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• Discuss medication treatment approach in first episode psychosis

• Highlight clinical order sets to help with this approach

• Explore patient decision aids to encourage patients to accept proposed treatments

Objectives



First Episode Psychosis Treatment Considerations



• Reduce DUP 

• Achieve and maintain remission

• Improve quality of life

• Prevent progression of the disease

Goals of Pharmacotherapy in FEP

1. Birchwood M. Aust N Z J Psychiatry 2000; 34:S181-4
2. Hogarty GE, Ulrich RF. J Psychiatr Res 1998; 32:243-50
3. Robinson D, et al. Arch Gen Psychiatry 1999; 56:241-7.



• Often useful to include the family in this discussion

• Discuss all treatment options with patients – including LAIs and clozapine

• Most patients will refuse LAIs, but I discussed early, not seen as a punishment and 

can be discussed again later

• When discussing PO options, focus on side effects, tolerability, etc.

• Discuss adherence

• Discuss use of medications with ETOH and Cannabis

Pharmacotherapy Discussion Points with FEP Patients



• Use metabolically favorable second-generation antipsychotic (SGA) medications 

first

• Offer LAI early in the course of treatment – discussed at very first or second visit.

• If complete or partial non-adherence is suspected, LAI re-discussed

• If 2 failed adequate trials – we strongly suggest clozapine 

• We prefer a trial of an LAI before clozapine to differentiate between lack of efficacy 

and partial/non-adherence

Pharmacotherapy Approach



1. Metabolically favourable SGA –

• Aripiprazole, Brexpiprazole, Cariprazine, Lurasidone, Asenapine (rarely used), Ziprasidone (rarely 

used); 

• Or Arip, Risp or Palip if LAI is being considered 

• Or straight to SGA-LAI – Aripiprazole or Paliperidone

2. Choose 

• Different MF SGA from above if intolerability, lack of efficacy

• If Partial/non-adherence suspected choose SGA-LAI

• If severe EPS, consider quetiapine

3. SGA - LAI or Clozapine

4. Clozapine

Pharmacotherapy: Safety First Protocol 



• Whatever medication is chosen first will usually work in 70-75% of patients for 

psychosis (1)

• Therefore, tolerability drives choice

• SGA - LAIs are preferred when accepted given high rates of non-adherence

• FGA are not used given negative effects on brain volumes (2,3)

Pharmacotherapy: Safety First Protocol 

1. Agid O, et al, J Clin Psychiatry 2011 Nov;72(11):1439-44
2. Vita A et al. Biol Psychiatry. 2015; doi:10.1016/j.biopsych.2015.02.008.
3. Nasrallah, H, Current Psychiatry 2013 7(7-8)



• Whatever medication is chosen, Optimize dose based on efficacy and tolerability

• Goal is to treat to symptom remission

• We do not wait to increase dose; if limited or partial response after 2 weeks, we 

increase the dose (1)

Pharmacotherapy: Safety First Protocol 

1. Agid, O et al; J Psychiatry Neurosci 2006; 31(2) 93



Japanese Society of Clinical 
Neuropsychopharmacology Treatment 
Algorithm

• 1st-line: Aripiprazole

• 2nd-, 3rd-line: Risperidone / paliperidone 
or olanzapine

• 4th-line: Clozapine

Some Experts Recommend 3rd-Generation Antipsychotics as 
First-line Treatment for Antipsychotic-naïve Patients

ARI, aripiprazole; BE-PSD, Brief Evaluation of Psychosis Symptom Domains; CLO, clozapine; ECT, modified electrocon vulsive therapy; EPS, extrapyramidal symptoms; LAI, long-acting injection; OLA, olanzapine; PAL, paliperidone; 

QUE, quetiapine; RIS, risperidone; TRS, treatment-resistant schizophrenia; URS, ultra-resistant schizophrenia

1. Huhn M, et al. Lancet 2019; 394:939–51.

ARI
9-18-24 (30)

RIS/PAL
2/3-4/6-6/9 (8/12)

OLA
5-10-15 (20)

OLA
5-10-15 (20)

RIS/PAL
2/3-4/6-6/9 (8/12)

TRS: CLO

≥200

URS: +ECT for NR or ECT for NT 

Bilateral ≥X6

TRS: CLO
≥200

TRS: +ECT

Bilateral ≥X6

URS: +ECT for NR or ECT for NT 

Bilateral ≥X6

NR@4W or NTNR@4W or NT

NR or ERNR@8W or NT

NR@8W or NT

NR@4W or NT

NR@4W or NT



QAAPAPLE Algorithm 2019

VOLUNTARILY ACCEPTS

LAI 1 to 2 years

STABLE

LAI if the patient wishes to 

continue, otherwise oral

NON-COMPLIANT,OR NON-COMPLIANCE 

RISK PROFILE

(e.g., distrust, hostility, lack of cooperation, 

homelessness, substance abuse, lack of social 

support and self-criticism etc.)

1ST DIAGNOSED PSYCHOTIC EPISODE OR PSYCHOSIS

• Family interventions, psychoeducation, motivational

interviewing, CBT designed to ensure compliance 

• Offer LAI as an option alongside the oral formulation option

• SDM & SDMplus shared decision making

Question about multiple drug involvement (50%) & 

vulnerability: NMS, diabetes, akathisia, MS, 

anticoagulant, HIV

REFUSES LAI,

but accepts help to 

optimize compliance

A: LAI

AT SHORT INTERVALS

• Every 2 to 4 weeks

• Patient unstable or requires 

frequent contact with the team and 

frequent monitoring

Pill box, electronic pill box, family interventions, group and 

individual therapy (psychoeducational, CBT, motivational), 

fast-dissolving or liquid oral formulation with third-party 

supervision

NO RESPONSE

Consider non-compliance first to 

eliminate this hypothesis

Intervals

A or B

A then B

A then B

STABLE 

maintain oral

UNSTABLE,

or non-responsive: LAI

If non-responsive but compliance confirmed 

through direct supervision by nursing staff

Consider plasma dosage (if possible)

If dosage is adequate but there is 

insufficient or no response

If dosage = 0 or is too lowA then B

If insufficient, 

adjust Rx

Consider clozapine after 

≥ 2 different APs, 1 of 

which is ideally an LAI

B: LAI

AT LONG INTERVALS

• Every 3 months

• Patient unstable and/or lives far 

away and/or cannot easily travel 

during working hours (e.g., work 

or school)

CATEGORICAL REFUSAL, 

legal steps to 

authorize care

COMPLIANT

Propose LAI, if patient 

agrees, otherwise 

oral medication

1. Stip, Emmanuel, et al. "Antipsychotiques à Action Prolongée: Révision de l’algorithme QAAPAPLE." The Canadian Journal of Psychiatry. 2019; 0706743719847193.

Quebec's algorithm for long-acting 

antipsychotics (LAIs): 

Encourages the early use of LAIs; 

clearly reminds us that LAIs remain an 

early option and are not limited to 

simple cases of low compliance and/or 

lack of understanding. 



Order Sets

https://www.epicanada.org/clinicalordersets



• A pre-defined template that provides support in making clinical decisions for a 

specific condition or medical procedure

• A grouping of orders that standardizes and expedites the ordering process for a 

common clinical scenario

• Clinical order sets guide clinicians while treating patients to ensure that they do not 

miss any critical components of care

• Order sets can be used to incorporate the latest evidence-based best practice to 

clinical workflow

What is a Clinical Order Set?



• Aligned to provincial mandates (HQO Schizophrenia Care Standard)

• Reduces variability

• Integrates best practices (standardized approach)

• Identifies practice patterns

• Facilitates outcome evaluations

• Can be customized based on existing policies and procedures and to reflect 

variances in practice

• Can be integrated into Electronic Medical Records

Advantages of Clinical Order Sets



In partnership with Think Research, CCEIP has developed four clinical order sets:

1. Initiation of Treatment for Early Phase Psychotic Disorders

2. Optimization of Treatment for Early Phase Psychotic Disorders

3. Clozapine initiation 

4. Cannabis and early psychosis

https://www.epicanada.org/clinicalordersets

CCEIP Order Sets



• Administration

• Document Purpose

• Working Diagnosis

• Substance Use Screening

• Alcohol Use Disorders Identification Test (AUDIT)

• Drug Abuse Screening Test, DAST-10

• Additional Information

• Psychiatric Symptoms Assessment Tools

• Clinical Global Impression-Severity (CGI-S) Scale

• Brief Psychiatric Rating Scale (BPRS) 4-Item Positive Symptom Rating Scale

Order Set Themes



• Physical Assessment

• Movement Disorder Assessment Tools

• Tools for Monitoring Antipsychotic Side Effects (TMAS)

• Abnormal Involuntary Movement Scale (AIMS)

• Extrapyramidal Symptom Rating Scale (ESRS)

• Vitals/Monitoring

• Lab Investigations (if not previously obtained)

• Diagnostics

• Allergies and Medication Review

• Antipsychotic Treatment Capacity Assessment

Order Set Themes (con’t)



• Management of Psychosis
• It is recommended that preference be given to atypical antipsychotics in the treatment of early 

psychosis patients

• It is recommended that LAI (Long-Acting Injectable) antipsychotic therapy is offered during all phases 
of psychotic disorders, including the early phase

• To address high rates of partial/non-adherence in early psychosis patients, preference is given to 
medications available in a long-acting formulation

• Refer to Antipsychotic Treatment Selection Tool 

• Atypical Antipsychotics
• Oral Medication with LAI Formulations

• LAI Antipsychotic Medication

OR

• Alternate Atypical Antipsychotic Medication

• Patient choice; refer to OPTIMA: Offering Patients Therapeutic Information on Medication 
Alternatives

Order Set Themes (con’t)



• Adjunctive Management
• Anticholinergic Agents 

• Benzodiazepines 

• Other 

• Cognitive Behavioural Therapy

• Smoking Cessation

• Psychoeducation and Health Lifestyle Information
• Provide psychoeducation to patient, refer to iHope tool

• Referrals

• Additional Orders

Order Set Themes (con’t)



Initiation of Treatment for Early Phase Psychotic Disorders Order Set



Initiation of Treatment for Early Phase Psychotic Disorders Order Set



Initiation of Treatment for Early Phase Psychotic Disorders Order Set



Initiation of Treatment for Early Phase Psychotic Disorders Order Set



Initiation of Treatment for Early Phase Psychotic Disorders Order Set



Initiation of Treatment for Early Phase Psychotic Disorders Order Set
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Dr. John Kane, personal communication, with permission

Saved lives

Reduced costs

Diminished family burden

Improved functional outcomes



OPTIMA and OPTIC Shared Decision-Making Tools

https://www.epicanada.org/tools-shareddecisionmaking



OPTIMA: A Tool For Patient Engagement

1. Margolese HC, Steiner W, Lalla F, Cattan C, Perillo A, Arshoff L. Development of a patient decision aid to educate patients with acute psychoses about long-acting injectable antipsychotic therapy. 

Institute on Psychiatric Services (IPS) 2016: The Mental Health Services Conference, from October 6 to 9, 2016, Washington, DC.



OPTIMA

What does the acronym OPTIMA stand for?

Offering Patients Therapeutic Information on Medication Alternatives

https://www.epicanada.org/optima



1. Margolese HC, Steiner W, Lalla F, Cattan C, Perillo A, Arshoff L. Development of a patient decision aid to educate patients with acute psychoses about long-acting injectable antipsychotic 

therapy. Institute on Psychiatric Services (IPS) 2016: The Mental Health Services Conference, from October 6 to 9, 2016, Washington, DC.

1) Education 2) Motivational Interview 

The OPTIMA Tool Has 2 Parts:



3 Important Sections 

a) Should you…

b) Why?

c) Education on continuous treatment

Patient Handout



Instructions

• Questionnaire lists benefits and risk (discomfort) of 

monthly medication and  is the core of decision aid 

• Series of questions about importance to patient of specific 

benefits of monthly medication

• Each question preceded by evidence statement

• Review each question to ensure patient understands 

• Have patient respond Yes or No to each question   

• Record response on decision aid

OPTIMA Questionnaire



Abstract

Patients suffering from treatment resistance schizophrenia (TRS) often have an inadequate clinical response and a less 

favorable functional outcome. Therefore, it is important to use the most effective treatment available. 

Although clozapine has proven benefits in treating TRS compared to other antipsychotics, it is only prescribed in less 

than 50% of eligible patients. Clozapine’s list of side effects and blood monitoring requirements give it a negative 

reputation amongst patients and some physicians. 

The primary focus of the OPTIC tool is to facilitate a balanced discussion between clinicians and patients that 

emphasizes the benefits of clozapine as the gold standard treatment for TRS. When clinicians are confident that 

clozapine is the best treatment for their patients, their genuine approach to offering clozapine will be better received. 

The OPTIC tool is composed of three parts, a clinician information handout, a patient handout and patient questionnaire.

OPTIC: Offering Patients Therapeutic Information about 
Clozapine, A Shared Decision-Making Tool
by Lauren Said, Pharm.D and Howard C. Margolese, MD, CM, MSc, FRCPC

The two patient focused 
parts were developed to 
assist patients in deciding if 
clozapine is right for them. 
The clozapine decision aid 
clearly highlights the 
benefits of clozapine 
compared to other 
treatments for TRS and 
discusses how clozapine’s 
side effects can be 
managed. 
The clinician administered 
questionnaire uses 
motivational interviewing 
concepts to guide the 
discussion thereby allowing 
the patient to reflect on 
their treatment goals and 
determine if clozapine is 
suited to help them. At the 
end of the questionnaire, 
the patient is invited to 
make a decision about 
taking clozapine if he/she is 
ready.

Discussion

OPTIC provides the necessary information to initiate a balanced discussion between clinician and clozapine eligible patient. It changes the

conversation from a list of clozapine’s many side effects to a discussion about how its benefits on reducing TRS symptoms significantly

outweigh its side effects. The main objective is for clozapine to be adequately offered systematically to people with TRS as soon as they

become eligible. This tool can facilitate a positive offer and increase acceptance of clozapine. The OPTIC tool is based on the OPTIMA tool

which discusses the place of LAI in treatment of psychosis.

Conclusion

We hope that the use of the OPTIC tool will facilitate positive offers of clozapine thus increasing its acceptance amongst patients with TRS as

soon as they become eligible. This will hopefully be translated by an increase in the number of TRS patients effectively treated with clozapine.

The OPTIC tool has not yet been distributed as it was just recently finalized, therefore its impact on clozapine prescription rates cannot be

measured at this time. It will be available for free on the Canadian Consortium for Early Intervention in Psychosis website (epicanada.org)

under clinical tools.

1. Howes, Oliver D et al. “Treatment-Resistant Schizophrenia: Treatment Response and Resistance in Psychosis (TRRIP) Working Group Consensus Guidelines on Diagnosis and Terminology.” The American journal of psychiatry vol. 174,3 (2017): 216-229. Agid, Ofer et al. “Early use of clozapine for poorly responding first-episode psychosis.” Journal of clinical psychopharmacology vol. 

27,4 (2007): 369-73.

2. Williams, Richard et al. “What Is the Place of Clozapine in the Treatment of Early Psychosis in Canada?.” Canadian journal of psychiatry. Revue canadienne de psychiatrie vol. 62,2 (2017): 109-114.

3. Canadian Psychiatric Association. Clinical practice guidelines: treatment of schizophrenia. The Canadian Journal of Psychiatry. 2005;50(13):1s-57s. 

4. Margolese HC, Steiner W, Lalla F, Cattan C, Perillo A, Arshoff L. Development of a patient decision aid to educate patients with acute psychoses about long-acting injectable antipsychotic therapy. Institute on Psychiatric Services (IPS) 2016: The mental Health Services Conference, October 6-9 2016,  Washington DC

Poster presented at SIRS virtual 
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The clinician handout discusses the benefits of clozapine in TRS, how to initiate a positive offer 
of clozapine to patients as well as how to best manage the side effects with lifestyle changes 

and medications. There is also a guide to initiating clozapine. 



1. Healthcare Provider Information Brochure

• Provides information about clozapine

2. Patient Handout

• Gives basic information about why clozapine is a good choice for them

3. Decision Aid Questionnaire

• Uses questions to facilitate discussion of benefits and risks of clozapine vs. other treatments

OPTIC Consists of 3 Parts:

https://www.epicanada.org/optic



• A one-page double sided handout

• Provides information to guide the discussion: 

• Why are you being offered clozapine for your symptoms?

• Effective medication helps you stay well

• What you need to know about clozapine: 

• Common and rare but serious side effects

• Laboratory monitoring

OPTIC - Patient Handout



• Questions are designed to highlight the potential benefits and discuss the potential 

side effects in a balanced manner

• At the end you ask for a decision and leave room of course for further discussion 

at another visit.

What are your options?

A) Take clozapine

B) Do not take clozapine 

• Talk to your doctor about other antipsychotic medication.

OPTIC - Decision Aid Questionnaire



TMAS: Tool for Monitoring Antipsychotic Side Effects

https://www.epicanada.org/tmas



Tool for Monitoring Antipsychotic Side Effects (TMAS)



Treatment Adherence and Relapse



*For this study, nonadherence was defined as patients with <50% adherence of the prescribed medication dose for at least 2 weeks.

1. Subotnik KL et al. Am J Psychiatry 2011; 168(3):286-92.  
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Missing as little as 25% of the prescribed dosage over a period of ≥2 weeks significantly 

raised the risk of returning psychotic symptoms.



1. Adapted from Robinson D, et al. Arch Gen Psychiatry 1999; 56:241–7.

4.89 4.57

First relapse Second relapse

Stopping Medication is the Most Powerful Predictor of Relapse

Hazard Ratio compared to continuing therapy 
(n=104)

Stopping medication 

is associated with a 

4- to 5- fold risk

of relapse compared 

to continuing therapy



• Lack of insight1,2

• Medication beliefs2

• Substance abuse2

• Complex dosing regimens3

• Adverse events4

• Stigma of antipsychotic medication5

Key Contributors to Nonadherence

1. Dassa D, et al. Aust N Z J Psychiatry2010; 44(10):921-8. 

2. Higashi K, et al. Ther Adv Psychopharmacol 2013; 3(4):200-18.

3. Pfeiffer PN, et al. Psychiatr Serv 2008; 59(10):1207-10.

4. DiBonaventura M, et al. BMC Psychiatry 2012; 12:20.

5. Hudson TJ, et al. J Clin Psychiatry 2004; 65(2):211-6.



• Nonadherence – 4X

• Substance use – 3X

• Highly critical family / Significant others - 2X

• Family history / Biology  - 2x

Key Contributors to Relapse



How Long Should We Continue Treatment

After An Initial Episode?

Key question with no clear answers. 



Q & A 
To submit a question please use the “Ask A Question” 

button on the top right of your screen. 



To attend the next presentation, please click your preferred Concurrent 
Session topic from the agenda below your video player.


