the medicine cabinet: Quetiapine

Quetiapine - a weak antipsychotic
that is a great anxiolytic (anti- anxi-
ety medication) and excellent for
acute agijtation
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What are we treating?

In psychiatry, when treating patients,
medication is often used to promote gen-
eral safety rather than specific treatment,
relieve symptoms rather than cure the
disease. This is even more true for child
and adolescent mental health where diag-
nostic uncertainty is present even where
the young person may be very ill impaired.
Most medications have been validated
against symptom counts, not simply
whether they have, or do not have, a giv-
en diagnosis. Arousal, agitation, aggres-
sion, anguish, restlessness, out-of-control
behaviour and self-harm, are often more
important, acutely, than whether or not
someone has a particular diagnostic syn-
drome. This leads to uses both licensed
(ie what the parent drug company applied
to the Therapeutic Goods Association
(TGA) to be marketed for use) and off-
label (ie all the other indications for which
the drug might be used). We treat the
young person first and the specific diag-
nosis second.

The importance of sleep in psychiatric dis-
order

One very important symptom is sleep dis-
turbance. Sleep disturbance is often the
first sign of an impending episode of ill-
ness or of relapse. Severe sleep disorder is
such a common accompaniment of mental
illness, especially acute mental illness,
that “sedation or no sedation?” is a key
part of any medication decision tree. Queti-
apine is a sedating second generation anti-
psychotic. Although it is called an anti-
psychotic it has a much wider spectrum of
symptom relief. It may be used for psycho-
sis, mood disorder, bipolar disorder, de-
pression, PTSD or anxiety. It may also be
used for aggression where there is a will-
ingness to take oral medication. All of
these conditions have increased, often
extreme, physiological arousal and motor
activation in common.

Dealing with old problems in a new way
Quetiapine is a clozapine /olanzapine
(brand names Clozaril® / Zyprexa®) like
medication that is a dibenzothiazepine.
This means that it is a cousin medication
of diazepam (Valium®), but stronger and
less addictive. Quetiapine will reduce the
positive symptoms of psychosis, such as
hallucinations and delusions. It will im-
prove the cognitive symptoms (poor con-
centration and planning) as well as nega-
tive symptoms (inability to relate in groups,
difficulty talking about feelings, difficulty
experiencing pleasure or finding interest,
and loss of motivation). Quetiapine does
this without causing the traditional prob-
lems that were associated with the original
first generation antipsychotics that were in
use 20-30 years ago. 0ld style, first gener-
ation antipsychotics, like chlorpromazine
and haloperidol, caused Parkinson Dis-
ease-like symptoms that slowed people up
in their thoughts, their movements and
even in the expression of their feelings.
Some of them would also cause the hor-
mone prolactin to rise, which reduced libi-
do and would sometimes cause fullness of
breasts and milk production. It was some-
times a big cost to pay to stop the anguish
and impairment of psychosis.

How long does it take to work?

Quetiapine immediate release prepara-
tions reach maximum plasma concentra-
tion around 1.5 hours after ingestion.
Quetiapine generally has an estimated half
-life (time taken time for the drug to lose
half its level in the blood) of 6 -7 hours.
Quetiapine XR (extended release) peak at
5-6 hours. These times are adult times and
in small studies to verify the times in ado-
lescents they are slightly shorter times so
dosing may need in some cases to be
more frequent.

“Although it is called
an anti-psychotic it
has a much wider
spectrum of symptom
relief...”

What are the side effects of quetiapine?

The most common side effects are:-

eSedation (short term)

ePostural hypotension (short term), a drop
in blood pressure upon standing

oDry mouth (medium term)

eConstipation (medium term)

eWeight gain (long term)

eHigh cholesterol, high triglycerides and
high blood fats (all long term) are general-
ly associated with weight gain and these
lead to ongoing health issues such as dia-
betes that need to be monitored regularly
(long term).

eAbuse potential (special setting side ef-
fect) - quetiapine has an emerging abuse
and medication diversion (ie giving it to
others) profile in forensic populations
such as prisons and juvenile detention
centres.

Quetiapine is extensively metabolised in
the liver. While there is potential for drug
interactions the vast majority of young peo-
ple tolerate quetiapine well. They may be
over sedated if put on the medicine regular-
ly but this reduces rapidly after 3-5 days.

What happens if a patient overdoses on
quetiapine?

In patients who regularly take quetiapine
the lethal dose is far higher than those who
have never taken the drug. Even so the
tolerance for overdose is extremely high
and few deaths have been recorded as a
result of overdose. Toxic effects include
sleepiness, unconsciousness, increased
heart rate and low blood pressure.

What happens when the patient is preg-
nant, or breast feeding?

When used in pregnancy, quetiapine has a
low rate of placental transfer but with use
of medication during pregnancy and lacta-
tion the use needs to be weighed against
the harm from the untreated mother. Cur-
rently there is an ongoing Australian psy-
chotropic database that collects the rec-
ords of mother and babies prescribed anti-
psychotics during pregnancy. This database
can be accessed through Mothersafe 1800
647 848.
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Conclusion

Quetiapine is a good sedative when a
traditional benzodiazepine is to be avoid-
ed and a good acute treatment when
physiological arousal and motor agitation
must be lowered. Except for acute seda-
tion, we generally avoid benzodiazepines
(like diazepam: Valium®) in children and
adolescents as they cause behavioural
and emotional disinhibition and paradoxi-
cal over excitement in some. Quetiapine
causes much fewer problems than tradi-
tional antipsychotics with Parkinson-like
symptoms, but remains a metabolic chal-
lenge long term by causing weight gain.

In general, if a medication sedates it puts
on weight. For this reason we may switch
from quetiapine as we move from acute
to longterm medication management and
if weight emerges as a problem. The ex-
tended release formulation offers once
day dosing (or more subtle twice daily
dosing) and potentially less daytime som-
nolence. Quetiapine generally requires a
cooperative patient because intramuscu-
lar and intravenous formulations are not
available. Its lack of sustained dopamine
receptor blocking (so called D> occupan-
cy) is thought by many clinicians to be the
reason it is not as good at reducing long-
er term, or intractable, positive symptoms
of psychosis as other newer antipsychot-
ics.
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