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CHAPTER 18

MOOD STABIZERS

This cartoon is reproduced with the kind permission of the artist Louis Hellman,
whose work can be viewed at louishellman.co.uk.

I do not usually enjoy cartoons about people with mental disorders. This cartoon
supports the notion that what one has in mind influences what one �sees�. At the time
I was first shown this cartoon I was having difficulty with a patient with mania who
was very disinhibited and doing himself a lot of social damage. I showed it to him and
pointed out that he was the noisy one and the rest of us were like the other bear who
had to cover his ears to keep out the noise. My �psychotic� patient pointed out that the
second bear was not covering his ears to keep out noise, but was, in fact, very
depressed. Of course, he was correct. The cartoon then lost some of its charm for me,
but became the vehicle for a salutary story.

Introduction

To this point, ideal mood stabilizers are like a Chinese dragons, none have been
found. The ideal mood stabilizer would equally effectively treat both acute mania and
depression, as well as provide prophylaxis (Calabrese and Rapport, 1999). In general,
we look to the medications we call mood stabilizers more for help in prophylaxis than
acute treatment. While the mood stabilizers have a role in acute treatment, we have
other treatment options in this phase (antipsychotics, antidepressants, ECT, TMS).



Pridmore S. Download of Psychiatry, Chapter 18. Last modified: February 2008 2

To put the problem in context, lithium has been used as a mood stabilizer for half a
century and it has efficacy at least equal (if not greater) to the more recently
introduced agents, nevertheless, lithium is ineffective in 50% of cases (Greil et al,
1997), and non-compliance due to side effects is a major issue.

The mood stabilizers are recommended in the treatment of primary bipolar disorder
which are listed in DSM-IV as bipolar I disorder, bipolar II disorder, cyclothymia, and
bipolar disorder not otherwise specified. The agents appear most effective in the first
two listed disorders. They may also have a place in the treatment of acute and the
prophylaxis of unipolar depression, although the role here is less clear. And, they are
sometimes used in the management of impulsive behaviour (although the evidence for
this use is not strong).

For a couple of decades, lithium was the only mood stabilizer available. Then certain
anticonvulsants were found to have mood stabilizing capacity. Very recently, certain
atypical antipsychotics began to be used in this way. This last group will be briefly
mentioned here, with further details being available in Chapter 15 (Antipsychotic
Drugs).

LITHIUM

Lithium was discovered in 1817. Because lithium urate is highly soluble, lithium salts
were used later that century for the treatment of gout. It was suggested that if
beneficial effects are obtained from the healing spas such as waters at Lourdes, it may
be because they contain higher than usual levels of lithium. Recent analyses, however,
have not supported this romantic theory.

In the 1940�s, John Cade, an Australian psychiatrist studied the effect of lithium urate
on the renal function of guinea pigs. Coincidentally, he observed the substance had a
calming effect. Subsequently, he used lithium salts in the treatment of acute mania in
humans, and published his observations in the Medical Journal of Australia, 1949
(Illustration 17.1).
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Illustration. The famous paper of Dr John Cade: the most frequently cited paper ever
published in the Medical Journal of Australia.

In the first half of the 20th century, lithium salts were considered harmless and were
used by physicians (to compete with sodium in the kidney) to lower blood pressure.
Serum levels were not monitored and a number of patients died. Thus, lithium salts
were abandoned as hypotensive agents, and gained a reputation as highly dangerous
substances.

As a naturally occurring substance, lithium salts could not be patented. There was,
therefore, no financial incentive for a drug company to promote the lithium treatment
of mania, and acceptance was slow. The US Food and Drug Administration did not
approve this use of lithium until 1970.

The mechanism of action of lithium on the CNS remains a matter of discussion.
Lithium ions interact with the transport of cations across the neuron membrane,
resulting in a smaller resting voltage gradient. This has been interpreted as evidence
that lithium makes the neuron �less excitable� and less liable to discharge. There is
evidence lithium modulates glutamate release, and the actions of the enzymes inositol
monophosphate and glycogen synthase kinase-3 (Bachmann et al, 2005). Animal
studies show lithium is neuroprotective, protecting neurones against glutamate
induced excitotoxicity (Chuang, 2005) and promotes neurogenesis and neurite growth
(Chen & Manji, 2006).


