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Use of fluoxetine in patients with
diabetes mellitus
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Although pharmaceutical companies report side
effects that may occur with use of their
medications, little data on specific groups of
patients that may be at risk of particular side
effects is available (Kotz et al, 1991). Patients with
diabetes mellitus form an important group for
psychiatrists since the occurrence of depression is
relatively common with this group and guidance on
its treatment is lacking.

The manufacturers of fluoxetine suggest that
the drug is used with caution in patients
with diabetes mellitus and state in the data
sheet that in these patients, fluoxetine may
alter glycaemic control. They advise that
insulin and/or oral hypoglycaemic dosage
may thus need to be altered.

Most of the problems reported with
fluoxetine relate to non-insulin dependent
diabetes mellitus (NIDDM, type 2 disease,
adult-onset) and not the less common
insulin dependent form (IDDM, type 1 disease,
juvenile-onset). Studies have shown that
fluoxetine improves peripheral and hepatic
insulin action in NIDDM irrespective of its
weight lowering effect (Kutnowski et cd, 1992;
Potter van Loon et al 1992). It is conceivable
too, that abnormal pancreatic function in the
pre-diabetic or the unrecognised diabetic
patient receiving fluoxetine could result in a
lowering of blood glucose (hypoglycaemia).
Lear & Burden (1992) reported a case in
which an insulin dependent diabetic patient
started on fluoxetine was convinced she was
having repeated hypoglycaemic attacks
because of the onset of symptoms of
nausea, tremor, sweating, anxiety and light-
headedness. This was despite a laboratory
blood glucose of 13 mmol/1, unchanged
insulin requirements and the episodes
disappearing when the drug was stopped. In
diabetic patients who complain of symptoms of
hypoglycaemia when started on fluoxetine, it is
thus important to confirm the diagnosis before
altering medication.

Katz et al (1991) described the clinical
course of three patients with NIDDM who
experienced alterations in glucose control
after exposure to fluoxetine. Acute and
chronic use of fluoxetine was linked
with improved glucose control and/or
hypoglycaemia while discontinuation could
result in hyperglycaemia. It was thought
that possible explanations for these
disturbances were likely to be found in
studies relating to serotonin (5-HT) and the
hypothalamic-pituitary-adrenal axis, 5-HT
and catecholamine neuronal activity, and
finally neurotransmitter concentrations and
pancreatic secretion of glucagon and
insulin. One of the mechanisms proposed
highlighted the role of 5-HT in the secretion
of glucocorticoid, reduction of neuronal
transmission of the former (as occurs with
regular use of fluoxetine) being associated
with a reduction in the latter in rats (Ahren
et al 1986). Glucocorticoid secretion parti
cipates in the regulation of serum glucose and
an elevated level of glucocorticoid might
explain the occurrence of hyperglycaemia on
withdrawal of fluoxetine. Thus the use of
fluoxetine in NIDDM may destabilise the
control of serum glucose concentrations by
changing central and peripheral activities of
5-HT, noradrenaline, adrenaline and acetyl-
choline, and certain populations of patients
may be at increased risk from what would
otherwise be a rare side effect.

When treating diabetic patients with
fluoxetine, the clinician should consider
cautioning them about these side-effects and
regularly checking serum glucose levels. The
benefits of using this drug over other anti-
depressant medications, however, include
increased compliance because of its
anorectic and weight reducing properties and
a lower incidence of anticholinergic side
effects.
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