ED Vaginal exudate 0 1 1 A+C
5) F AOC 0 Condom 0 1 A
6 F AOC 0 Condom 1 0 A+ C
7 F AOC Abdominal pain Both 0 1 A
8 F ED 0 0 0 1 A
9 7 AOC Dysuria Both 0 1 A
10 F ED Abdominal pain 0 1 1 A+ C
11 F ED 0 0 1 1 A+C
12 F ED 0 Both 0 1 A

A: azithromycin; AOC: adolescence outpatient consultation; Both: double contraception (condom + oral contraception); C: ceftriaxone; CT: Chlamydia trachomatis; ED: emergency

department; F: female; M: Male; NG: Neisseria Gonorrhoeae.
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Atypical Esophageal Metastasis in the Thoracic Wall

Metastizacao Esofagica Atipica na Parede Toracica

Keywords: Esophageal Neoplasms; Thoracic Neoplasms/secondary;
Thoracic Wall

Palavras-chave: Neoplasias Esofagicas; Neoplasias Toracicas/se-
cundarias; Parede Toracica

Dear Editor,

Esophageal adenocarcinoma (ADC) carries a particu-
larly poor prognosis, with nearly half of the cases presenting
with metastasis at the time of diagnosis.' While subcutane-
ous metastases originating from esophageal cancer (EC)
are relatively rare, occurring in only 0.7% to 9% of cases,
reports of such occurrences, especially involving the
chest wall, remain sparse.

The authors present the case of a 57-year-old man, a
non-smoker with a history of bariatric surgery performed
14 years prior. He presented to the emergency department
with a two-month history of progressive swelling in the right
infra-axillary region, accompanied by anorexia, asthenia,
and unspecified weight loss. Additionally, he reported dys-
pnea with minimal exertion and thoracic pain in an upright
position. Physical examination revealed a sizable, indurat-
ed mass in the right thoracic wall, adherent to deep tissue
planes (Fig. 1A). Laboratory investigations showed normo-
cytic normochromic anemia, elevated lactate dehydroge-
nase, C-reactive protein, and type 1 respiratory failure.

The patient was admitted to the Pulmonology Depart-
ment with a suspected diagnosis of thoracic neoplasia,
possibly a sarcoma. The thoracoabdominal computed to-
mography (CT) scan confirmed a soft tissue large mass,
18 cm in diameter, heterogeneous, with intra- and extra-
thoracic components, causing destruction of rib arches
and right lung collapse (Fig. 1B). Additionally, there was a
thickening of the wall in the distal portion of the esopha-
gus, prompting the performance of an upper gastrointes-
tinal endoscopy. This test revealed an ulcerated invasive

neoplasm, occupying more than 75% of the lumen, in the
distal esophagus and esophagogastric junction. The histo-
pathology of the esophageal biopsies was consistent with
ADC, with expression of AE1/AE3 and with negative p63,
TTF-1, GATA-3. A percutaneous thoracic biopsy was also
performed. The histopathological examination confirmed a
metastasized esophageal ADC to the chest wall. Staging
with FDG PET-CT and brain CT demonstrated a fluorode-
oxyglucose (FDG) avid parietal thickening centered on the
lower third of the thoracic esophagus (qQSUVmax: 17.0) with
extensive metastatic disease involving: bone (5" left rib,
gSUVmax: 13.7), nodal (right paraesophageal adenopathy,
gSUVmax: 5.9) and soft tissue sites (a large mass on the
right thoracic wall, gSUVmax: 17.0).

Despite the multidisciplinary efforts and the initiation of
palliative chemotherapy, the patient’s clinical condition de-
teriorated rapidly, culminating in his death two weeks later.

This case underscores the rare occurrence of chest
wall metastasis from EC, highlighting the importance of
heightened clinical awareness and vigilance in diagnosis
and management. However, it should be stressed that the
risk of late diagnosis is real, especially when symptoms are
atypical, which in the presented case made any effective
treatment impossible in a relatively young patient.
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Figure 1 — Physical examination: large, indurated mass in the right thoracic wall, adherent to deep tissue planes (A). Thoracoabdominal
CT scan: a large mass of soft tissues, 18 cm in size, heterogeneous, with intra and extra-thoracic components, causing destruction of rib

arches and right lung collapse (B).
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Carta ao Editor referente ao artigo “Interrupgao
Voluntaria da Gravidez nos Cuidados de Saude
Primarios em Portugal: Problemas e Desafios
Futuros”

Letter to the Editor regarding the article “Medical
Abortion in Primary Health Care in Portugal: Problems
and Future Challenges”

Palavras-chave: Aborto Induzido; Aborto Legal; Acesso aos Servigos
de Saude; Cuidados de Saude Primarios; Portugal

Keywords: Abortion, Induced; Abortion, Legal; Health Services Ac-
cessibility; Portugal; Primary Health Care

Caro Editor,

Foi com grande interesse que lemos o artigo “Inter-
rupcédo Voluntaria da Gravidez nos Cuidados de Saude
Priméarios em Portugal: Problemas e Desafios Futuros”,’
publicado no numero de outubro de 2023 da Acta Médica
Portuguesa.

Ainterrupgéo voluntaria da gravidez (IVG) € um ato mé-
dico que, apods a aprovagéao da lei n.° 16/2007 de 17 de abril
de 2007,? passou a ser ndo punivel caso seja realizada por
um médico, ou sob a sua direcdo, em estabelecimento de
saude oficial ou oficialmente reconhecido e com o consen-
timento da mulher gravida, quando for realizada, por opgao
da mulher, nas primeiras 10 semanas da gravidez.

Este artigo foi escrito com o objetivo de realgar os pro-
blemas atuais e desafios futuros da IVG, caso, como foi
anunciado no dia 5 de abril de 2023,? a IVG fosse alargada
aos Cuidados de Saude Primarios (CSP).

Os problemas atuais sdo o elevado tempo de espera
apos encaminhamento pelos CSP ou outra porta de entra-
da no Servigo Nacional de Saude (SNS) para realizagéo
da IVG; a idade gestacional legal para a realizagao do pro-
cedimento se encontrar ndo raras vezes no limite das 10
semanas ou tendo sido mesmo ja ultrapassada; o elevado
numero de utentes sem médico de familia; a lista de profis-
sionais objetores de consciéncia poder estar desatualizada
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e a falta de estratégias para limitar as IVG de repeticéo.

Relativamente aos desafios futuros que se levantam
caso a IVG seja alargada aos CSP, destacam-se a desi-
gualdade de resposta em qualidade e acessibilidade dos
utentes com e sem médico de familia; as derrapagens fre-
quentes do tempo maximo de resposta, pondo-se em causa
a garantia de resposta atempada principalmente as utentes
que procuram cuidados no limite da idade gestacional le-
gal; a falta de meios nos CSP para fazer datagdo correta
do tempo de gravidez (sera a data da ultima menstruagao
suficiente?); a falta de formacgé&o dos profissionais dos CSP
nesta area; e ainda a gestao das possiveis complicacbes
pos-procedimento.

Como médicas de familia em unidades distanciadas de
grandes centros urbanos e onde o acesso a cuidados é
limitado, tanto pela falta de profissionais médicos como pe-
las longas distancias aos hospitais, validamos todas estas
preocupagoes e realgamos a importancia de ver esclareci-
das todas as questdes por este artigo levantadas.

E de enaltecer a partilha destas preocupacées e tenta-
tivas de alertar para a criagdo de novas solugbes viaveis,
ainda mais quando o SNS se encontra num contexto de
rotura.
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A Reconciliagdo da Medicacao nos Cuidados de Saude
em Portugal

The Medication Reconciliation in Healthcare in
Portugal

Palavras-chave: Erros de Medicagao/prevencao & controlo; Reconci-
liagdo Terapéutica; Seguranga do Doente; Transferéncia de Doentes
Keywords: Medication Errors/prevention & control; Medication Rec-
onciliation; Patient Safety; Patient Transfer

Caro Editor,

Em margo de 2024, foi publicada a atualizagdo da Nor-
ma n.° 018/2016, de dezembro de 2016, referente a “Re-
conciliagdo da Medicagao”, emitida pela Diregdo-Geral da
Saude."? Pretendemos com esta carta enfatizar a relevan-
cia e as implicagbes desta atualizagao para a pratica clinica
e a seguranga do doente.

A reconciliagcdo da medicacédo é uma abordagem sis-
tematica fundamental na transi¢cdo assistencial do doente
para garantir a seguranca e eficacia da terapéutica. A atua-
lizagdo de margo de 2024 apresenta, mais detalhadamen-
te, os procedimentos internos para a implementacao efetiva
e mais estruturada da reconciliagdo da medicagéo. Este é
um processo multidisciplinar centrado no doente que envol-
ve varios profissionais de saude, nomeadamente médicos,
enfermeiros e farmacéuticos, sempre em colaboragdo com
os doentes e seus familiares.? Daqui decorre uma respon-
sabilidade partilhada no contexto da reconciliagdo medica-
mentosa, cuja coordenacao é essencial para a implementa-
¢ao bem-sucedida deste processo. Esta atualizagao realgca
ainda a importancia de garantir um tempo protegido, bem
como a necessidade de formagéao periddica para os profis-
sionais de saude, promovendo uma pratica de exceléncia.
Complementarmente, esta versao salienta a importancia de
criar canais de comunicagao eficazes entre os profissionais
de saude e o doente/prestador de cuidados, reconhecendo
a comunicagao como um pilar no sucesso do processo de
reconciliagdo da medicacao.

Como médicos internos e médicos especialistas em
Farmacologia Clinica, valorizamos a atualizagao desta nor-
ma, sublinhando a importancia da adog¢ao deste processo
sistematico que reforga a seguranca dos doentes.® O en-
velhecimento populacional em Portugal, em particular pelo
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aumento da propor¢ao de individuos com mais de 80 anos,
leva a prevaléncia crescente de doengas crénicas e, como
resultado, ao aumento da despesa com medicamentos. A
presenca de pluripatologia, e consequentemente de regi-
mes de polimedicagao, aumenta o risco de reagdes adver-
sas e erros medicamentosos.*® Por essa razao, é imperati-
va a implementacao desta importante ferramenta de apoio
na identificagéo de erros e discrepancias medicamentosas.
Deste modo, é possivel evitar prescricdes inadequadas e
consequentes eventos adversos, assim como diminuir a
possibilidade de interrupgdes inadvertidas de tratamentos.
Com a otimizagao da terapéutica é ainda possivel reduzir
tempos de internamento, reduzir reinternamentos hospita-
lares e, potencialmente, diminuir o recurso aos servigos de
urgéncia, que acarretam custos elevados para os doentes
e sistemas de saude.

Urge agora a formacédo e mobilizagédo de tais equipas
multidisciplinares para que a implementacao eficaz desta
norma se traduza em ganhos efetivos na seguranga e bem-
-estar dos doentes.
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A Rare Case of Central Diabetes Insipidus in a
Pediatric Patient

Um Caso Raro de Diabetes Insipida Central em Idade
Pediatrica

Keywords: Autoimmune Hypophysitis/diagnosis; Child; Diabetes In-
sipidus, Neurogenic/diagnosis; Pituitary Gland/diagnosis
Palavras-chave: Crianga; Diabetes Insipida Neurogénica/diagnosti-
co; Hipdfise/diagnéstico; Hipofisite Autoimune/diagnéstico

Central diabetes insipidus (CDI) in children is rare"? and
pituitary stalk thickening (PST) is present in approximately
one-third of cases.' While histopathological analysis is usu-
ally required to reach a definitive diagnosis, a presumptive
diagnosis of lymphocytic infundibulo-neurohypophysitis
(LINH) can be made in cases with self-limited PST and
decreasing anterior pituitary size, even without histological
confirmation.” The optimal management strategy for chil-
dren with LINH remains unclear.

A 3-year-old white girl was admitted to our hospital with
a one-month history of polyuria and polydipsia. There was
no history of head trauma, febrile iliness, skin rash, bone
pain, or chronic cough. Blood chemistry tests, including
glycemia, urea, creatinine, and electrolytes, were all within
normal range. Urinalysis showed hypotonic urine and no
glycosuria. A water deprivation test was inconclusive, show-
ing only a partial increase in urine osmolality. A brain mag-
netic resonance imaging (MRI) showed diffuse thickening
of the pituitary stalk and absence of neurohypophysis bright
spot on T1-weighted images (Fig. 1A). Central diabetes in-
sipidus secondary to a pituitary lesion was suspected, and
desmopressin was initiated. Anterior pituitary function was
normal. Further investigation excluded Langerhans cell his-
tiocytosis and germ-cell tumors (B-human chorionic gonad-

otropin and a-fetoprotein were negative both in blood and in
cerebrospinal fluid). No abnormalities were found on whole-
body radiographs or on abdominal, renal, and cervical ultra-
sound. Whole body 18-fluoro-2-deoxy-D-glucose positron
emission tomography/computed tomography (FDG-PET/
CT) scan showed no abnormal tracer uptake. Over time,
serial MRI showed spontaneous reduction of the PST (Fig.
1B), and a presumptive diagnosis of LINH was made. Af-
ter careful consideration, the medical team decided not to
perform a stalk biopsy and not start immune-modulating
therapy, while maintaining close clinical and neuroimaging
monitoring. During follow-up, the patient developed growth
hormone deficiency and central hypothyroidism. Presently,
six years after the initial presentation, she remains clinically
stable, without evidence of other pituitary hormonal deficits
or other abnormalities.

Childhood-onset LINH is extremely rare?; its main clini-
cal presentation is CDI,"? and, usually, anterior pituitary
function is unaffected at diagnosis."* However, lymphocytic
infiltration may extend to the adenohypophysis,? just like
in our patient. Typical neuroimaging findings include dif-
fuse PST, and absence of neurohypophysis hyperintensity.*
Retrospective studies describe spontaneous regression or
even a complete normalization of the PST in most patients
with LINH."?

While histopathology remains the gold-standard for di-
agnosing hypophysitis,’?® the risk of stalk biopsy must be
weighed. In our case, biopsy was not performed, due to the
risk of complete stalk sectioning. Therefore, diagnosis was
assumed in the absence of histological findings, and close
monitoring ensued.

To date, there is scarce information to guide optimal
treatment.”® Both clinical surveillance and corticosteroids

Figure 1 — Head MRI at diagnosis with sagittal T1-weighted turbo-spin echo (TSE) sequences. There is a thickening of the pituitary stalk
(yellow arrowhead) and an absence of the neurohypophysis bright spot (A). Follow-up head MRI at 4-years, with sagittal T1-weighted
TSE sequences, after intravenous gadolinium injection. Normal thickness of the pituitary stalk, with a small adenohypophysis (height =

3mm) (B).
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have been reported as successful management strategies.®
Recently, conflicting clinical outcomes of high-dose cortico-
steroids have been reported, namely referring to pituitary
axis recovery.® Furthermore, given that the inflammatory
process is mostly self-limiting," spontaneous recovery in
patients using a conservative approach can also be ob-
served, and therefore the risks and benefits of corticoste-
roids should be taken into consideration when deciding on
a treatment approach.® Initial clinical surveillance has been
deemed appropriate for patients presenting with mild symp-
toms and/or signs.® The decision in our patient was not ini-
tiating immune-modulating treatment, and a spontaneous
regression of the PST was observed.

In conclusion, the differential diagnosis in children pre-
senting with CDI and PST is challenging; although rare,
childhood-onset LINH must be considered, namely in cases
of CDI. While definitive diagnosis requires pituitary biopsy, a
presumptive diagnosis can be made based on clinical, bio-
chemical, and neuroimaging assessment. Although there
is no consensus about the optimal management strategy,
clinical surveillance may be appropriate in selected pa-
tients. Close follow-up with serial neuroimaging, hormonal
assessment, and clinical evaluation is mandatory. Prospec-
tive studies are needed in order to develop evidence-based
guidelines for its management.
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