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Caros Colegas 

 

É com muito gosto e orgulho que que vos damos as boas-vindas a Coimbra e à 20ª 

Reunião Anual da Sociedade Portuguesa de Genética Humana (SPGH)! Nesta Reunião 

festejamos o 20º aniversário da nossa Sociedade Científica. De facto, foi já há duas 

dezenas de anos, no dia 6 de Dezembro de 1996, que no Auditório da Ordem dos Médicos 

em Lisboa se realizou a sessão constituinte da SPGH. 

Como vem sendo hábito nas nossas Reuniões Anuais, este ano quisemos trazer à 

discussão vários temas emergentes, apresentando diferentes exemplos do que tão bem se 

faz dentro e fora do nosso país! A excelente investigação científica produzida nesta área 

tem permitido não só clarificar mecanismos fundamentais, mas também levar a uma 

translação do conhecimento científico ao diagnóstico e à clínica, a um ritmo vertiginoso. 

No programa deste ano teremos sessões dedicadas à oncogenética e à neurogenética e aos 

novos avanços diagnósticos e terapêuticos. Discutiremos o papel do mosaicismo e da 

descrição de um número crescente de patologias associadas a mutações pós-zigóticas, os 

mecanismos de doença associados a variações da estrutura e da arquitectura do genoma 

codificante e não-codificante, bem como os avanços no âmbito do diagnóstico pré-natal. 

Organizámos ainda, como um dos temas centrais da nossa reunião, uma sessão abrangente 

e transversal para debater os vários desafios atuais na interpretação de variações de 

sequência, tarefa árdua tanto para investigadores como para geneticistas clínicos e 

laboratoriais aquando do diagnóstico de doenças genéticas por técnicas de sequenciação 

massiva em paralelo. Teremos uma mesa de Políticas Públicas sobre a estratégia para os 

Centros de Referência em doenças Genéticas e uma mesa de Bioética onde se pretende 

debater diferentes aspectos do screening genético alargado de portadores. Para além das 

duas sessões de comunicações orais seleccionadas de entre os trabalhos submetidos, 

introduzimos este ano uma novidade, com a organização de duas sessões mais curtas de 

apresentações de casos clínicos. 

Agradecemos à nossa Comissão Científica o inexcedível contributo e continuado 

trabalho na selecção dos resumos submetidos e na escolha dos trabalhos premiados. A 

organização quis elaborar um programa científico apelativo e actual, contando com a 

vossa animada participação para que esta reunião seja cientificamente rica e proveitosa.  

Preparámos ainda um programa social local para que nos possamos juntar num 

ambiente relaxado, propício ao convívio, ao networking e sobretudo à consolidação da 

nossa comunidade, ao mesmo tempo que disfrutamos da nossa Cidade, Património 

Mundial da Unesco. Coimbra tem muitos encantos a (re)descobrir e a conhecer!  

 

A Comissão Organizadora,  

Joana Barbosa de Melo         Sérgio Bernardo de Sousa            Cecília Correia 
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OC8 | Clinical Genetics 

 

Clinical exome sequencing: the importance of re-analyzing unsolved cases 

 

Lopes, F*±1,2; Gauthier, J*±3; Miguet, M4; Campeau, PM5; Thiffault, I3; Hamdan, FD6; 
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Introduction 
Whole exome sequencing is currently a widely used technique for diagnosis of disease-

causing variants in the diagnostic context. Although WES allows the genetic explanation 

of many cases in the clinical context, the number of unsolved cases is still elevated. In the 

last years, the broader implementation of WES techniques has allowed the discovery of 

new disease associated genes almost daily. This brings forward the need for re-analyzing 

results of exome analysis regularly, in order to update the reports in the light of more 

recent data. The aim of this work was to identify the genetic cause of disease in a clinically 

heterogeneous group of pediatric patients and to evaluate the yield obtained in the re-

analysis of older cases (from 3 years ago). Additionally, the efficacy of a software for 

variant prioritization (Exomiser) was also tested. 

Patients and methods 

In this project we studied a group of 201 patients using two different approaches: (I) the 

application of a virtual gene panel selected based on the patient’s phenotype and, if 

negative, (II) the entire exome analysis. Sixty-three of the patients were previously studied 

between the year of 2013 and 2014 and were again re-analysed in 2016. The selection of 

the candidate genes was done using bibliography searches using OMIM and PubMed 

databases. For all the patients the Illumina platforms HiSeq2000 and HiSeq2500 after 

exome capture with Agilent SureSelect Human All Exome Capture kit. In the filtering 

variants with MAF above 0.5% were excluded. De novo, recessive homozygous and 

compound heterozygous and maternally transmitted variants in male patients were 

considered for analysis. 

Results and Conclusion 

We applied 12 different virtual gene panels to the 201 patients. Likely pathogenic variants 

were found in 28% of the cases. Of the 63 re-analyzed patients in 2016 only 35 remained 

unsolved. Previously unidentified likely pathogenic variants were found in MAGEL2, 

FBXL4, SLC6A9 and DNAJC21 genes, among others. This work highlights the 

importance of re-analyzing results of exome analysis on a regular basis.   

mailto:fatima.daniela.lopes@gmail.com
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Session Clinical Cases 

Session I – Thursday, 10th November, 15:30 h CC1 – CC6 

Session II – Saturday, 12th November, 08:45 h CC7 – CC13 
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CC1 | Clinical Genetics  

 

Case Report of Oculoectodermal Syndrome due to a Mosaic KRAS Mutation  
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Introduction 
Oculoectodermal syndrome (OES) is a rare condition characterized by congenital scalp 

lesions and ocular dermoids. There may be additional features, such as non-ossifying 

fibromas and giant cell granulomas of the jaw. Only 27 cases of OES have been described 

in the literature. Most patients had normal cognition and normal neuroimaging. Recently, 

mosaic KRAS mutations were found to underlie OES. We report a case of OES with 

hemimegalencephaly and mild developmental delay in whom a mosaic KRAS mutation 

was found. 

Clinical Report 

A 12-months-old girl was referred for genetic evaluation because of epibulbar 

choristomas and ectodermal abnormalities. Her family history was unremarkable. The 

pregnancy was uneventful except for fetal ventricular extrasystoles. She was born by 

emergency caesarean section due to fetal bradicardia. At birth, her weight was 4125g (90th 

centile), her length was 54,5cm (95th centile), and her head circumference (HC) was 

35,8cm (75th-90th centile). She had mild hypotonia, microphthalmia, coloboma and 

epibulbar choristomas, and right hemicranium alopecia. Physical examination at 12 

months of age showed relative macrocrania with frontal bossing and HC of 45,5cm (75th 

centile), length of 72cm (25th centile), weight of 7,55kg (below 5th centile). Additional 

skin features were recognized consisting of multiple circumferential atrophic skin scars 

in an area of alopecia, and discrete areas of hyperpigmentation at the back of the neck 

following Blaschko's lines. At 2 years of age she was diagnosed with epilepsy. Head MRI 

was compatible with right side hemimegalencephaly. At 3 years of age, she had more 

extensive hyperpigmentation anomalies. Epilepsy was effectively controlled with 

lamotrigine and valproate, but she had mild developmental delay.  

The typical skin and eye abnormalities led to the diagnosis of OES. Sequencing of KRAS 

in DNA extracted from the skin biopsy of a scalp lesion revealed the same heterozygous 

mutation, c.436G>A (p.Ala146Thr), previously reported in other OES patients. 

Discussion 
We report a case of OES with hemimegalencephaly and developmental delay, which are 

rare findings in this syndrome. Molecular characterization identified a mosaic KRAS 

mutation, confirming OES as a new mosaic RASopathy. KRAS is a proto-oncogene 

involved in diverse neoplastic processes, thus oncologic surveillance may be required for 

these patients. This case amplifies the clinical spectrum of OES and KRAS associated 

pathologies.   










































































































































































































