Drugs 2002; 62 (5): 743-755
TH ERAPY I N PRACTICE 0012-6667/02/0005-0743/$30.00/0

© Adis International Limited. All rights reserved.

Substance Misuse in Patients

with Schizophrenia
Epidemiology and Management

David ]. Kavanagh,' John McGrath, 2 John B. Saunders, Glenys Dore*
and Dianne Clark!

1 Department of Psychiatry, School of Medicine, University of Queensland, Herston,
Queensland, Australia

2 Queensland Centre for Schizophrenia Research, Wacol, Queensland, Australia

3 Alcohol and Drug Services of the Royal Brisbane Hospital and The Prince Charles Hospital
Health Service Districts, Brisbane, Queensland, Australia

4 Macquarie Hospital and Department of Psychological Medicine, University of Sydney, North
Ryde, New South Wales, Australia

Contents

ADSITACT 744
1. Extentand Impact ofthe Problem . . . . . . . . . . . . . e 744
1.1 Incidence and Predictors . . . . . . . . . . e 744

1.2 Effectsof Substance Misuse . . . . . . . . . 745

1.3 Reasons for an Increased Incidence in Schizophrenia . . . . . . ... ... ... ... ..., 746

2. Assessment Lo 746
2.1 Self-Report . . . . . e 746
2.2 Biochemical AsSays . . . . . v v 747
2.3 Ufility of Collateral Reports and Biochemical Assays . . . . . . . . . o v v v v o e e e 747
2.4 Potential for Diagnostic Uncertainty . . . . . . . . . .. o 747

3. An Overview of Infervention . . . . . . . . . 748
3.1 Substance Use Goal and Motivational Enhancement . . . . ... . . ... .. ... ... ... 748
3.2 Infegrafed Service . . . . .. 749
3.3 Psychological Inferventions . . . . . . . . . 749

4. Medication . . . . . . 749
4.1 Management of Acute Psychotfic Symptoms . . . . . . . . . .. . ... . o 749
4.2 Adjunctive Benzodiazepines . . . . . . . 750
4.3 Pharmacotherapies for Substance Misuse . . . . . . . . . .. o o 751
4.3.1 Nicotine Replacement . . . . . . . . . . e 751
A4.32BUPIOPION . . . v o o 751

4.3.3 Naltrexone and Acamprosate for Alcohol Dependence . . . . . . . . . . .. ... ... 752

4.3.4 Disulfiram for Alcohol Dependence . . . . . . . . . . . e 752
43.50piate Dependence . . . . . .. e 752

4.3.6 Psychostimulant Dependence . . . . . . . . . 753

5. CoNCIUSION . . L 753




744

Kavanagh et al.

Abstract

Substance misuse in individuals with schizophrenia is very common, espe-
cially in young men, in communities where use is frequent and in people receiving
inpatient treatment. Problematic use occurs at very low intake levels, so that most
affected people are not physically dependent (with the exception of nicotine).
People with schizophrenia and substance misuse have poorer symptomatic and
functional outcomes than those with schizophrenia alone. Unless there is routine
screening, substance misuse is often missed in assessments. Service systems tend
to be separated, with poor inter-communication, and affected patients are often
excluded from services because of their comorbidity. However, effective man-
agement of these disorders requires a fully integrated approach because of the
close inter-relationship of the disorders. Use of atypical antipsychotics may be
especially important in this population because of growing evidence (especially
on clozapine and risperidone) that nicotine smoking, alcohol misuse and possibly
some other substance misuse is reduced. Several pharmacotherapies for substance
misuse can be used safely in people with schizophrenia, but the evidence base is
small and guidelines for their use are necessarily derived from experience in the

general population.

1. Extent and Impact of the Problem

1.1 Incidence and Predictors

The second half of the 20th century saw both the
deinstitutionalisation movement in Western psy-
chiatry!!l and a substantial increase in the use of
many psychoactive substances - a trend that has not
yet peaked.[?! Comorbid substance use disorders in
individuals with schizophrenia are now very com-
mon, with lifetime estimates in both the USA and
Australia of over 40% (figure 1).3-3 This repre-
sents a substantial increase in risk over the general
population (4.6 times in the US Epidemiological
Catchment Area study).!?! The rates in figure 1 ex-
clude nicotine smoking, which in 1998 had a 12-
month prevalence of 69% among Australians with
psychosis (or 2.6 times the population rate).l]
Rates of misuse for specific substances are sensi-
tive to community changes in substance use,® and
therefore show variations between countries and
over time. The substances that are currently the
most commonly misused are nicotine, alcohol,
marijuana (cannabis), followed by amphetamines
in Australia,l] and cocaine in the US.1%! In Aus-
tralia, the number of people in the general commu-
nity using injectable drugs has increased rapidly
over recent years,!’! and this trend is also exhib-
ited in people with schizophrenia.l3] Another recent
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phenomenon is a high rate of multiple drug use and
misuse - for example, almost all marijuana users
also use nicotine and/or alcohol.’! Both alcohol
and marijuana enhance the effects of nicotine, and
mixing of nicotine and marijuana is common.

The likelihood of comorbidity is associated with
the same factors as in the general community:

B Any substance
O Alcohol misuse
O Other drug
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Fig. 1. Increased risk compared with the general population (a) and
lifetime rates (b) of substance use disorders among people with
schizophrenia in the Epidemiological Catchment Area Study.®!
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youth, male gender, unemployment, lower educa-
tion, indigenous origin, and a history of antisoc-
ial personality, conduct disorder or family prob-
lems.[>-10:11] Rates are also higher within patients
with psychosis receiving emergency or inpatient
treatment.['?] The combination of these factors
means that current substance misuse is seen in a
majority of inpatients with early psychosis.!'3]

Often patients with substance misuse show
equal or better premorbid features and a wider
range of current social contacts than those with
schizophrenia alone.[!!l Possible explanations in-
clude greater access to resources to pay for drugs,
or an increased involvement in social activities
where substance use occurs. In some contexts, a
careful case-control study may even find that their
substance use is not more severe or more common
than for unaffected peers in their immediate sub-
group.[4]

1.2 Effects of Substance Misuse

Substance misuse in schizophrenia is associated
with an increased risk of illness and injury,[!51 es-
pecially among women.['®! A major factor appears
to be the accentuation of impulsivity and impaired
cognitive functioning during intoxication, which
increase the risk of accidents, victimisation, ag-
gression and self-harm, as well as infection from
sexually transmitted diseases including HIV. Some
medical disorders are a direct result of the sub-
stance use. Although smokers with schizophrenia
may have a lower incidence of respiratory cancers
than other smokers,[!7! recent work has indicated
that people with schizophrenia have higher overall
rates of smoking-related cancer than the general
population,['8] simply because of the far higher
prevalence of smoking amongst them.! Numer-
ous other medical problems result from factors as-
sociated with substance use, such as poverty and
homelessness.

Substance misuse is also linked to poorer out-
comes from psychosis, and higher rates of presen-
tation to inpatient and emergency services. Several
substances, including psychostimulants, halluci-
nogens, marijuana and alcohol, trigger transient
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psychotic symptoms. Consumption during periods
of vulnerability to psychosis can trigger relapse.
Women who use substances may experience a
greater relative impact on the course of schizophre-
nia than men.[*]

One reason for high relapse rates is a reduced
rate of medication adherence and appointment at-
tendance.l?Y) This has often discouraged prescrib-
ers from using clozapine in comorbid patients, be-
cause of the need for regular blood testing. In
severely affected patients, a temptation is to place
them on depot medications, which up to now has
meant the use of traditional or ‘typical’ antipsy-
chotics (with their more severe adverse effect pro-
file and tendency to induce more substance mis-
use).

The effects of recreational substances interact
with those of antipsychotic medication, and con-
tribute both to the adverse effect profile and to non-
compliance. For example, alcohol increases the se-
dation from antipsychotics and some patients deal
with this by ceasing medication. Nicotine decreases
serum typical antipsychotic concentrations by as
much as 50%. The effective treatment dose is in-
creased in smokers.[?!1 In one study, the average
chlorpromazine equivalent daily dose was 375mg
for nonsmokers and 590mg for smokers.??) Al-
though smoking can reduce extrapyramidal side ef-
fects (EPS) from antipsychotics in the short-term,
on discontinuation of smoking the patient may
have to deal with heightened EPS from both the
higher dose and a reduction in dopaminergic activ-
ity. There is also an increased risk of tardive dys-
kinesia when patients use marijuanal®! or alco-
hol.[24]

Other common problems from substance mis-
use include unstable housing and homelessness, fi-
nancial hardship, and loss of educational or em-
ployment opportunities. There are increased rates
of criminal prosecution and incarceration, includ-
ing for violent crime.[?>! The financial and emo-
tional burden on families is increased, and relation-
ships may be lost.

These problems with substance misuse emerge
at much lower levels of intake in people with
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schizophrenia than in the general community,!2°]
because of their poor average baseline functioning
and limited resources. For example, the purchase
of adaily pack of cigarettes has a substantial impact
on the budget of a patient on government benefits.
Most affected people do not have high levels of
physical dependence on substances other than nico-
tine and caffeine. In a recent study of inpatients
with early psychosis,!!3 an intake of just four cones
of marijuana per week or any use of amphetamines
was sufficient for problems to occur. The level of
intake may often be the same or less than that of
unaffected peers, rendering motivation to change
consumption a significant challenge.

1.3 Reasons for an Increased Incidence
in Schizophrenia

Explanations of increased rates of substance use
in schizophrenia have been dominated by the self-
medication hypothesis. While most users do not
use substances to alleviate positive symptoms, they
do often use them to deal with negative symptoms,
sleeping problems, with dysphoria and other ad-
verse effects of antipsychotic medication, including
EPS.[271 Nicotine improves cognitive performance
including selective attention?®) and habituation to
repeated stimuli,?°! and reverses haloperidol-
induced deficits in memory and complex reaction
time,3% as well as EPS problems mentioned in sec-
tion 1.2. When the patient stops taking a substance,
effects during withdrawal may be confused with
the original reason for taking the drug, leading to
resumption of use. In addition, clinical observation
suggests that withdrawal discomfort from nicotine
may be more severe or prolonged in individuals
with schizophrenia than in the general population.

Recreational and social reasons for substance
use are also important.3!! Drug use for pleasure can
be seen as a socially normative variant of drug use
to relieve dysphoria. However, a focus on recrea-
tional reasons highlights the importance of the lei-
sure activity as well as pharmacological effects.
Substance use is often a social event and, amongst
those who are not psychotic, users may often be
more accepting of odd behaviour and limited con-
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versation than non-users. The number of substance
users in the social network significantly predicts
subsequent drug use.3?] This probably reflects ac-
quaintance and activity selection as well as sub-
stance availability and social influence. People
with schizophrenia often lack skills in social prob-
lem solving and drug refusal,33] making them vul-
nerable to this social influence. Over time, social
supports from family, friends and even health ser-
vices are often withdrawn because of substance
use, 2! rendering it even more difficult for the per-
son to change consumption patterns.

2. Assessment

2.1 Self-Report

Given the high prevalence of substance use in
people with schizophrenia, especially those in
younger age groups, systematic enquiry should be
made about the substance use of every patient with
known or suspected schizophrenia. Presently this
use is often missed or actively ignored, especially
inrelation to licit drugs!'3! - a situation that can lead
to inappropriate and ineffective treatment. Reasons
include the failure of many patients to volunteer
information because of embarrassment, fear of
negative responses, cognitive impairment or lack
of insight, and the low index of suspicion by clini-
cians. The presentation of substance misuse is of-
ten non-specific (e.g. anxiety, sleeplessness, dys-
phoria or restlessness) or may appear as a psychotic
symptom (e.g. paranoia, hallucinations).

A good substance use assessment requires de-
velopment of rapport and trust that a punitive re-
sponse (e. g. rejection from the service or unpleas-
ant treatment procedures) will not follow. When
inquiring about intake, it is better to suggest higher
levels of consumption, since this is less likely to
lead to underestimation. The timeline follow-back
method, 34 where events are used to assist recall of
consumption, can usefully be adapted for patients
with schizophrenia.

Systematic screening leads to substantially in-
creased detection of comorbidity.[33] While some
measures such as the Addiction Severity Index do
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not perform well in comorbid populations,3¢! oth-
ers including the Alcohol Use Disorders Identifi-
cation Test!®’] and the Severity of Dependence
Scalel'3] show good reliability and validity in com-
orbidity, as do some screening measures especially
designed for this population (e.g. the Dartmouth
Assessment of Lifestyle Instrument!38 and Drug-
Check!13),

2.2 Biochemical Assays

Urine drug screening is a valuable diagnostic
aid, and should be undertaken routinely when pa-
tients present with a psychotic disorder or develop
an exacerbation of their symptoms. It should be
undertaken without fail in admissions or patient
reviews where the person is under the age of 40.
Urine samples will show evidence of the parent
drug, or one or more of its metabolites, if taken
within 48 hours of the last use of the drug in most
patients. Common substances and approximate de-
tection periods are displayed in table I.

Nicotine is rapidly metabolised into cotinine,
which has a half-life of about 15 hours in serum
and saliva.[3 Moderate or regular cigarette smok-
ing can be detected over longer periods within sal-
ivary thiocyanate (half-life 9.5 days).

Hair samples can be analysed for drugs and can
give historical information about substance use
over the previous weeks, and is well tolerated in
patients with schizophrenia.[*0! This may indicate
use of a substance not reported by the patient or
detected in periodic urine screens. However, hair

analysis remains a research procedure in most re-
gions. Other strategies include breath-analysis for
alcohol or for carbon monoxide (CO) from ciga-
rette smoking. Breath-analysis is limited by its rel-
atively brief detection period (e.g. for expired CO,
about 6 hours), but is useful for detection of very
recent ingestion.[4!]

2.3 Utility of Collateral Reports and
Biochemical Assays

The presence of a substance screen tends to in-
crease the accuracy of self-report - a phenomenon
know as the ‘bogus pipeline effect’.[*?] Knowledge
that collateral reports will be obtained can have a
similar effect. Collateral reports of substance use
by parents or other staff can be accurate inde-
pendent sources of information when informants
are in frequent contact with patients.[*3! However,
in practice neither biochemical assays nor collat-
eral reports usually add to the accuracy of patients’
self-reports,!*344] as long as procedures are in place
to maximise the accurate self-disclosure by the pa-
tient.

2.4 Potential for Diagnostic Uncertainty

When a person with substance misuse presents
with psychotic symptoms, there are few differ-
ences in the acute symptoms between schizophre-
nia with substance misuse and substance-induced
psychosis. The distinction is primarily made on the
basis of a resolution of symptoms after withdrawal
from the substance. For example, with a stimulant-

Table I. Urine screening for commonly misused substances in schizophrenia

Parent drug

Compound detected in urine

Internal half life of
compound? (h)

Approximate reliable
detection period®

Heroin 6-Monoacetyl morphine 2.2 48h
Morphine 2.5

Marijuana (cannabis) 11-nor THC 18-80 6wk

Cocaine Benzoylecgonine 3 24h

Amphetamine and methamphetamine ~ Usually the parent compound predominates 15 48h

a The effective half-life in regular users may vary from these figures. For example, the release of stored THC from fat cells greatly in-

creases the effective half-life in regular marijuana users.

b The reliable detection period is dependent on the amount of drug ingested and the sensitivity of the test method. These figures should

be used as an approximate guide only.
THC = delta-9-tetrahydrocannabinol.
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induced psychosis, the psychosis usually clears
within days to a week of ceasing the stimulants.[45]
Similarly, marijuana can cause a temporary psy-
chotic state which usually clears within days or, at
the most, several weeks. There is little difference
in the treatment of acute symptoms between the
two conditions, but substance-induced psychosis
should not normally require maintenance on anti-
psychotic medication. However, it is important to
keep in mind that some individuals with substance-
induced psychosis may have a vulnerability to a
less benign outcome in a future episode.

Non-response to medication should raise the
questions on the potential role of substance use.
Comorbid patients who are not responding to med-
ication may not be taking it or their recreational
substance use may be rendering it ineffective. Be-
fore changing pharmacotherapy, it is important to
determine whether the symptoms resolve when ad-
herence is assured and patients are not taking other
substances.

3. An Overview of Intervention

3.1 Substance Use Goal and
Motivational Enhancement

As in the general population, most people with
schizophrenia would like to use at least some sub-
stances on a recreational basis. While we know that
even a low substance intake may be problematic or
unstable for many individuals,!*®! engagement of-
ten requires some initial flexibility in treatment
goal. This often means abstinence from the sub-
stances that the individual sees as most problem-
atic, and a trial of reduced intake (with a contracted
review point) on some other substances.

Nicotine smoking is often selected as an initial
target, even though it may not be the greatest cur-
rent problem and may prove particularly difficult
to control (especially if marijuana or other sub-
stance use continues). In the general population,
gradual scheduled reduction in smoking before a
quit date is more successful than either ‘cold tur-
key’ quitting or unscheduled reduction.[”! Clinical
experience suggests that gradual, scheduled reduc-
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tion in smoking is both attractive and successful in
comorbid populations, allowing the progressive
development of skills.

It seems odd that some treatment services for
comorbid populations require a period of sobriety
before patients enter programs or require total so-
briety during them. Such rules push the responsi-
bility for engagement and success onto individuals
and referral services, and do not display empathy
for the difficulty even highly motivated patients
have in attaining and maintaining control. As in the
general population, people with schizophrenia and
substance misuse often take several attempts be-
fore they successfully control substance use. We
recognise that smokers may have five or more at-
tempts before they permanently quit.[*8] Clinical
experience suggests that people with schizophrenia
often have more. Clinical services should recog-
nise this reality and reward intermediate success.

There is growing evidence that an adaptation of
motivational enhancement*?! is effective in draw-
ing patients into an attempt at substance control.[>0!
This approach is patient-centred but directive. It
encourages patients to examine the benefits and
costs of their substance misuse, answers questions
or confirms correct beliefs about substance effects,
and elicits dissonance between the substance use
and other goals. Patients are encouraged to develop
their own substance control and symptom manage-
ment goals. Provided time is spent on developing
trust and delivery is modified to accommodate
thought disorder, this approach can even be applied
with inpatients during an acute episode.[!3] In fact
acute episodes provide a window of opportunity
for engagement because they offer compelling ev-
idence of negative impact from substance use. At
these and other times, financial cost and early signs
of physical impact (in smoking - fitness, shortness
of breath or respiratory infections) are other com-
mon motivators.

Many patients with good prognostic features
and low intake or dependence require little treat-
ment for substance misuse beyond this initial en-
gagement.['3] Conversely if the person is not en-
gaged and ready to change their substance use,33]
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other interventions may be mistimed and of little
effect.

3.2 Integrated Service

Because schizophrenia and substance misuse
are closely inter-dependent, parallel or sequential
methods of treatment do not work as effectively as
fully integrated treatment for both disorders.[5!!
However, this is inconsistent with the delivery sys-
tems for substance misuse and mental health dis-
orders that have been established in many coun-
tries. Staff need to cross those practice boundaries
when working with comorbid patients.

3.3 Psychological Interventions

Research on specific psychological strategies
for substance use in this population is in its infancy.
While 12-step approaches are commonly used for
comorbid groups, they are unlikely to prove the
most effective methods for many patients, because
they do not involve an integrated approach to the
disorders, have an inflexible goal, and sometimes
oppose medication. Currently researchers are fo-
cusing on a range of strategies including family
intervention,?! problem solving, cognitive ther-
apy,P3! development of substance refusal,33! vari-
ations on community reinforcement strategies>#!
to assist in development of lifestyle changes, and
modifications of assertive community treatment
programs.[31 Most of these psychological inter-
ventions appear broadly to be based on cognitive-
behavioural procedures.[’®571 No single method
has as yet emerged as most effective but elements
of these procedures may prove useful with individ-
ual patients.

Our current opinion is that this psychological
treatment should be titrated according to the pa-
tient’s needs, so that at least some intervention can
be widely available. At least three groups may be
distinguished: those with mild substance-related
problems who benefit from brief, motivational in-
terventions; those who benefit from more exten-
sive skills training and social support; and those
with severe cognitive deficits who require ongoing
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environmental structure and social support for an
indefinite period.%7!

4. Medication!

4.1 Management of Acute
Psychotic Symptoms

The main focus of treatment for patients admit-
ted to acute inpatient wards is rapid stabilisation of
psychotic symptoms, hostility and agitation.!58 At
the same time, longer-term goals need to be given
consideration. These include minimising adverse
effects, as these will impact on post-discharge
compliance and quality of life.

Several ‘atypical’ antipsychotic medications
have been introduced in recent years, including
clozapine, risperidone, olanzapine, quetiapine and
(in some countries) amisulpride and ziprasidone.
These agents appear to be at least as effective as
the typical antipsychotics for the treatment of pos-
itive symptoms,! and clozapine appears to have
greater clinical efficacy, at least in patients who
previously were treatment resistant.[°9! Some other
atypical antipsychotics have claimed statistically
significant clinical advantages over typical anti-
psychotics, but it is unclear whether these differ-
ences are sufficient to be clinically relevant.[61]

However, there is robust evidence showing that
the newer agents cause fewer EPS (e.g. parkinson-
ism, akathesia and acute dystonia) and a lower risk
of tardive dyskinesia than typical antipsychot-
ics.1921 Since patients who experienced EPS or neu-
roleptic dysphoria may use substances to alleviate
these problems, %3] the newer agents may be of ben-
efit to these patients. Whereas patients with com-
orbid substance misuse tend to have less negative
symptoms than do other patients, in some the im-
proved impact from atypical agents on negative
symptoms may also be important in preventing the

1 A search of relevant bibliographic databases, including
Medline and PsychInfo, was conducted for the years 1990 to
2001. Emphasis is placed on findings from randomised con-
trolled trials where available. The principal finding from the
literature search was the paucity of evidence on the manage-
ment of comorbid schizophrenia and substance misuse.
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use of nicotine or other substances to alleviate
these symptoms.[9465] Atypical antipsychotics are
particularly important for those whose substance
use puts them at increased risk of tardive dyskine-
sia.[2]

Patients on the newer agents also tend to have
superior performance on neurocognitive measures
(e.g. working memory) than do patients on tradi-
tional antipsychotic medications.[%0-67] As a resullt,
they may be more able to plan effective strategies
to prevent substance misusel®®! and benefit more
from psychological interventions,[%1 although fur-
ther research on this issue is required.

The net benefits of the new antipsychotics are
such that patients should routinely receive a trial of
an oral atypical antipsychotic. Most of the current
data on comorbidity is based on clozapine, which
shows approximately equal effectiveness in treat-
ment-resistant patients with and without substance
abuse.[’"l However, concerns over the risk of
agranulocytosis!’!! may lead clinicians to begin
acute treatment on other atypical antipsychotics such
as risperidone or olanzapine.3872 The latter agents
should be titrated to a therapeutic dose on day 1 or
day 2 if possible. Appropriate doses are risperidone
4 to 6 mg/day and olanzapine 10 to 20 mg/day.
Patients with suboptimal recoveries on these
agents should then be given a trial on clozapine.

Of course, these agents are not themselves free
of adverse effects. Clozapine and olanzapine have
been associated with weight gain, which predis-
poses the individual to a wide range of later se-
quelae (e.g. diabetes mellitus, hypertension). The
risk of agranulocytosis with treatment by clozapine
requires that regular blood monitoring be under-
taken.[”!] Clozapine has also been linked to some
cases of cardiomyopathy and fatal myocarditis,!”3]
rendering it advisable to monitor patients for myo-
carditis in the first month of treatment and for car-
diomyopathy on a regular basis. As already noted
in section 1.2, these monitoring requirements pres-
ent a significant challenge for community manage-
ment of some patients, especially where they fre-
quently move location. Assertive contact strategies
and multiple tracing methods will frequently be re-

© Adis Infernational Limited. All rights reserved.

quired for comorbid patients. Care should also be
taken that adverse drug effects in people with com-
orbidity are not overlooked or misattributed to the
recreational drug use.

Improvements from atypical medications should
make them more effective in the management of
comorbidity. While we currently lack controlled
trials, there is emerging data that comorbid patients
do have better substance use outcomes when re-
ceiving the newer antipsychotics. At present the
best evidence is on reduced smoking when clozap-
ine is prescribed,!”* but there is also some evidence
for other antipsychotics!®! and for an impact of
atypical agents on other drug use including alcohol
and cocaine.[7>-76 It is important to keep to the min-
imum effective dose if adverse effects are to be
minimised and a reduction in recreational drugs
obtained.

There are no controlled trials on specific medi-
cations that target symptoms produced by different
substances. However, the likely transmitter/recep-
tor mechanisms for those substance effects suggest
drugs that might be optimally effective,?”! and we
expect more targeted drugs before long.

4.2 Adjunctive Benzodiazepines

Adjunctive benzodiazepines should be used for
breakthrough agitation and hostility in acute epi-
sodes, even where there is a history of substance
abuse. The dose of benzodiazepine should take ac-
count of recent ingestion of other drugs and the
prescription should be restricted to the short-term,
with gradual dose reduction and withdrawal when
the patient settles. At times, acutely agitated pa-
tients will require parenteral treatment with an an-
tipsychotic or a benzodiazepine.

Benzodiazepines may also be required for de-
toxification from a number of substances, includ-
ing alcohol, opiates, sometimes stimulants, and
benzodiazepines themselves. Prescribing should
be closely monitored and supervised, with limited
amounts provided to outpatients, and care taken to
avoid development of dependence.
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4.3 Pharmacotherapies for
Substance Misuse

Table II summarises the pharmacotherapies
available for use in patients with comorbid sub-
stance misuse.

4.3.1 Nicotine Replacement

A standard regimen of nicotine replacement
therapy (e.g. 21mg patch for 5 weeks, followed by
14mg and 7mg each for 2 weeks) appears to have
some benefit in supporting attempts to quit smok-
ing, without substantially increasing the risk of
schizophrenic exacerbation.[®®! Some patients re-
quire higher doses because of their high nicotine
intake from smoking,[”’! and the setting of dosage
should take account of the smoking styles in com-
orbid patients which deliver high levels of nicotine
per cigarette.[”8] While there have been some case
reports where psychosis developed during a quit
attempt when patients were on nicotine patches,[®!
small-scale group studies have not seen increased
positive symptoms.I””! Nicotine withdrawal does
not appear to induce psychotic symptoms, al-
though it may induce distress.[8%811 Alternative ex-
planations for these case reports include stress as-
sociated with the quit attempt or lapses into
smoking after a quit period.

4.3.2 Bupropion

Although there are no reported randomised,
controlled trials for the use of bupropion to reduce
smoking in schizophrenia, there are some case re-
ports!32) and non-blind studies that suggest it may

Table Il. Pharmacotherapies for comorbid substance misuse

Substance Pharmacotherapies
Alcohol Acamprosate

Naltrexone

Disulfiram (second-line)
Marijuana (nothing of proven benefit)

Methadone maintenance
Buprenorphine maintenance
Naltrexone (caution required)

Heroin and other opiates

Tobacco Nicotine replacement therapy
Bupropion

Amphetamines Antidepressants (where persistent
depression)

© Adis Infernational Limited. All rights reserved.

be of benefit.[83] Arecent case study!3? reported on
a 41 year old man with chronic schizophrenia who
had smoked three to five packs of cigarettes daily
for 11 years. One week after receiving bupropion
150 mg/day, he reported he had lost the urge to
smoke and stopped smoking entirely. Over 3 months,
his clozapine dose was gradually reduced from 550
to 300 mg/day. His psychotic symptoms did not
worsen and he obtained paid employment for the
first time in 18 years.

Bupropion may, however, cause toxic effects in
some people with schizophrenia. Bupropion has
been found to cause seizures and psychosis at rates
higher than other antidepressants. (84! It may induce
psychosis by blocking dopamine uptake, causing
dopaminergic overdrive. Lowering the dose or in-
creasing the dose more slowly may alleviate a psy-
chotic exacerbation.[®31 Patients with a history of
psychosis or mania will be more vulnerable to this
problem and require closer monitoring. The risk of
seizures is dose-related, and is increased by predis-
posing factors (history of previous seizures, eating
disorders, alcohol dependence, unstable diabetes
mellitus, head trauma, central nervous system tu-
mour).[36]

Antipsychotics lower the seizure threshold and
may make people with schizophrenia receiving
bupropion more vulnerable to seizures. Accord-
ingly, the Medicines Control Agency in the UK
issued a message on 31 May 2001 regarding the
use of bupropion in patients at risk of seizures (in-
cluding patients receiving antipsychotics), stating
that it ‘... must not be prescribed...unless there is
compelling justification for which the potential
benefit of smoking cessation outweighs the in-
creased risk of seizure’.8”1 They recommended
that the treatment dose be reduced to 150mg per
day in such situations. We also note that some cli-
nicians are responding to this problem by prescrib-
ing adjunctive anticonvulsant medication, but are
not aware of controlled trials supporting that prac-
tice.
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4.3.3 Naltrexone and Acamprosate for

Alcohol Dependence

Two valuable pharmacotherapies for alcohol de-
pendence have been introduced into clinical prac-
tice in the past 2 to 5 years. They are naltrexone
and acamprosate. Randomised controlled clinical
trials have shown that both drugs increase the rate
of abstinence (by approximately 2-fold) over 3 to
6 months (naltrexone) and 6 to 24 months
(acamprosate). They also increase the percentage
of abstinent days, reduce the risk of relapse into
heavy drinking and reduce cumulative alcohol con-
sumption. There are no controlled trials of acamp-
rosate for alcohol dependence in patients with
schizophrenia as yet, and naltrexone has not yet
been shown to increase the effectiveness of alcohol
treatment in patients with schizophrenia.!®8 How-
ever, there do not appear to be any safety issues for
their use in schizophrenia, and (pending further re-
search) they may be worth considering with pa-
tients who have significant alcohol use disorders.
Naltrexone has the advantage of once-daily dose
administration, whereas acamprosate requires ad-
ministration three times a day, which may be diffi-
cult in a poorly compliant group. Naltrexone will
trigger rapid withdrawal from any regular opiate
use and patients should appreciate the implications
of naltrexone for emergency management of pain.

4.3.4 Disulfiram for Alcohol Dependence

Disulfiram is a longstanding treatment for alco-
hol dependence for which there is only moderate
evidence of benefit.[3% There is case study evi-
dence that disulfiram may assist with alcohol de-
pendence in patients with schizophrenia,°*°!1 and
it seems that many patients can take it without an
increase in positive symptoms.[°!! The parameters
for the use of disulfiram in patients with schizo-
phrenia are similar to its use in patients with alco-
hol dependence alone.[®?] Patients need to give in-
formed consent to use the drug, be motivated to use
the drug, not have an organic brain disorder, and
not have a cardiac disorder that could be exacer-
bated by the alcohol-disulfiram reaction. Ideally,
the disulfiram should be given under supervision
(e.g. by a supportive relative).

© Adis Infernational Limited. All rights reserved.

There are reports that disulfiram may some-
times exacerbate or trigger psychotic symptoms at
high doses.[3] This has been attributed to its ability
to inhibit dopamine B-hydroxylase, leading to an
accumulation of dopamine.[®*l Although 250
mg/day does not appear to induce significant drug
interactions or psychiatric complications in pa-
tients with alcohol dependence and psychiatric dis-
orders,[%%! close monitoring is desirable.

4.3.5 Opiate Dependence

Pharmacological treatments for opiate depend-
ence are broadly classified into agonist (e.g.
methadone or buprenorphine) or antagonist treat-
ment (naltrexone). There are no controlled trials on
the use of methadone for individuals with psycho-
sis and opiate dependence. However, a substantial
number of persons with schizophrenia undergo
treatment with methadone maintenance without
experiencing more than the usual incidence of ad-
verse effects and clinical experience suggests that
methadone is a useful treatment in comorbid pa-
tients. The patient needs to give informed consent
for methadone treatment, be motivated to stop il-
licit opiate use and attend a clinic on a daily basis
for treatment in initial stages. As with all patients
commencing on methadone, the first 2 weeks (the
‘stabilisation phase’) is a crucial one. Patients with
schizophrenia must be monitored closely for signs
of toxicity, as there are some reports that meth-
adone may alter antipsychotic requirements in pa-
tients with schizophrenia.®®%7] Withdrawal from
methadone may trigger psychotic symptoms in
some patients.[?8]

In general, the starting dose of methadone
should not exceed 20mg. This depends on the se-
verity of dependence and degree of neuroadapta-
tion. The dose should be increased by no more than
Smg per day, with a maximum daily dose at the end
of the first week of 50mg. The ultimate dose for
patients without psychiatric disorders is usually in
the range of 60 to 120mg. There is no evidence for
recommending a differential target dose in patients
with schizophrenia. Prescribers should refer to
more detailed guidelines published by their health
authority.
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4.3.6 Psychostimulant Dependence

There are no pharmacotherapies of proven
worth for amphetamine or cocaine dependence,
whether this is complicated by a psychiatric disor-
der or not.

5. Conclusion

At present, much of the management of com-
orbid substance misuse in patients with schizo-
phrenia is based on a narrow evidence base that is
influenced by research in the general population of
substance use disorders or by research on the man-
agement of schizophrenia alone. However, the
problem of comorbidity is receiving substantial
current research attention, and improvements in
both the psychological and pharmacological man-
agement are expected to develop quickly over the
next 10 years.
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