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GROUP'S NAME (sugere-se que o nome fique a 2 linhas, no maximo 3 linhas — 57 caracteres, sem espacos)

Cancer Genetics Group

PROJECTS WITH INTERNAL FUNDING

HPC - “Inherited predisposition to prostate cancer” (Pl 63-CI-IPOP-24-2015),
Budget: 75K€ (2015-) (Pl: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to uncover the germline variation underlying prostate cancer
susceptibility, by finding the missing heritability by combining exome sequencing and
haplotype analyses in a population with strong founder effects. In part also funded by
the past FCT projects “The role of chromosome segregation machinery defects in
genetic predisposition to prostate cancer” (POCI-01-0145-FEDER-028245;
236.030,31€; Pl Paula Paulo) and “Inherited predisposition to prostate cancer:
finding the missing heritability by combining exome sequencing and haplotype
analyses in a population with strong founder effects” (PTDC/DTPPIC/1308/2014;
196.030,00 €; Pl Manuel Teixeira)

Publications:

« Silva MP, Ferreira LT, Bras NF, Torres L, Brandao A, Pinheiro M, Cardoso M,
Resende A, Vieira J, Palmeira C, Martins G, Silva M, Pinto C, Peixoto A, Silva J,
Henrique R, Maia S, Maiato H, Teixeira MR, Paulo P. BUB1B monoallelic
germline variants contribute to prostate cancer predisposition by triggering
chromosomal instability. J Biomed Sci. 2024; 31(1):74. doi: 10.1186/s12929-024-
01056-z. PMID: 39014450.

* Paulo P, Cardoso M, Brandao A, Pinto P, Falconi A, Pinheiro M, Cerveira N, Silva
R, Santos C, Pinto C, Peixoto A, Maia S, Teixeira MR. Genetic landscape of
homologous recombination repair genes in early-onset/familial prostate
cancer patients. Genes Chromosomes Cancer. 2023; 62(12):710-720. doi:
10.1002/gcc.23190. PMID: 37436117.

+ Cardoso M, Maia S, Brandao A, Sahasrabudhe R, Lott P, Belter N, Carvajal-
Carmona LG, Paulo P, Teixeira MR. Exome sequencing of affected duos and
trios uncovers PRUNE2 as a novel prostate cancer predisposition gene. Br J
Cancer. 2023; 128(6):1077-1085. doi: 10.1038/s41416-022-02125-6. PMID:
36564567 .

* Brandao A, Paulo P, Maia S, Pinheiro M, Peixoto A, Cardoso M, Silva MP, Santos
C, Eeles RA, Kote-Jarai Z, Muir K, Ukgpcs Collaborators, Schleutker J, Wang Y,
Pashayan N, Batra J, Apcb BioResource, Gronberg H, Neal DE, Nordestgaard BG,
Tangen CM, Southey MC, Wolk A, Albanes D, Haiman CA, Travis RC, Stanford JL,
Mucci LA, West CML, Nielsen SF, Kibel AS, Cussenot O, Berndt Sl, Koutros S,
Serensen KD, Cybulski C, Grindedal EM, Park JY, Ingles SA, Maier C, Hamilton RJ,
Rosenstein BS, Vega A, The Impact Study Steering Committee And Collaborators,
Kogevinas M, Wiklund F, Penney KL, Brenner H, John EM, Kaneva R, Logothetis
CJ, Neuhausen SL, Ruyck K, Razack A, Newcomb LF, Canary Pass Investigators,
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Lessel D, Usmani N, Claessens F, Gago-Dominguez M, Townsend PA, Roobol MJ,
The Profile Study Steering Committee, The Practical Consortium, Teixeira MR. The
CHEK2 Variant C.349A>G Is Associated with Prostate Cancer Risk and
Carriers Share a Common Ancestor. Cancers (Basel). 2020; 12(11):3254. doi:
10.3390/cancers12113254. PMID: 33158149.

* Paulo P, Maia S, Pinto C, Pinto P, Monteiro A, Peixoto A, Teixeira MR. Targeted
next generation sequencing identifies functionally deleterious germline
mutations in novel genes in early-onset/familial prostate cancer. PLoS Genet.
2018; 14(4):e1007355. doi: 10.1371/journal.pgen.1007355. PMID: 29659569.

e Maia S, Cardoso M, Paulo P, Pinheiro M, Pinto P, Santos C, Pinto C, Peixoto A,
Henrique R, Teixeira MR. The role of germline mutations in the BRCA1/2 and
mismatch repair genes in men ascertained for early-onset and/or familial
prostate cancer. Fam Cancer. 2016; 15(1):111-21. doi: 10.1007/s10689-015-9832-
x. PMID: 26289772.

e Maia S, Cardoso M, Pinto P, Pinheiro M, Santos C, Peixoto A, Bento MJ, Oliveira J,
Henrique R, Jerénimo C, Teixeira MR. Identification of Two Novel HOXB13
Germline Mutations in Portuguese Prostate Cancer Patients. PLoS One. 2015;
10(7):e0132728. doi: 10.1371/journal.pone.0132728. PMID: 26176944.

CaGaGen - “ldentification of germline mutations by gene-panel next generation
sequencing in familial tubular and mixed tubular-diffuse gastric cancer” (Pl 84-
CI-IPOP-56-2017), Budget: 90K€ (2017-) (Pl: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to identify additional genes involved in inherited predisposition to
diffuse, tubular and mixed gastric cancer, which may allow genotype-oriented clinical
surveillance and/or prophylaxis.

Publications:

» Guerra J, Estrada-Florez AP, Lott PC, Pinto C, Pinheiro M, Chiu KA, Montoya DJ,
Zhang H, Polanco-Echeverry GM, Pinto P, Peixoto A, Santos C, Barbosa A, Silva J,
Suarez-Olaya J, Castro-Valencia F, Molina G, Corvalan AH, Della Valle A, Castelao
JE, Fernandez-Fernandez N, Cid L, Rios-Sarabia N, Medrano R, Mantilla A,
Echeverry de Polanco MM, Rivera-Herrera AL, Riano-Moreno J, Parra-Medina R,
Gonzalez-Castrillon LM, Dominguez R, Isidoro AR, Silva F, Morgan DR, Cock-Rada
AM, Sanabria-Salas MC, Bohorquez MH, Torres J, Teixeira MR, Carvajal-Carmona
LG; Consorcio Galicia; Hispanic Gastric Cancer Genetics Collaborative Group. The
role of multi-organ cancer predisposition genes in the risk of inherited and
histologically diverse gastric cancer. EBioMedicine. 2025; 116:105759. doi:
10.1016/j.ebiom.2025.105759. PMID: 40446793.

« Guerra J, Pinto C, Pinto P, Pinheiro M, Santos C, Peixoto A, Escudeiro C, Barbosa
A, Porto M, Francisco |, Lopes P, Isidoro AR, Cunha AL, Albuquerque C, Claro |,
Oliveira C, Silva J, Teixeira MR. Frequency of CDH1, CTNNA1 and CTNND1

©) IPOPORTO

INSTITUTO PORTUGUES DE ONCOLOGIA DO PORTO FG, EPE



T
@ IPOPORTO IPO Porto Research Center Groups/Units
&

germline variants in families with diffuse and mixed gastric cancer. Cancers
(Basel). 2023; 15(17):4313. doi: 10.3390/cancers15174313. PMID: 37686589.

* Fewings E, Larionov A, Redman J, Goldgraben MA, Scarth J, Richardson S, Brewer
C, Davidson R, Ellis |, Evans DG, Halliday D, Izatt L, Marks P, McConnell V, Verbist
L, Mayes R, Clark GR, Hadfield J, Chin SF, Teixeira MR, Giger OT, Hardwick R, di
Pietro M, O'Donovan M, Pharoah P, Caldas C, Fitzgerald RC, Tischkowitz M.
Germline pathogenic variants in PALB2 and other cancer-predisposing genes
in families with hereditary diffuse gastric cancer without CDH1 mutation: a
whole-exome sequencing study. Lancet Gastroenterol Hepatol. 2018; 3(7):489-
498. doi: 10.1016/S2468-1253(18)30079-7. PMID: 29706558.

» Sahasrabudhe R, Lott P, Bohorquez M, Toal T, Estrada AP, Suarez JJ, Brea-
Fernandez A, Cameselle-Teijeiro J, Pinto C, Ramos |, Mantilla A, Prieto R, Corvalan
A, Norero E, Alvarez C, Tapia T, Carvallo P, Gonzalez LM, Cock-Rada A, Solano A,
Neffa F, Della Valle A, Yau C, Soares G, Borowsky A, Hu N, He LJ, Han XY; Latin
American Gastric Cancer Genetics Collaborative Group; Taylor PR, Goldstein AM,
Torres J, Echeverry M, Ruiz-Ponte C, Teixeira MR, Carvajal-Carmona LG.
Germline mutations in PALB2, BRCA1, and RAD51C, which regulate DNA
recombination repair, in patients with gastric cancer. Gastroenterology. 2017;
152(5):983-986.€6. doi: 10.1053/j.gastro.2016.12.010. PMID: 28024868.

ETS-EGFR-PC - “In vitro exploitation of the therapeutic potential of EGFR
pathway inhibitors in prostate cancer cells harboring ETS rearrangements” (Pl
207-CI-IPOP-30-2023), Budget: 55K€ (2023-) (PI: Paula Paulo)

Description (2000 caracteres, sem espagos)

This project aims to evaluate the therapeutic potential of EGFR and STAT3 inhibitors
in PCa cell lines overexpressing ETV1 or ETV4 in vitro, alone or in combination with
a GRPR inhibitor.

Publications:

e Paiva EG, Orr B, Azeredo A, Brandao A, Teixeira MR, Paulo P. EGFR-STAT3
activation provides a therapeutic rationale for targeting aggressive ETV1-
positive prostate cancer. Mol Oncol. 2025;19(11): p.3287-3304. doi:
10.1002/1878-0261.70069,. PMID: 40808640.

ctDNA-BRCA - “Identification of somatic and germline mutations in circulating
tumor DNA in ovarian cancer patients and in germline BRCA1/BRCA2 mutation
carriers undergoing cancer screening” (Pl 71-CI-IPOP-35-2016), Budget: 90K€
(2016-) (PI: Manuel Teixeira)

Description (2000 caracteres, sem espagos)
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This project aims to explore the use of ctDNA as an alternative for non-invasive
predictive genetic testing for targeted therapy in ovarian cancer patients with
germline or somatic BRCA1/2 mutations, as well as in the setting of cancer
screening of high-risk germline BRCA1/2 mutation carriers.

Publications:

* Barbosa A, Pinto P, Peixoto A, Guerra J, Pinheiro M, Santos C, Pinto C, Escudeiro
C, Bartosch C, Santos R, Brandao A, Silva J, Teixeira MR. Next generation
sequencing of tumor and matched plasma samples: identification of somatic
variants in ctDNA from ovarian cancer patients. Front Oncol. 2021; 11:754094.
doi: 10.3389/fonc.2021.754094. PMID: 34660321.

» Barbosa A, Pinto P, Peixoto A, Guerra J, Pinto C, Santos C, Pinheiro M, Escudeiro
C, Bartosch C, Silva J, Teixeira MR. Gene Panel Tumor Testing in Ovarian
Cancer Patients Significantly Increases the Yield of Clinically Actionable
Germline Variants beyond BRCA1/BRCAZ2. Cancers (Basel). 2020; 12(10):2834.
doi: 10.3390/cancers12102834. PMID: 33008098.

« Peixoto A, Pinto P, Guerra J, Pinheiro M, Santos C, Pinto C, Santos R, Escudeiro C,
Bartosch C, Canario R, Barbosa A, Gouveia A, Petiz A, Abreu MH, Sousa S, Pereira
D, Silva J, Teixeira MR. Tumor Testing for Somatic and Germline
BRCA1/BRCAZ2 Variants in Ovarian Cancer Patients in the Context of Strong
Founder Effects. Front Oncol. 2020; 10:1318. doi: 10.3389/fonc.2020.01318.
PMID: 32850417.

e Barbosa A, Peixoto A, Pinto P, Pinheiro M, Teixeira MR. Potential clinical
applications of circulating cell-free DNA in ovarian cancer patients. Expert Rev
Mol Med. 2018; 20:e6. doi: 10.1017/erm.2018.5. PMID: 30558693.

ctDNA-Cancer - “Validation of liquid biopsies for predictive biomarker testing,
therapy response monitoring, and resistance mechanism identification in cancer
patients” (Pl 82-CI-IPOP-54-2017), Budget: 35K€ (2017-) (Pl: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to evaluate the detection of genetic alterations in ctDNA as a tool
for predictive biomarker testing, therapy response monitoring, and resistance
mechanism identification in cancer patients candidates to or under treatment with
biological cancer therapies.

Publications:

» Pinheiro M, Peixoto A, Rocha P, Veiga I, Pinto C, Santos C, Pinto P, Guerra J,
Escudeiro C, Barbosa A, Silva J, Teixeira MR. KRAS and NRAS mutational
analysis in plasma ctDNA from patients with metastatic colorectal cancer by
real-time PCR and digital PCR. Int J Colorectal Dis. 2022; 37(4):895-905. doi:
10.1007/s00384-022-04126-6. PMID: 35303157.
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HLEU - “Inherited predisposition to hematological malignancies” (Pl 206-Cl-
IPOP-29-2023), Budget: 5K€ (2023-) (PI: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to detect germline variants that may be responsible for hereditary
predisposition to hematological malignancies, with or without association with other
neoplasias, in patients with personal and/or family history of the disease.

Publications:

* Querido I, Pinto C, Arinto P, Brandao A, Santos C, Pinheiro M, Guerra J, Silva J,
Peixoto A, Teixeira MR. A Novel Deleterious Variant and a Founder Effect in
Four New Families of MBD4-Associated Neoplasia Syndrome Recruited Over a
Period of 20 Years. Clin Genet. 2025. doi: 10.1111/cge.70014. Epub ahead of print.
PMID: 40605265.

LUNG-ctDNA - “Characterization of targeted therapy resistance mechanisms in
EGFR/ALK/ROS1/BRAF-positive NSCLC by gene panel NGS in circulating cell-
free DNA” (Pl 138-CI-IPOP-126-2019), Budget: 15K€ (2021-) (PI: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to evaluate the overall sensitivity of the NGS of ctDNA to detect the
primary molecular change in NSCLC patients progressing after first-line targeted
treatment with an approved targeted therapy for those molecular subtypes of
NSCLC, to describe the pattern of resistance mechanisms in patients with EGFR,
BRAF, ALK, or ROS1-positive NSCLC who progressed after first-line treatment, to
evaluate the rate of potential access to other approved or off-label targeted
therapies, and to evaluate the potential impact of this strategy to reduce the rate of
rebiopsies in these patients.

VATER - “Landscape of somatic and germline genetic alterations in ampullary
carcinomas” (Pl 140-CI-IPOP-128-2020), Budget: 15K€ (2019-) (PI: Manuel
Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to perform screening of BRCA1/BRCA2 mutations in a large series
of ampullary carcinomas to confirm the association of mutations in these genes with
this rare neoplasia that we previously identified, to evaluate the presence of
deleterious germline variants in other genes involved in DNA repair, namely, genes
of the Fanconi anemia pathway and genes involved in HR, in patients with ampullary
carcinomas, and to characterize the pattern of somatic variants in DNA repair genes
in ampullary carcinomas.

MetPC - “Simultaneous detection of germline and somatic mutations in DNA
repair genes by next generation sequencing of tumor samples and cell-free DNA
from metastatic prostate cancer patients” (Pl 141-CI-IPOP-129-2020), Budget:
75K€ (2021-) (PI: Manuel Teixeira)
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Description (2000 caracteres, sem espagos)

This project aims to evaluate the feasibility and sensitivity of detecting both germline
and somatic mutations in homologous recombination genes in cell-free circulation
DNA (cfDNA) in patients with metastatic prostate cancer who do not have an
analyzable formalin-fixed, paraffin-embedded tumor sample.

PATHSEARCH - “Understanding the polygenic basis of hereditary
predisposition to prostate cancer: a multi-omics integrative approach combining
genomics and transcriptomics” (Pl 161-CI-IPOP-154-2021), Budget: 10K€ (2022-)
(PI: Andreia Brandao)

Description (2000 caracteres, sem espagos)

This project aims to understand the polygenic basis of hereditary predisposition to
prostate cancer using a multi-omics integrative approach combining genomic and
transcriptomic strategies.

TREATCILIA - “Theragnostic exploitation of ciliogenesis defects in prostate
cancer - building bridges” (Pl 162-CI-IPOP-155-2021), Budget: 45K€ (2022-) (PI:
Paula Paulo)

Description (2000 caracteres, sem espagos)

This project aims to use cell-based strategies to screen genetic variants and
compounds targeting cilia-related genes for prostate cancer development and
therapy.

POLYRISK - “Impact of multigene next generation sequencing and polygenic
risk score for breast cancer predisposition” (Pl 163-CI-IPOP-156-2021), Budget:
10K€ (2022-) (PI: Manuel Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to evaluate the prevalence of pathogenic variants in BC
susceptibility genes in BC patients who do not comply with the NICE criteria but who
fulfill the MCGplus criteria for genetic testing.

ETS-EGFR-CRC - “Identification of markers of resistance to anti-EGFR therapy
in colorectal carcinoma” (Pl 205-CI-IPOP-08-2023), Budget: 5K€ (2023-) (PI: Paula
Paulo)
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Description (2000 caracteres, sem espagos)

This project aims to understand if expression of PEA3 transcription factors and/or
GRPR are associated with resistance to anti-EGFR therapy in “wild-type” mCRCs,
ultimately unveiling a molecular signature that may guide alternative therapeutic
approaches.

ctDNA-Lynch - “Detection of cancer specific genetic alterations in circulating
free tumor DNA as a tool for early cancer diagnosis and follow up in Lynch
syndrome patients” (Pl 72-CI-IPOP-36-2016), Budget: 20K€ (2016-) (Pl: Manuel
Teixeira)

Description (2000 caracteres, sem espagos)

This project aims to evaluate the detection of genetic alterations in ctDNA as a tool
for early cancer diagnosis and follow up in high-risk Lynch syndrome patients and
carriers.

IPO4-HBOC - The role of IPO4 germline variants for breast/ovarian cancer
predisposition in patients without mutations in known susceptibility genes (Pl
276-Cl-IPOP-11-2025), Budget: 20K € (2025-) (IP: Manuel Teixeira)

Description

The goal of this project is to evaluate the role of germline variants in the IPO4 gene
in predisposing patients to breast and ovarian cancer who do not have mutations in
known susceptibility genes

GEN-CRC-PT - Unraveling the Genetic Landscape of Hereditary Colorectal
Cancer Syndromes in the Portuguese Population (Pl 275-CI-IPOP-96-2026),
Budget: 20K € (2025-) (IP: Manuel Teixeira)

Description

This project aims to characterize the genetic variants underlying hereditary syndromes
that predispose individuals to colorectal cancer within the Portuguese population.
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