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In this month’s EJHG, Deans et al. summarise ESHG recommenda-
tions for how to write reports of diagnostic genetic testing [1]. This
encompasses genetic, biochemical and cytogenetic tests. Key
components of a report include description of limitations of the
test, use of standardised nomenclature and recommendations for
further testing. Of more focussed relevance is guidance on how to
report splicing studies of MMR gene variants [2]. It is suggested
that two complementary splicing assays be used to confirm
results. This is vital for correct classification of variants of uncertain
significance. Guidelines from EuroGenTest on whole genome
sequencing in rare diseases are also in September’s issue [3].
Recommendations are made on selection of the most appropriate
test, informatics pipelines, ethical issues and reporting.
These guidelines do not refer to specific clinical settings, and

further work may be needed to consider the evidence (or lack
thereof) for testing scenarios other than the outpatient depart-
ment. For example, Almeida et al. report the use of multiple
technologies to diagnose inherited metabolic diseases—future
guidelines might consider more how to integrate such technol-
ogies and what scenarios this should be used in [4]. Increasingly,
genomic techniques are being used in the diagnosis of acutely
unwell children. Wells et al. report on a single-centre French
experience [5]. Forty percent of neonates who had rapid exome
sequencing were diagnosed by the technique. An Australian study
found evidence of ‘diagnostic shock’ and possible problems with
family functioning associated with diagnoses being made by rapid
exome sequencing [6]. As ever, unintended consequences can
occur when introducing novel technologies.
Several papers in this month’s EJHG again highlight the value of

exome or genome sequencing to increase our understanding of
rare diseases. A novel HRAS variant associated with a milder
Costello syndrome phenotype is described [7]. Aiding clinical
interpretation of HRAS variants. Zhao et al. describe a novel SRCAP
variant with unusual clinical features [8]. Liu et al. identify novel
genotype-phenotype correlations in central conducting lymphatic
anomalies [9].
Of course genomic technologies have relevance beyond rare

diseases. Saule considers different radiological monitoring strate-
gies for breast cancer in women with BRCA1/2 variants [10]. It is
recognised that women at increased risk of breast cancer, with or
without genetic predisposition variants, have increased psycholo-
gical distress. Geneticists may not recognise women in distress
[11]. Tschigg et al review the ethical issues in recall by genotype
study designs in biobanks [12]. A key issue identified was
appropriate consent procedures for biobank participants.
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