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prevencao do desenvolvimento da doenca [1]. Apesar de
ser a melhor abordagem terapéutica para esta patologia,
o tamoxifeno esta associado a varios efeitos secundarios,
incluindo diminuicao da performance cognitiva [2,3]. O
aumento dos niveis de hormonas esterdides nos ratos
fémea promovem mudancas estruturais e fisioldgicas
na formacao do hipocampo, conduzindo a melhoria dos
processos de aprendizagem e meméria [4]. Tendo em
conta que este mecanismo depende da ativacdo de ERs,
e sabendo que o tamoxifeno é um modulador seletivo
destes recetores facilitando ou impedindo a sua acdo [5],
terapias a longo-prazo com este farmaco podem limitar
a acao de hormonas esteréides nos processos cognitivos.
Objetivos: Estudaram-se os efeitos da terapia a longo-
prazo com tamoxifeno nos mecanismos de aprendizagem
e memoéria dependentes do hipocampo, bem como
o impacto deste farmaco na plasticidade bioquimica
na formacdo do hipocampo. Material e Métodos:
Ratos Wistar fémea de 3 meses foram submetidos a
uma dose didria de 50ul de tamoxifeno em 0.5% de

hidroxipropilmetilcelulose misturada em chocolate.
O grupo controlo recebeu uma dose diaria de 50ul de
uma solucdo de 0,5% hidroxipropilmetilcelulose. Foram
registados regularmente o consumo sélido e liquido, o
peso corporal e o ciclo éstrico. Ao fim dos 3 meses de
tratamento, os animais foram anestesiados e metade
de cada grupo foi sacrificado por perfusdo intracardiaca
com paraformaldeido. Os encéfalos foram removidos,
pesados e seccionados em vibratome a 40um. As seccoes
contendo as areas de interesse foram selecionadas de
forma aleatoriamente sistematica, numa amostragem de
1/12, e processadas por imunohistoquimica para detetar
a expressao de Calbindina, Calretinina, Neuropeptideo
Y e Parvaloumina. Resultados: A administracao
de tamoxifeno induz variacdo da expressdo de
neuropeptideos na formacdo do  hipocampo,
nomeadamente Calbindina, Calretinina, Neuropeptideo
Y e Parvalbumina. Conclusdes: Mais estudos sao
necessarios para melhorar a definicao de terapéuticas de
longo prazo.
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Resumo

Introduction: One of the signs of ovarian cancer
dissemination is the accumulation of malignant ascites in
the peritoneal cavity linked to poor prognosis, metastasis
and chemoresistance [1]. Mucin-16 (MUC16) and
Mesothelin (MSLN) are two key players in the multistep
process of peritoneal dissemination of ovarian cancer,
both associated with the presence of malignant ascites
and poor progression-free survival [2, 3]. Cancer stem
cells contribute to pathogenesis, chemoresistance, and
malignant behavior of tumor cells. Sex-determining

region Y-box (SOX2) and aldehyde dehydrogenase 1
(ALDH1) have been used as cancer stemness markers for
detecting cancer cell proliferation, migration, invasion, and
metastasisand have been correlated withchemoresistance
and poor prognosis [4, 5]. Objective: The aim of this study
was to evaluate the expression profile of some important
biomarkers in ovarian tumor cells suspended in the
malignant ascites. Material and Methods: In this study,
we analyzed the expression of relevant biomarkers to
characterize chemoresistance profiles, e.g.,, MUC16, MSLN,
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ALDH1, and SOX2 by immunocytochemistry in a series of
malignant ascites samples (n=15) obtained from ovarian
cancer patients (n=11) before (n=7) and after (n=8)
treatment regiments. Results: All the malignant ascites
(15 samples) present high expression levels (76 - 100% of
tumor cells) of MUC16 and MSLN was expressed at high
levels (51 - 75% and 76 — 100% of tumor cells in 2/15 and
13/15 samples, respectively), both at time of diagnosis
and after chemotherapy treatment. There was no clear
association between MSLN and/or MUC16 with diagnosis
and treatment since all cases were positive for MSLN
and MUCT6. In most cases, ALDH1 was negative (11/15
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samples), low/moderate expressed (about 11 - 25% or
25 - 50% of tumor cells, respectively, in 3/15 samples), or
high expressed (76 — 100% of tumor cells in 1/15 samples).
SOX2 was, in most cases, negative (13/15 samples).
However, in two samples obtained after chemotherapy
(2/7 samples) SOX2 was low/moderate expressed (about
11 - 25% or 25 — 50% of tumor cells, respectively).
Conclusions: In summary, the expression of MUC16 and
MSLN is high in all the malignant ascites samples, and
SOX2 and ALDH1 were mostly negative or low/moderate
expressed. We did not find a correlation with different
treatment regimens.
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Resumo

Introducdo: Endometriosis is a chronic, inflammatory
disease characterised by the presence of endometrial-like
tissueoutsidetheuterus[1]. Amongthemainsymptomsare
abdominal pain, dyspareunia, dysuria, painful defecation,
and infertility [1]. Endometriosis is divided in four stages:
minimal, mild, moderate and sever stages. Diagnosis is
usually late and done by histological analysis, ultrasounds,
and/or quantification of the biomarker CA125. Treatment
consists of hormone therapy, analgesics, and laparoscopy.
Often, in late diagnosed patients, organ removal beyond
the uterus is also necessary [2]. To provide a less invasive
treatment, an early diagnosis is necessary, this urging the
discovery of promising biomarkers with high expression
and specificity for the different stages of the disease [3].
Objetivos: Herein, we intended to provide a detailed
mapping of the endometriosis biomarkers described in
the literature and discuss the most promising ones for the

early diagnosis of the disease. Métodos: Review papers
published in PubMed between 2015 and 2022, were
revised and relevant information compiled. Resultados:
The journey to endometriosis diagnosis is long and
fraught with barriers and misdiagnoses. Although being
the most described, CA125 is an unspecific and insensitive
biomarker for endometriosis [3]. The aryl hydrocarbon
receptor (AhR), which is involved in regulation of the
endometriotic inflammatory process, is appointed as a
promising biomarker for the prognosis of the disease and
as a therapeutic target [4]. Other biomarkers of interest
include P450/aromatase in menstrual fluid; IL-10, which
has a high tissue expression, although being restricted
locally [3]; MAPK/ERK, whose high expression is correlated
with endometriotic lesions [5]; MMP-9, as increased levels
are observed in patients with advanced endometriosis
stages; MIF for ectopic endometrium [2]; and VEGF-C,
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