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team is mandatory. This will generally
involve direct discussion with the
clinicians.

INITIATION OF TREATMENT 
Antipsychotic medication is the
cornerstone of treatment. The original
NICE guidelines recommended
second-generation antipsychotics
(previously called atypicals) as 
first-line treatment, but this was
dropped in subsequent revisions. 
This reflects acknowledgement that: 
1 All antipsychotics (with the possible
exception of clozapine) are of similar
efficacy, and 
2 Though second-generation
antipsychotics have a lower propensity
to cause extrapyramidal side effects at
therapeutic doses, some (especially
clozapine and olanzapine) have a
greater propensity to cause metabolic
syndrome (see below). 

The importance of patient
involvement in antipsychotic choice is
emphasised, requiring discussion of the
relative benefits and side effects of the
different preparations (see table 3, p18).
Depot preparations can be invaluable
when compliance is an issue, though
their administration in patients refusing
treatment may necessitate use of the
Mental Health Act. 

NICE is clear that antipsychotic »

diagnosis are summarised in table 2,
below. In recent years there has been
increasing recognition that limbic
encephalitis (particularly NMDA-
receptor antibody encephalitis) can
initially present as a psychotic disorder. 
If features such as delirium, seizures 
or a movement disorder are prominent
then initial assessment by a
medical/neurological team is
mandatory. 

Even when it seems clear that the
cause of symptoms is psychiatric, early
diagnostic uncertainty is common
(potential psychiatric differentials being,
for example, bipolar affective disorder or
psychotic depression). This, together
with the stigma and negative prognostic
associations of the disorder, means
patients are often initially diagnosed
with a ‘first episode psychosis’. In time
the diagnosis of schizophrenia generally
becomes clear.  

The GP plays a central role in
providing a basic assessment, evaluating
risk, identifying the most appropriate
mental health resource, and may on
occasion be required to use the Mental
Health Act. The structure of mental
health services varies with region, but all
will have resources in place for
psychiatric emergencies. 

If risk to self or others is considered
significant, then urgent referral to this

Table 2

Red flags indicating that a non-psychiatric cause for symptoms should be considered 

Feature

Acute onset 

Atypical age

Cognitive impairment prominent 

Highly changeable and/or 
fluctuating presentation 

Movement disorder at onset 

Unexpected neurological features

Visual hallucinations prominent 

medical/neurological diagnoses.
Diagnosis should be confirmed by a
psychiatrist, and centres on clarification
of psychopathology and investigations
to exclude other causes (see below).

INVESTIGATIONS IN FIRST
EPISODE PSYCHOSIS
Indicated in all cases
•Full physical, including neurological,
examination*
•FBC, U&Es, calcium, LFTs, TFTs,
glucose, ESR or CRP*
•Urinary drug screen*
•Brain imaging (increasingly MRI)
* If feasible, it is helpful if these form part
of the GP’s baseline assessment

Additional investigations that may be
indicated (e.g. if atypical presentation,
neurological signs)
•MRI head
•B

12 
and folate

•HIV and syphilis serology
•Antinuclear antibody 
•Serology for antibodies to NMDA,
VGKC (LGI1 and CAsPR2), GABAB and
AMPA receptors (limbic encephalitis)
•Serum ceruloplasmin (Wilson’s disease)
•EEG
•LP and CSF analysis (including
autoantibodies)

Potential pointers to a non-psychiatric

Explanation

Consider intoxication/drug-induced psychosis, alcohol or benzodiazepine
withdrawal or delirium/encephalopathy

Though there is a second peak of schizophrenia post menopause, onset before the
age of 35 is typical. If first episode of psychosis is in an older patient suspect
psychosis as part of a neurodegenerative process (e.g. frontotemporal dementia)

Cognitive impairment in schizophrenia is predominantly executive and relatively
subtle. Features such is amnesia, disorientation or gross attentional impairment
suggest another pathology

Delusions in schizophrenia are generally fixed and fairly sophisticated. Simple,
fleeting delusions are more typical of organic psychoses  

If acute/subacute onset suspect limbic encephalitis. If more insidious suspect
Huntington’s disease, Parkinsonian/Lewy body syndrome, or (rarely) Wilson’s
disease 

Features such as dysarthria, altered gait, visual field defects, seizures etc indicate
more generalised brain dysfunction and clearly necessitate a neurological work up 

These can occur in schizophrenia but should prompt consideration of an alternative
diagnosis. Consider delirium/encephalopathy, or in older people Lewy body
dementia


