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Schizophrenia

DESPITE RECENT ADVANCES in antipsychotic agents,
there remains a significant proportion of patients who do
not respond well to pharmacological intervention. Such
patients are commonly labelled “treatment resistant”,
despite little consensus as to the definition of the term.1

The label “treatment resistance” is used particularly to
refer to patients whose positive symptoms of schizophre-
nia (including delusions and hallucinations) have not
responded to treatment.1-3 (For definitions of “positive”
and “negative” symptoms, see Lambert and Castle [page
S000].4) The focus on positive symptoms has arisen
largely because other domains were either not clinically
well recognised or understood (eg, cognitive symptoms),5

or were considered to be unresponsive to treatment (eg,
negative symptoms such as amotivation, apathy, social
withdrawal, blunted affect and poverty of speech).6 Thus,
pharmacological treatment for psychosis has been pre-
dominantly evaluated for its effect on positive symptoms,7

a narrow focus that may ignore other important outcomes
such as community integration, quality of life or return to
meaningful occupation.8 These latter outcome measures
are particularly important for systems of care in Australia,
with their emphasis on community-based treatment.

The prevalence of treatment resistance is hard to
determine given the lack of agreement on defining the
term. It has been estimated that 20%–45% of people with
schizophrenia of over two years’ duration are only par-
tially responsive to antipsychotic medication,2,9 and 5%–
10% of patients derive no benefit at all.1 However, these
figures reflect treatment outcomes with first-generation
(“typical”) antipsychotics (FGAs). With second-genera-
tion (“atypical”) antipsychotics (SGAs) now available, we
need to reconsider what constitutes “non-response”
(SGAs are further considered by Lambert and Castle
[page S000]4).

“Treatment resistance” versus “incomplete recovery”

There are a number of reasons for replacing the term
“treatment resistance” with an alternative term. The use of
“resistance” suggests that nothing can be done to improve
schizophrenic symptoms and embeds a notion that the
patient is resisting treatment rather than the illness itself
being resistant to treatment. The “treatment resistance”
label is no longer in tune with current therapeutic alterna-
tives or with our more recent understanding of the basis of
schizophrenia. Therefore, treatment resistance is better
viewed as “incomplete recovery” (IR), a term reflecting the
potential for improved therapeutic outcomes with the use of
SGAs, which have been shown to be more effective than
FGAs in treating certain domains of symptoms (Box 1).

Recent data from the Australian National Mental Health
Survey of Psychotic Disorders suggest that the disabilities
suffered by people with schizophrenia encompass all the
symptom domains listed in Box 1.18 This supports emerging
evidence that disability is less dependent on ongoing positive
symptoms than is often assumed,8,19 and that interventions
for IR need to focus on multiple symptom domains.

In the past, the main measure of treatment success has been
the ability of FGAs to reduce positive symptoms. SGAs may
confer an advantage to incompletely recovered patients by
targeting a broader range of phenomena and associated disabil-
ities that are important and perhaps critical to recovery.
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Factors contributing to incomplete recovery 
in schizophrenia

Factors other than choice of medication that may influence
a patient’s recovery include individual factors relating to the
patient, the illness and the treatment (Box 2).1 Particularly
relevant to the management of the incompletely recovered
patient are poor compliance with medication, concurrent
illicit substance use (especially cannabis and psychostimu-
lants), psychosocial stressors (eg, the home environment),
physical comorbidity (which may be secondary to treatment
— see Lambert et al [page S000]20), associated organic
abnormality,21 prominent negative symptoms and neuropsy-
chological deficits.5

Consideration of these factors may help the clinician to
identify barriers to recovery. Ultimately, the relationship
established between the doctor and the patient — the
therapeutic alliance — will facilitate the process of recovery

by helping to establish important details of the history,
enhance compliance, engage the family, reduce stress, man-
age physical and psychological comorbidity, identify the role
and degree of illicit substance misuse, and instil a sense of
hope in the patient.

Therapeutic strategies for incompletely 
recovered patients

We discuss here some of the current thinking on medication
strategies for managing incompletely recovered patients.
Psychosocial strategies, which are also an integral part of
managing these patients,22 are discussed in detail by Crosse
page S76.23

SGAs have the potential to reduce many psychopatholog-
ical symptoms and are better tolerated than FGAs by most
patients.17 However, for patients who respond poorly to
both FGAs and SGAs, the evidence suggests that some
SGAs may be more effective than others. Research on the
efficacy of SGAs has focused mainly on their effect on
positive symptoms, without fully examining the multidimen-
sional nature of IR. Some SGAs may have particular
relevance to certain symptom domains (Box 1), although
the evidence base for these findings is often not derived from
patients deemed to have IR, and few studies have directly
compared the various agents. The limited comparative
evidence available presents a complex picture that varies
according to how symptoms and treatment goals are
defined. For example, studies using strict definitions of
resistant positive symptoms24-26 have found that the most
appropriate medication for patients with non-responsive
positive symptoms is clozapine;10,24,26 studies applying less
stringent criteria suggest that other SGAs (eg, risperidone,27

olanzapine28,29) may also be effective for treating positive
symptoms; olanzapine and risperidone may be more effec-
tive than clozapine for treating cognitive symptoms;12 and
clozapine may be superior to olanzapine for reducing suicide
attempts in patients at high risk.15 More detailed investiga-
tions of drug efficacy in each of the symptom domains are
required.

A further consideration is that the time course for change
in a particular domain will vary. For example, positive
symptoms may improve within 4–6 weeks, while the
domains of negative symptoms, cognition and social func-
tioning may require 6–12 months for full benefit from
treatment.

A three-phase approach to pharmacotherapy of patients with IR

Pharmacological management of incompletely recovered
patients can be considered in three phases (Box 3).

Phase 1: The clinician must first ensure that the patient
truly meets criteria for IR. The patient’s history should be
reviewed to assess whether the patient is reluctant to
accept or comply with treatment, or whether the medica-
tion itself is ineffective. With respect to the former, a
number of confounders need to be explored (Box 2). Once
these have been adequately dealt with, if IR is still

1: Phenomenological domains of schizophrenia: 
targets for pharmacological intervention

Symptom 
domain Clinical features Comments

Positive Delusions, hallucinations, 
formal thought disorder.

SGAs � FGAs. Clozapine 
has superior efficacy in 
patients with IR.10

Negative Avolition, apathy, 
anhedonia, affective 
blunting, poverty of 
speech.

SGAs > FGAs. Few studies 
specifically examine 
negative symptoms as 
primary outcome measure; 
exception are studies of 
amisulpride.11

Cognitive5 Deficits in memory, 
attention, executive 
function (planning, 
flexible thinking, problem 
solving), judgement 
and insight.

SGAs > FGAs. Different 
SGAs may have different 
effects on cognition.12-14

Affective Altered stability of mood 
(secondary dysthymia, 
depression, anxiety), 
manic-like symptoms.

SGAs > FGAs. Some 
evidence that clozapine 
and olanzapine effective.

Suicidality Suicidal ideation, 
suicidal behaviour.

Clozapine > olanzapine.15 
No evidence available for 
other SGAs and FGAs.

Behavioural16 Social withdrawal (poor 
self-care, slowness, 
underactivity, lack of 
spontaneous speech); 
antisocial behaviour 
(hostility, aggression, 
unacceptable habits); 
incoherent and odd 
conversation.

Limited research available 
to assess drug effects in 
this domain.

Social 
and role 
functioning; 
quality of life

Social interaction deficits; 
impaired activities of daily 
living (eg, self-care, paid 
employment, housing).

More research required. 
Some suggestion that 
SGAs are superior to 
FGAs.17

FGA = first-generation antipsychotic. IR = incomplete recovery.
SGA = second-generation antipsychotic. “>” = is more effective than. 
“�” = are as effective as, or more effective than.
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considered likely a number of treatment history variables
need to be considered.

Most guidelines for treating schizophrenia suggest that
patients should have undergone a minimum of two trials in
which they received 300–600 mg equivalents/day of
chlorpromazine30 for 4–6 weeks31 with adequate adherence.
Extra criteria concerning duration2 and intensity of
symptoms24 have also been used. The next step involves
making sure that the current treatment is optimised. All side
effects, especially extrapyramidal symptoms, need to be
minimised, as they may mimic IR (see Lambert and Castle,
page S674). The clinician must further ensure that the drug
dose is within the optimal range, taking into account the
curvilinear dose–response relationship of many drugs (eg,
haloperidol, risperidone). Comorbid depression, a common
finding in schizophrenia, may also confound the clinical
picture. The use of an intramuscular depot antipsychotic
can be useful when compliance has been confirmed to be
problem. To date, however, depot preparations have been
FGA drugs; more recent developments include long-acting
forms of SGAs, with risperidone being the first such
preparation approved for use in Australia.

At this point, if the patient is still not responding, phase 2
can be entered into.

Phase 2: If the patient has previously received only FGAs,
an SGA should be tried (risperidone, olanzapine, quetiap-
ine, or amisulpride). For treating positive symptoms, the
SGA should be used within the clinically accepted therapeu-
tic range (ie, generally 4–6 mg/day for risperidone, 15–
25 mg/day for olanzapine, 450–1000 mg/day for quetiapine,
400–1200 mg/day for amisulpride), with a suggested dura-
tion of 6–8 weeks.

If the patient exhibits predominantly negative symptoms
(and confounders such as depression and extrapyramidal
symptoms have been managed), a longer course of treat-
ment may be needed before concluding that the therapy is
ineffective. Subtle but important changes in negative symp-
toms may take months to become manifest. In general,
SGAs should be used in lower doses to treat negative
symptoms (eg, 3 mg/day risperidone or 10 mg/day olanzap-
ine). The pharmacology of amisulpride suggests that it is
particularly effective against negative symptoms at a dose of
100–300 mg/day. As negative symptoms and executive neu-
ropsychological deficits (eg, poor planning and problem-
solving skills) both involve the same neural substrate in the
prefrontal cortex,32 these lower doses may also be effective
in treating cognitive symptoms.

Although the importance of affective symptoms in schizo-
phrenia is starting to be recognised, optimal dosage and
duration of drug therapy for treating affective disturbance
are not yet established. The outcome of drug therapy may
be a subtle stabilisation of mood rather than a major change
in affective symptoms. It may be that longer-term treatment
is necessary for effectiveness, although definitive research is
still lacking in this area.

Improvements in the domain of social and role function-
ing are a consequence of achieving the best risk–benefit ratio
for the individual. Cognitive and negative symptom

3: Pharmacological management of incompletely 
recovered patients

* For summary of confounders, see Box 2.

Phase 1

Phase 2

Phase 3

Exclude confounders*

Optimise current dosage and treat side effects

Consider depot trial if compliance not assured

Ensure adequacy of at least two previous trials

If second-generation antipsychotics not previously
used, try olanzapine, risperidone, quetiapine or

amisulpride for 6-8 weeks

If no response, commence clozapine (referral
required). Enable psychosocial treatments

If no response to clozapine, reinstate best
prior medication and adjunctive therapy

Consider electroconvulsive therapy

2: Confounding factors relevant in establishing and 
perpetuating incomplete recovery in patients with 
schizophrenia

Factor Relevant clinical issues

Patient factors Illicit substance misuse

Psychosocial milieu

Physical comorbidity

Illness factors Severity of psychopathology for each symptom 
domain (see Box 1)

Poor prognosis of patients, who are typically 
single men with:

   Intellectual disability

   Marked cognitive impairment

   Poor premorbid adjustment

   Early and/or insidious onset of disorder

   Longer duration of prodrome

   Longer duration of untreated psychosis

   Negative symptoms at first admission

Organic disorders (eg, temporal lobe 
abnormalities, brain injury) (suspected after 
abnormal CT scan, MRI scan or EEG)

Treatment factors Non-compliance

Side effects (eg, extrapyramidal symptoms, 
weight gain, diabetes)

Incorrect dose

Drug–drug interactions

Delay in initiating treatment

Drug bioavailability problems

Inadequate rehabilitation program

Poor therapeutic alliance between doctor and 
patient

CT = computed tomography. EEG = electroencephalogram. MRI = magnetic 
resonance imaging.
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improvements, with low side effects, may be at least as
important as reduction in positive symptoms when it comes
to role functioning.33 In the domain of social and role
functioning, informed history from families provides the
best index of improvement, which may be subtle and slow to
become apparent. (For example, in patients receiving cloza-
pine therapy, it is not uncommon to see improvements in
this domain occurring 6–12 months, or longer, after com-
mencement of therapy.) In circumstances in which comor-
bidity is significant, adjunctive therapy such as
antidepressants may also play a role.

If there is no response to the other SGAs, clozapine is
instigated. Clozapine remains unique in its ability to
improve outcomes in patients with treatment-resistant posi-
tive symptoms.34 However, the drug’s benefits must be
weighed against its serious potential risks: neutropenia and
agranulocytosis,35 weight gain and diabetes,36,37 epileptic
seizures and cardiac problems such as cardiomyopathy.38 As
clozapine may take some time to improve symptoms in
domains such as social functioning, clinicians should con-
sider a minimum trial period of six months. Commence-
ment on clozapine is best undertaken within a specialist
psychiatric setting, while maintenance of stabilised patients
can be readily continued by general practitioners.

Phase 3: The third phase involves those whose positive
symptoms ultimately do not respond even to an adequate
trial (at least six months) of clozapine. At this stage,
adjunctive drug treatment such as mood stabilisers (lithium
and valproate), benzodiazepines (eg, clonazepam), pro-
pranolol, antidepressants and polyantipsychotic prescribing
may be tried.1 It should be clearly noted that adjunctive
strategies are not replete with evidence. They should be
considered on an individual basis, with goals of treatment
carefully defined and subsequently monitored so that ineffi-
cient polypharmacy is avoided. Such strategies usually
require referral to a practitioner with special expertise in this
area of pharmacotherapy. The use of electroconvulsive
therapy (ECT) should also be considered for patients who
have failed to respond to all other treatments.39 ECT may
stabilise some patients and allow reinstigation of lower doses
of medication to which the patient has shown partial prior
response, or prepare the way for a more complete response
to clozapine. In rare cases, maintenance ECT may be
considered.40

An integrated approach

Pharmacotherapy should not be given in isolation. The need
for parallel and integrated psychosocial treatments is essen-
tial. For many patients classified under the “truly resistant”
rubric, small changes in family, occupational or social
functioning may be highly significant for the patient and his
or her carers. The goals of treatment for incompletely
recovered patients should be slanted towards integration,
and pharmacotherapy should be seen as one of many
applicable tools to achieve this end.
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