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Somatisation: a joint responsibility of doctor and patient

Patients with medically unexplained symptoms are
common in general practice,1 and frequently seen by
various specialists.2 These patients are often portrayed
as “difficult” or “heartsink”: a burden to the doctor as
well as to the health-care system,3 because they show
resistance to psychological explanations of their
suffering and are always in quest of biomedical causes,
which easily results in excessive use of health-care
services and even risk of iatrogenic harm.3 Over the
years, many empirical studies have been published
about this issue, but nearly all focus on patients’
characteristics and roles in the process. The possibility
that doctors themselves play a part in the somatising
process has been largely ignored.4

This possibility was explicitly examined by a research
group from Liverpool University.5–7 Adele Ring and
colleagues5 recently challenged the widespread belief
of both researchers and doctors that inappropriate
symptomatic treatment has to be attributed to
patients’ belief that symptoms are caused by physical
disease, their consequent insistence on biomedical
intervention, and their denial of psychosocial needs.
Instead, they claim that the doctor is often responsible
for the disproportionate levels of somatic inter-
ventions in this group of patients. By detailed analysis
of 420 audiotaped consultations with patients with
medically unexplained symptoms in general practice,
the authors were able to show that physical
interventions were proposed more often by doctors

than by patients. Moreover, almost all patients
provided cues to their psychological needs, whereas
most doctors suggested that one or more physical
diseases might be present. The authors conclude that
the explanation for the high level of physical
intervention in these patients lies in doctors’ responses
rather than patients’ demands, and they propose that
explanations for somatisation should be sought in
doctor-patient interaction rather than in patients’
psychopathology.5

Weighing the evidence of this study, two critical
remarks have to be made. First, the doctors in this
study indeed proposed a lot of biomedical interven-
tions, but two-thirds also proposed non-medical
explanations for patients’ symptoms. Second, nearly
70% of the patients proposed some biomedical
intervention, which is definitely higher than others
have found in studies with a similar design,8 so the
possibility remains that with medically unexplained
symptoms both doctor and patient are more active in
advocating biomedical interventions. So, the evidence
for the doctor’s role in the somatising process could be
strengthened by a replication of this study in a
controlled design.

Nevertheless, the studies of the Liverpool group
deserve further attention. They appeal to an approach
that used to be present in psychiatry,9 but seems to be
lost in the current era of evidence-based medicine,
which is primarily focused on patients’ characteristics
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and diagnostic criteria, while little interest is shown in
the contribution of the doctor or of the doctor-patient
relationship to the results of biomedical interventions. 

Some circumstantial evidence supporting the
findings is available. Several studies show that most
doctors adapt their biomedical interventions at least
partly to presumed patient preferences, while, at the
same time, overestimating their patients’ wish for
biomedical interventions, including prescriptions and
referrals,10 resulting in unnecessary and even unwanted
interventions.11 So doctors’ behaviour indeed might
foster patients’ somatic fixations.4 But before we shift
the blame and shame entirely from patient to doctor, it
is relevant to analyse the contribution of both parties
to the process of somatisation. The truth is that both
patients and doctors have a preoccupation with
finding biomedical causes for the presented health
problems: patients because of their existential fear
of serious diseases, doctors because of their pro-
fessional pride and their fear for missing a medical
diagnosis with all its potential judicial consequences.
Hippocrates’ oath, ”first of all: do no harm”, seems to
be replaced by a new mantra: “first of all: don’t miss a
medical diagnosis” and, alas, there is a certain tension
between these two guiding principles.12 Another truth
is that both patients and doctors are at a loss when no

biomedical cause is discovered by diagnostic tests:
patients because they feel humiliated and seen as
malingerers; doctors because they do not feel
equipped to deal effectively with medically un-
explained symptoms.13 A negative test result is bad
news for patient as well as doctor. No wonder that
many doctors and patients together land in a spiral of
unnecessary biomedical interventions and growing
frustration on both sides.4,12

Choosing the opposite strategy (attribution to
psychological causes) is no alternative option, as most
patients feel inadequately cared for when doctors
“psychologise” their bodily suffering. The only option
with medically unexplained symptoms is a compre-
hensive biopsychosocial approach right from the start,
in which a biomedical track and a psychosocial track are
jointly explored, thus giving the patients confidence
that all biomedical needs are rightly addressed, while
at the same time the floor is open for discussing the
psychosocial issues that most patients are willing to
discuss at the beginning of a new illness episode, but
not after all medical examinations have failed to
produce positive results. For when that moment has
arrived, a psychological explanation is experienced as a
second-rate explanation, by which many patients feel
offended and humiliated.14 How would you feel
yourself?
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Nuclear receptors, bile-acid detoxification, and cholestasis

Cholestasis (impaired secretion of bile) is characterised
by increased serum and liver bile acids and other toxins.
Treatment is difficult, but this situation could be
changed by the discovery of the nuclear receptors
farnesol X and pregnane X.1,2 These receptors detoxify
xenobiotics by activating genes responsible for phase I,
II, and III drug-metabolism reactions. Thus inducers of
nuclear receptors could be used to relieve cholestasis,
indeed, ursodeoxycholic acids and rifampicin are used
clinically.3–5 Recently, Stefano Fiorucci and colleagues6

showed that a semi-synthetic inducer of the farnesol X
receptor, 6-ethylchenodeoxycholic acid, reverses bile-
flow impairment induced by oestradiol in rats. By
contrast, ursodeoxycholic acid did not increase bile-acid
metabolism in human beings.7 In addition, a 12-year
clinical trial found ursodeoxycholic acid was not
effective for primary biliary cirrhosis.8 These data
indicate there is potential for developing stronger
nuclear-receptor activators for better treatment of
cholestasis.

The normal homoeostasis of bile acids is shown in the
figure. Primary bile acids are made in the liver from
cholesterol. Two important enzymes are cholesterol 
7�-hydroxylase and sterol 12�-hydroxylase.6,9 The bile
acids are excreted through bile-acid transporters, such
as bile-salt excretory pump, multidrug-resistance
protein 3, and multidrug-resistance-associated protein
2, into the intestines.10,11 Secondary bile acids are formed
in the intestine by the bacterial 7�-dehydroxylation of
cholic acid and chenodeoxycholic acids. Most of them
are absorbed into blood and extracted by hepatocytes
through Na�-taurocholate-cotransporting polypeptide
and Na�-independent organic anion-transporting poly-
peptide 2 to begin enterohepatic circulation.9,11

The causes of cholestasis are diverse, including genetic
defects in the bile-salt excretory pump, multidrug-
resistance protein 3, or multidrug-resistance-associated

protein 2 transporters, anatomical obstruction, and
many drugs such as oestrogens, chlorpromazine,
erythromycin, oxypenicillins, tamoxifen, and newer
macrolides.12,13 High concentrations of bile acids in
cholestasis have detergent effects that are toxic.14,15 In
vitro in rat hepatic microsomes, all bile acids have non-
specific inhibitory effects both on cytochrome P450
enzymes such as CYP2A1, CYP2C11, and CYP3A2
and on non-cytochrome-P450 enzymes such as steroid 
17�-dehydrogenase and P450-reductase.15 However,
the CYP inhibitory potential of bile acids was inversely
related to the extent of hydroxylation of the bile-salt
molecules with lithocholic acid, the most hydrophobic
being the most toxic.15

In the treatment of cholestasis, several drugs can
reduce serum concentrations of bile acids, which is a
major pathogenic factor. Thus the anion-exchange
resin, cholestyramine, is used to increase faecal
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Figure: Bile-acid homoeostasis and circulation
Primary bile acids are biosynthesised from cholesterol by CYP7A1, CYP8B1, 
and other enzymes. They are detoxified by CYP3A4 into metabolites and
transported into canaliculi by bile-salt-excretory pump (BSEP), multidrug-
resistance protein 3 (MDR3), and multidrug-resistance-associated protein 2
(MRP2). Primary bile acids in intestines are converted into secondary bile acids
and taken up by hepatocytes through Na+-taurocholate cotransporting
polypeptide (NTCP) and Na+-independent organic anion-transporting
polypeptide 2 (OATP2) so they enter enterohepatic circulation.
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