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Measuring health related quality of life is important to understand
the impact of diseases on peoples’ lives. Van Pottelberghe and
colleagues report a systematic review of patient reported outcome
measures in inherited cardiac conditions [1]. Most studies used
generic, non-disease specific measures. A high prevalence of
anxiety and depression was identified. The authors argue that
disease specific outcome measures should be developed to
facilitate patient centred care in inherited cardiac conditions.
Remaining on the topic of the genetics of cardiac conditions,
Topriceanu et al examine the validity of cardiometabolic polygenic
risk scores in diverse populations [2]. Most polygenic risk scores
are derived from genome wide association studies performed in
European populations.The authors evaluate polygenic risk scores
for cardiometabolic traits in diverse populations in UK biobank
data. They find that the polygenic risk scores perform better in
European populations. They argue that improved polygenic risk
scores are required, and this will need genome wide association
studies in diverse populations.
People affected by rare conditions represent another under-

served, minority population. Pearson et al report a Scottish cohort
of people with SMAD4 Juvenile-polyposis hereditary haemorrha-
gic telangiectasia [3]. Almost 90% had colonic polyps and 42% had
pulmonary arterio-venous malformations. It is well recognised that
there can be long diagnostic delays for patients with rare
conditions. D’Incal and colleagues demonstrate a multi-pronged
approach to confirm the pathogenic role of an ADNP variant in an
affected person [4]. Mowat-Wilson syndrome is an example of a
rare condition where diagnosis can be challenging - due to
phenotypic variability. Caraffi et al report an epigenetic signature
for Mowat-Wilson syndrome [5]. This blood based DNA methyla-
tion analysis will allow accurate interpretation of ZEB2 variants, for
example distinguishing benign and pathogenic variants were
informatics analysis is inconclusive. Of course, for some rare
conditions, a diagnosis is not made because the genetic cause has
not been defined. In this issue, the genetic basis of acrokeratoe-
lastoidosis is reported [6]. Further clinical complexity arises when a
phenotype can be caused by multiple genotypes. Hearing loss is a
prime example of this. Ramzan and colleagues report the
presence of more than 1 cause of recessive hearing loss within
a family, and identify TOGARAM2 as a candidate gene for deafness
[7].
Exome and genome sequencing is undertaken in clinical

practice to identify the genomic cause of a disease. But such
technologies can also identify pathogenic variants in genes which
are unrelated to the person’s clinical presentation. This can be
referred to as “opportunistic genome screening”. Martyn et al
report a novel approach - offering analysis of secondary genomic
findings after return of the primary report [8]. Take up was low at
42%. The authors suggest that making the consent decision
around opportunistic genome screening a separate conversation

to the diagnostic exome/genome consent process allows more
informed decision making. A key point in the consent conversa-
tion around genomic sequencing is how the person’s genome
data will be stored, and who will have access to it. Brown and
colleagues report a framework for reporting incidental genomic
findings [9]. They suggest a multi-step approach; with the clinical
significance and actionability of incidental findings key factors in
deciding to return the result to patients or not. By using this
framework, around 5% of participants having whole genome
sequencing had a reportable incidental finding. Sharing of
genomic data is vital to aid research and variant interpretation.
Martyn et al report that most people who have had genome
sequencing would consent to data sharing, but want some degree
of control over the process [10]. Horn et al report on a workshop
that explored ethical issues and approaches to genomic data
sharing in public-private partnerships [11].
While the diagnostic utility of genomic tests is beyond doubt,

the impact of a genomic diagnosis on a family needs to be
remembered. A qualitative study indicates that parents who
experience a foetal loss, value the potential answers provided by
genome sequencing [12].
Lastly, a piece examines the social value of the human genome

in the UNESCO declarations with a thoughtful commentary [13].
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