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A little bit about me
• Brighton Pharmacy Graduate
• Worked across multiple clinical settings
• Worked in Dublin for 2 years
• Calling for Early Intervention in Psychosis
• First qualified Mental Health Pharmacist Advanced Clinical 

Practitioner 
• Special interest in co-morbid CUD and FEP
• Advocate for improving access to clozapine in FEP
• Language is very important to me



Overview

1. Recommendations and current evidence on the 
pharmacological management and treatment psychosis
2. Working in partnership with service users to identify the 
appropriate medication for them and ensuring the side effects are 
understood
3. Optimising treatment outcomes
4. Novel medications and treatments 



NICE Guidelines

Two important guidelines

1. Psychosis and schizophrenia in adults: prevention and 
management (CG178) 

Published February 2014 and Updated in March 2014
2. Psychosis and schizophrenia in children and young people: 
recognition and management (CG155) 
Published January 2013 and Updated in October 2016



NICE Guidelines
June 2020:
Prescribing guidelines for patients with a first episode 
psychosis
By Dr L. Ewins (consultant psychiatrist EIP)
At Avon and Wiltshire Partnership Mental Health Trust
Key questions:
When should antipsychotics be started?
Which one? How long for?
Is there an order in which to prescribe?



NICE FEP continued

1. Assessment may/ should include medication free period
2. a) When appropriate, low dose 2nd generation antipsychotic

b) Always include client in choice of medication
3. Move away from olanzapine, cardiometabolic risk highest

Each Trust different 1st choice
Aripiprazole most common amongst 1st line
All are as effective apart from clozapine



Unanswered questions
What is low dose:*
Aripiprazole 10mg OD effective
Lurasidone 37mg OD effective
Risperidone 2mg OD effective 
Olanzapine 5mg OD effective
How long for before switching?
Consensus is 6 weeks, but is this realistic on the shop floor?

*Maudsley Prescribing Guidelines



Unanswered questions

How long to be on treatment?
Consensus 1-2 years
“… individuals receiving antipsychotic medications for ⩾5 years 
had less than half the cumulative incidence of hospitalization at 
all times between one and four years after treatment cessation. 
In all groups, hospitalization rate was most rapid in the first six 
months after treatment cessation.”



Unanswered questions
How long to be on treatment?
“…maintenance of antipsychotic treatment is beneficial for preventing 
relapse for 18–24 months in remitted/stable FEP patients…
…discontinuation of antipsychotics was associated with a significant 
risk of relapse in a period as short as 2 months…
…?difference between abrupt and tapered discontinuation in the 
impact on the primary outcome (the relapse rate at 12 months) and 
found no significant difference…
…45.7% of the patients whose antipsychotics were discontinued for 
12 months (39.4% after 18–24 months) did not experience a 
relapse…”



Unanswered questions
How long to be on treatment?
“Standard dose was associated with the best outcome until the 
second relapse, but after that, all doses had markedly lower 
effectiveness for relapse prevention. 
The first relapse should be considered as the first marker of a 
more severe and potentially chronic course of schizophrenia 
needing enhanced interventions to prevent subsequent relapses. 
All patients after their first relapse should receive a sufficient 
antipsychotic dose and enhanced efforts to prevent relapses, 
including psychoeducation and long-acting antipsychotic 
injections.”



Unanswered questions

What order?
2 antipsychotics.
Then, clozapine. 

Why is clozapine so underused?



The best way to answer (the unanswered 
questions)
In true EIP ethos and alignment to our values
Embrace the uncertainty
Be curious
Be humble
Empower by choice
Focus on the strengths
Positive risk taking
Holistic means not just you, and not just medication



Partnership. Triangle of care. Recovery 
Model.
My clinic:
We are working together, all of us. 
I happen to try to oversee it all.
I am not shy to talk about it.
I try my best to not be risk-averse.
I badger about physical health. A lot. 
We are learning and getting to know each other.
Recovery: not characterised by my definition of your clinical 
outcomes. Its about your goals, your strengths, your hopes.



Are you accountable? Who is?
Physical health assessments: are we performing well enough for our 
clients?
Its not just about the cardiometabolic syndrome!
As a service we have identified issues with testosterone, thyroid 
function, but even cancers (cervical and colon).

“Our findings indicate that there are 
robust alterations in non-CNS systems 
in psychosis, and that these are 
broadly similar in magnitude to a range 
of CNS alterations.”



Thank you Steve!



Steve again, but, I helped.



People stop their medication!
50% of people with chronic illness do not take their medication as 
prescribed. (WHO 2003)
How is FEP any different?
The norm should be: Most clients discontinue their first antipsychotic 
medication (for a variety of reasons) in the first year of treatment 
Long-acting antipsychotic (LAI)
preparations may have a role in
enhancing effectiveness.
Common adverse effects associated
with discontinuing specific 
medications should be a focus of discussion.



What variety of reasons?

Aripiprazole, poor efficacy and agitation/restlessness, then 
extrapyramidal side-effects.

Olanzapine, weight gain and poor adherence, sedation and then poor 
efficacy.

Quetiapine, sedation, poor efficacy and then weight gain.

Risperidone, poor efficacy, raised prolactin, sedation and then weight 
gain. (Whale et al 2016)



What about cannabis,
the most commonly used illicit drug in FEP? 
Up to 50% reporting use cannabis

at the onset of FEP.

Up to 35% of people continue to 

use cannabis after the onset of 

FEP.



Optimising treatment outcomes
LAIs were associated with about a 
50%–65% lower risk of rehospitalization
than oral formulations of the same 
compounds. Clozapine and olanzapine 
were associated with the lowest all-cause
discontinuation and rehospitalization rates.

The use of an LAI in this population 
produced a significant 44% reduction in 
the incidence rate of first hospitalization.



Optimising treatment outcomes

Hyperbolic tapering:

Commonly used doses of aripiprazole and their D2 occupancy. Based 
on an Emax equation derived from data in Lako et al(2013)

Aripiprazole dose 
(mg)

D2 occupancy 
(%)

30 86.2
20 85.8
15 85.5
10 84.8
5 82.8

2.5 79
1.25 72.4

0 0



Optimising treatment outcomes

The algorithm recommends only a fraction (no more than 25%) of 
the dosage to be reduced at a time, with at least a 6-month 
stabilization period required before reducing another 25% of the 
dose.
How does this fit with half lives, 
and steady states? Or the D2 
occupancy?
Aripiprazole PO:
t1/2 =  75-146 hours, time to steady state = 14 days



Novel medications and treatments 

Cariprazine? 2017 is not novel!
Indicated for schizophrenia. Min dose 1.5mg OD. Max 6mg OD.
Long half life, and >3 weeks to steady state.
Partial agonist activity at dopamine D3, D2 and serotonin 5-HT1Areceptors 
Antagonist activity at serotonin 5-HT2B, 5-HT2A and histamine H1receptors 
Low affinity for serotonin 5-HT2C and adrenergic α1 receptors 
No appreciable affinity for cholinergic muscarinic receptors
In other words: no sedation, no weight gain, some akathisia, no 
hypotension



Cariprazine v risperidone

Total of 461 people randomised to either treatment.
Mean daily doses were 4·2 mg (SD 0·6) for cariprazine and 3·8 
mg (0·4) for risperidone. 
After 26 weeks, greater changes
in blunted affect, emotional 
withdrawal, poor rapport, passive/
apathetic social withdrawal, lack 
of spontaneity/flow of conversation, motor retardation, and active 
social avoidance, in favour of cariprazine.



Open Dialogue (Rutledge 2021)

Developed during the 1980s in Finland’s Western Lapland region.
An integrated approach involving systemic family therapy and 
incorporating some psychodynamic principles.
Bringing together both social and professional networks to provide 
continuity of psychological care across the boundaries of (traditional) 
services. 
Aims to promote respect for the decisions, values and priorities of the 
person involved.
Self-exploration, self-explanation and self-determination. 
Open Dialogue: Development and Evaluation of a Social Network 
Intervention for Severe Mental Illness (ODDESSI)



Open Dialogue
29% of people were using medication (in this 5 year period), 
benzodiazepines and/ or antipsychotics.
“The  aim  was  to  find  ways  to  integrate  the medication as a 
part of a psychosocial treatment as any other treatment methods 
that are used according to a specified need.”



Summary

1. Recommendations and current evidence on the 
pharmacological management and treatment psychosis
2. Working in partnership with service users to identify the 
appropriate medication for them and ensuring the side effects are 
understood
3. Optimising treatment outcomes
4. Novel medications and treatments 



Thank you for listening.
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