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Dear Editor,

In a recent paper [1], we note that oncologists are

increasingly ordering genomic sequencing tests directly,

without the involvement of clinical geneticists, for the

purposes of differential diagnosis and personalised

medicine. Non-geneticist clinicians are expected to assist

their patients with decision-making about genetic
testing, but guidance for doing so is lacking. In our

paper, we take key tenets of the strong ethical tradition

of informed consent as it has evolved within the practice

of clinical genetics and extend them to the ‘mainstream’

setting of oncology. As part of the informed consent
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process, we argue, oncologists should inform patients

about the possibility that suspected germline mutations,

variants of uncertain significance (VUS), and unsolicited

findings pertaining to other conditions may be detected

[1], as such information may be harmful. Also, we
argued, patients have a right to opt out of receiving

information about such additional findings.

In response to our paper, Dungey and Barwell pre-

sent the results of a local audit at the Leicester Royal

Infirmary comparing informed consent practices for

genetic testing within clinical genetics and mainstream

settings. They report that while the opportunity ‘to opt

out of testing’ was discussed with the far majority of
patients in the clinical genetics setting, it was rarely

discussed in the mainstream setting [2]. Dungey and

Barwell appear to refer not to discussions about the

opportunity to opt out of receiving information about

additional findings but to discussions about the option

of not undergoing testing at all. We wonder whether
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lack of discussion of the option to opt out of testing e or

out of receiving information about additional findings e
is always a problem. Should this option be brought up

actively during informed consent discussions in main-

stream settings?

The main rationale for the provision of opt-out op-

tions is the so-called ‘right not to know’. This moral

right arose when one of the first pre-symptomatic tests,
linkage testing for Huntington’s disease, became avail-

able in the mid-1980s. The test is offered to healthy

people who know that they have a 50% chance of car-

rying the pathogenic mutation because their mother or

father has developed the disease. Testing for Hunting-

ton’s disease is not actionable, as there are no treatment

options for this devastating disease. Genetic testing

could alleviate uncertainty, but it also has a major
psychological and social impact, without any medical

benefits for carriers. Learning information about carrier

status could be harmful, and at-risk individuals may

have a reason to not want to undergo pre-symptomatic

testing. It is considered important to give at-risk in-

dividuals time to consider testing and to stress that they

are free to forego testing.

In mainstream settings, genetic testing is offered not
to healthy people but to patients, people who are

already sick and under the care of a clinician. Genetic

testing is not aimed at predicting future disease but at

explaining the current disease and/or identifying suit-

able treatments. Testing has established clinical utility,

and patients have good reasons to accept testing. One

of the greatest risks of genetic testing offered in

mainstream settings is that of learning about unsolic-
ited findings: findings pertaining to conditions other

than that for which the patient has sought help.

Learning such information may have an impact com-

parable to that of pre-symptomatic testing and could

be particularly harmful. However, the chances of

detection of unsolicited findings are commonly very

low in mainstream settings. When using restricted

disease-gene panels for the analysis of tumours, these
chances can be reduced to less than 0.1% [1]. When the

risks are so small, we contend, the opportunity to opt

out of testing does not need to be actively brought up.

Furthermore, it would not be practical for clinicians to

bring up opt-out options for unsolicited findings. To

make informed decisions against receiving information

about such findings, patients require a deeper level of

understanding of the consequences of doing so [3]. It
does not seem feasible or proportional for clinicians to

convey that level of understanding in the limited

time that is available in the clinic when the odds are so

slim.

It should be noted that there are two different types

of mainstream settings, one in which patients are likely

to anticipate e at least e germline mutations or VUS,
and one in which they are not. In the first, oncologists

order genetic testing because they need to know

whether or not the disease is caused by a genetic

variant to choose optimal follow-up. If genetic causes

are found, patients’ risks of developing future cancers

may be increased, and surveillance or other risk-

reducing interventions may be required. This informa-

tion is also important for the future health of the
patient’s relatives. In this case, the primary aim of

testing is to find out whether the aetiology of the health

problem is genetic. Detection of a germline mutation is

a primary finding, not an additional finding. Clinicians

should inform patients adequately about the clinical,

psychological and familial implications of such testing,

but given the balance of risks and harms associated

with testing, consent may be regarded as implied.
Needless to say, patients always have a right to decline

a test, and their autonomous decisions to do so should

be respected.

In the second type of mainstream setting, oncologists

order testing for the purposes of personalised medicine.

In this setting, testing has immediate consequences for

the clinical management of the patient and is associated

with direct medical benefits; its aim, then, is therapeutic.
In this setting, detection of a germline mutation is an

additional finding; the finding that it is a familial

problem is beyond the aim of testing. When patients and

doctors are focused mainly on finding the best treat-

ment, they may not be acutely aware of the possibility

and the consequences of detecting additional findings. It

is illustrative that a recent systematic review reporting

positive experiences among clinicians and patients with
mainstream consent practices does not mention the

additional findings [4]. Because the consequences of

learning about such findings may be serious, it is

important to forewarn and prepare patients for this

possibility. In mainstreams settings focused on person-

alised medicine, patients may not even be aware that a

genetic test is being undertaken when a sample of their

tumour is analysed in the pathology laboratory, and if
they are, they may not be aware that this test may reveal

information not only about their tumour but about their

future health, as well as that of their family members. If

they are confronted with unsolicited findings afterwards,

without having been informed about this possibility,

they may feel overwhelmed, and the consent they have

provided for testing, implicitly or explicitly, will have

been invalid. This is why clinicians must inform patients
about the possibility that suspected germline mutations,

VUS or unsolicited findings are detected, although given

the low chances of detection of, especially, unsolicited

findings, the option to opt out of testing or of receiving

information on additional findings need not be actively

discussed during informed consent discussions for ge-

netics testing in mainstream settings.
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