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Objectives

» Discuss medication treatment approach in first episode psychosis
« Chose medication based on tolerability and address side effects.
* Highlight importance of treating co-morbidities

* Introduce shared decision-making concepts to improve therapeutic alliance and
Improve medication acceptance and adherence



First Episode Psychosis
Treatment Considerations




Strategies for Engaging Patients in Treatment

Therapeutic engagement of young people with a psychotic iliness:

1. Improves if staff do not insist that the young person accepts the diagnosis as
soon as possible

2. |s helped if staff search for common ground to understand clients’ experiences
3. Is helped by consistent and persistent contact with a key worker

4. Explores and discusses openly the young person’s future goals and also their
fears....their perspective

5. Do not be judgmental — especially around the topic of drug use



What are Obstacles to Improving Outcome?

« Difficulty establishing diagnosis

» Delay in adequate treatment

» Remission not achieved or sustained
» Non-adherence to treatment
 Substance abuse

* Limited response to medication for negative symptoms, a major driver of
functional outcome

» Difficulty treating cognitive and depressive symptoms

Cassidy CM, Norman R, Manchanda R, et al. Schizophr Bull. 2010;36(5):1001-1008.



Goals of Pharmacotherapy in FEP

* Reduce DUP

 Achieve and maintain remission

* Improve quality of life

* Prevent progression of the disease

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.



Pharmacotherapy Discussion Points with FEP patients

» Often useful to include the family in this discussion
* Discuss all treatment options with patients — including LAls and clozapine

« Most patients will refuse LAls, but if 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 Choices




Pharmacotherapy Approach

* Use metabolically favorable second or third generation antipsychotic (SGA, TGA)
medications first

« Offer LAl early in the course of treatment — discussed at very first or second visit.
* |f complete or partial non-adherence is suspected, LAl re-discussed
- |f 2 failed adequate trials — we strongly suggest clozapine

« We prefer a trial of an LAl before clozapine to differentiate between lack of efficacy
and partial/non-adherence



Pharmacotherapy: Safety First Protocol

1. Metabolically favourable SGA/TGA -

« Aripiprazole, Brexpiprazole, Cariprazine, Lurasidone, Asenapine (rarely used),
Ziprasidone (rarely used);

* Or Arip, Risp or Palip if LAl is being considered
* Or straight to SGA/TGA- LAl — Aripiprazole or Paliperidone

2 . Choose
« Different MF SGA/TGA if intolerability, lack of efficacy.
« |f Partial/non-adherence suspected choose SGA/TGA-LAI.
* |f severe EPS consider quetiapine

3. SGA/TGA - LAl or Clozapine
4. Clozapine



Pharmacotherapy: Safety first protocol

» Whatever medication is chosen first will usually work in 70-75% of patients for
psychosis’ — and even up to 87% in some studies

* Therefore, tolerability drives choice
 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’

« SGA - LAls are preferred when accepted given high rates of non-adherence
 FGA are not used given negative effects on brain volumes'?

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)



http://www.biologicalpsychiatryjournal.com/article/S0006-3223(15)00099-2/abstract
http://www.biologicalpsychiatryjournal.com/article/S0006-3223(15)00099-2/abstract
http://www.biologicalpsychiatryjournal.com/article/S0006-3223(15)00099-2/abstract

Some Experts Recommend 3'9-generation Antipsychotics as

First-line Treatment for Antipsychotic-naive Patients
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AR, aripiprazole; BE-PSD, Brief Evaluation of Psychosis Symptom Domains; CLO, clozapine; ECT, modified electrocon vulsive therapy; EPS, extrapyramidal symptoms; LA, long-acting injection; OLA, olanzapine; PAL,
paliperidone; QUE, quetiapine; RIS, risperidone; TRS, treatment-resistant schizophrenia; URS, ultra-resistant schizophrenia
Huhn M, et al. Lancet 2019; 394:939-51.



If you had a Treatment Strategy that:

« Saved lives
* Reduced costs
* Diminished family burden

* Improved functional outcomes

Dr. John Kane, personal communication, with permission



If you had a Treatment Strategy that:

« Saved lives In what proportion of
patients would you use it?
 Reduced costs

* Diminished family burden 100

» Improved functional outcomes 75 ?
50 [

25

0

Dr. John Kane, personal communication, with permission



In Mirror-Image Studies, LAls Reduce Risk of Hospitalization

Compared with Oral Antipsychotics

Study RR p-value
Girardi et al. 2010 < l LAls showed strong 0.024 0.009
Beauclair et al. 2005 < l superiority over oral APs 0.092 < 0.001
Arato & Erdos 1979 | ¢ i in preventing 0.204 <0.001
Devito et al. 1978 ‘ ® ’ NEEpIEl DT 0.281 < 0.001
Denham & Adamson 1971 —@— 0.333 < 0.001
Morritt 1974 ‘ ¢ ’ 0.343 < 0.001
Lam et al. 2009 H@H 0.369 < 0.001
Lindholm 1975 ‘ ¢ i 0.391 < 0.001
Peng et al. 2011 —@— 0.452 <0.001
Gottfries & Green 1974 i ® I 0.529 0.005
Rosa et al. 2012 ‘ ¢ i 0.529 0.094
Chang et al. 2012 —@— 0.557 < 0.001
Johnson & Freeman 1972 @ 0.570 <0.001
Crivera et al. 2011 @ 0.597 < 0.001
Ren et al. 2011 L 4 0.663 < 0.001
Scestka et al.1984 : @ I 1.286 0.569
TOTAL (16 studies) @ 0.430

(n=4,066)

0.10 Favors LAl 1.00 Favors oral APs 10.00
o _ _ Risk ratio (95% Cl)
Adapted from Kishimoto T et al. J Clin Psychiatry 2013;74(10):957-65.




Shaping the discussion with the patient on LAl/Clozapine

Decreased Risk of Rehospitalization With LAls/Clozapine

HR (95% CI)

Adjusted Hazard Ratios (HRSs)
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Tiihonen J et al. JAMA Psychiatry 2017;74(7):686
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Adverse Effects of Key Antipsychotics

Atypical antipsychotics

Risperidone 00 @ @ initially 00 0]@) @) @ @ initially
Quetiapine @) 000 6]6) 000 ©]6) 00
Olanzapine O Q00 0o elele} @00 O

Clozapine O 000 000 Q00 Q00 00O

Amisulpride oo O O O O O

Aripiprazole O @) O (©) @) O

Ziprasidone O ©]@) O O O 00O

Typical antipsychotics
Haloperidol 000 O Q0O 00 @) ®)
Chlorpromazine 00 00 000 000 000 000

Approximate frequency of adverse effects: @ (<2%) = negligible or absent; O (>2%) = infrequent; @ @ (>10%) = moderately ‘
frequent; @ @ @ (>30%) = frequent. * rarely a problem at usual therapeutic doses



Pharmacotherapy of Side Effects

Some Treatment Options

Prolactin elevation
« Add a dopamine partial agonist e.g., aripiprazole, brexpiprazole, cariprazine

Constipation
« Add stool softeners

Weight gain/metabolic syndrome
* Diet/exercise, add metformin, ? semaglutide

Sedation
 Change timing of dose, look as sleep habits, r/o OSA
Insomnia
« Sleep hygiene, CBT for insomnia, then medication — many options ( Trazodone,
Doxepin, Z drugs, Lemborexant, Quetiapine)



Pharmacotherapy of EPS Side Effects

Some Treatment Options

Akathisia
* Propranolol, gabapentin, benzodiazepines, low dose mirtazapine

Parkinsonism

 Benztropine, amantadine
Dystonia

 Benztropine, amantadine

Tardive Dyskinesia
« Stop anticholinergics, switch to quetiapine or clozapine, add tetrabenazine



Which medication is best for your patient?




Pharmacotherapy of Co-morbidities:

Anxiety, Depression, ADHD, SUD

* Antidepressants — often used for co-morbid anxiety and depression in
Schizophrenia/Psychosis.

 Be aware of potential drug-drug interactions — Many SSRIs will slow metabolism
and raise antipsychotic blood levels

« Citalopram and escitalopram have fewer drug interactions among SSRIs;
Desvenalfaxine (pristiq) among the SNRIs

 Pregabalin or gabapentin can be considered for anxiety as well

* Limit use of benzodiazepines

« Stimulants for ADD/ADHD - only if adherence to antipsychotics is assured
 Consider naltrexone for AUD, and possibly CUD



Adherence to Treatment

* Delicate to assess — strong evidence that clinicians tend to overestimate

* A variety of approaches have yielded positive results, including:
 Family intervention
* Psycho-education
* Financial incentives
« Variety of integrated care approaches
e SMS reminders

 Experts’ consensus: need for a personally tailored approach

1. Kopelowick A, et al. Arch Gen Psychiatry 2012;69(3):265-273; 2. Xia J, et al. Schizophr Bull 2011;37(1):21-22; 3. Priebe S, et al. BMJ 2013;347:f5847; 4. Schéttle D, et al. Curr Op Psy 2013;26(4):384-408; 5.
Montes JM, et al. Psychiatry Research 2012;200(2):89-95. 6, Velligan DI, et al. J Clin Psychiatry 2009;70 Suppl 4:1-46; quiz 47-48.



Strategies to Decrease Nonadherence with Treatment

 Ensure positive patient-physician relationship, « Manage side effects rapidly and effectively
build “therapeutic alliance”  Provide education about illness and treatment
» Develop treatment plan (written and verbal)

+ Involve caregivers/family Discuss risks and benefits regularly

+ |dentify risk factors for nonadherence Assess and monitor adherence regularly

- Choose treatment strategies promoting maximum Review goals of treatment and patient expectations

efficacy and minimal side effects periodically
Minimize disruption and inconvenience

 Follow evidence-based guidelines
Ensure reimbursement of cost

 Prescribe simplest titration and dosage regimen
(once-daily oral or long-acting injection)

» Use monotherapy where possible

Adapted from: Fleischhacker WW, Hofer A, ed. London: Current Medicine Group; 2007. Chue P & Procyshyn, R Clinical Companion 2009



Consequences of Relapse

Potential
danger to self

Loss of and others Increased

self-esteem

(due to stigma) cost of care

Loss of
functional
achievements

Social stigma
leading to
discrimination

Consequences of
Relapse

Potential lliness may

become resistant
to treatment

neurobiological

Family burden Harder to
sequelae

and re-establish
estrangement previous gains

1. Kane JM. CNS Spectr 2007;12(10 suppl 17):21-26; 2. Robinson D, et al. Arch Gen Psychiatry 1999;56:241-247; 3. Law MR, et al. J Clin Psychiatry 2008,69:47-53; 4. Thornicroft G, et al. Lancet 2009;373:408-415. ‘



SDM: OPTIMA and OPTIC

Shared Decision-Making Tools
https://www.epicanada.org/tools-shareddecisionmaking




Classic SDM: Shared Decision-Making Paradigm

SIX STEPS in the shared decision-making process:

1. Inform the patient which decisions must be made

2. Ask the patient how and to what extent he or she wants to be informed and
included in decision-making

Inform the patient that different (more than one) treatment options are available
Present to the patient the different treatment options
Help the patient to find his or her own preferences

A

Discuss, make or defer the decision

Adapted from Elwyn et al. 2001



How to Proceed with “Difficult Decisions”

One option is better than all others (according to evidence, team consensus) but
there is (feared or apparent) resistance from the patient’s side, e.g.:

« Take antipsychotics or not
* Medication treatment with LAI, clozapine, lithium....
* Court ordered treatment of not

Hamann J, Heres S. Psychiatr Serv. 2014;65:1483-6.



Harvard Model

Basic idea: Avoid confrontation (struggle)
Goal: Create an optimal environment for a shared-decision

Example:
 During rounds, a patient says that they want to stop treatment immediately and leave the ward

 Problematic reaction of the HCP/team: instant (likely emotional less rational) reaction

Hamann J, Heres S. Psychiatr Serv. 2014;65:1483-6., Hamann J, et al. BMC Psychiatry. 2017;17:78



BATNA “Best Alternative To A Negotiated Agreement”

“I am not taking any treatment because | am not sick”

Optimal outcome

Hamann J, Heres S. Psychiatr Serv. 2014;65:1483-6. Hamann J, et al. BMC Psychiatry. 2017;17:78.

Transfer to LAl before discharge




BATNA “Best Alternative To A Negotiated Agreement”

“I am not taking any treatment because | am not sick”

Optimal outcome
M | N | mal Outcome Maintain a doctor-patient

relationship and prevent harm

Transfer to LAl before discharge

Hamann J, Heres S. Psychiatr Serv. 2014;65:1483-6. Hamann J, et al. BMC Psychiatry. 2017;17:78.



BATNA “Best Alternative To A Negotiated Agreement”

“I am not taking any treatment because | am not sick”

Optimal outcome

Determine all the alternative options, between optimal
BATNA and mimimal outcomes, that would be satisfactory

T2y Maintain a doctor-patient
Mlnlmal OUtcome relationship and prevent harm

Transfer to LAl before discharge

Hamann J, Heres S. Psychiatr Serv. 2014;65:1483-6. Hamann J, et al. BMC Psychiatry. 2017;17:78.



OPTIMA: A Tool for Patient Engagement

OPTIMA PATIENT
DECISION AID

‘ Early Intervention

in Psychosis

SHOULD YOU TAKE MONTHLY MEDICATION FOR YOUR
SYMPTOMS?

Why are you being offered monthly medication for your symptoms?

Your symptoms affect your ability to function well at home, school or work, and in your social life.
Medication is a vital part of freating your symptoms and restoring your ability to take part in everyday
activities. The main goal of taking medication is to help you stay well so you can stay out of hospital.
Starting medication when symptoms first happen is the best way to do this.

Uninterrupted medication helps you stay well.!

o Being well is known as remission. This is shown in
the graph titled “Possible Outcomes of Psychotic
Symptoms".

o If you do not take medication for your symptoms, —
you cannot function well. You may needtobein | *
hospital often, as you wil have symptoms
(relopses). Having relapses affects your brain and
prevents full recovery. This is shown in the graph.

wonter Comranes mim manr wamcanon
N e Taking medication for your symptoms monthly

provides steady levels of medication in the body, as
shown in the groph fitled “Monthly Medication
Compared with Daily Medication Provides a Steady
Level of Medication in the Body".2
. This way of giving medication may decrease side
effects, such as sleepiness and weight gain,
- compared with daily oral medication.® Daily
medication is shown in the graph.
e Monthly medication may also increase effectiveness, as it decreases the risk of recumrent
symptoms, compared with oral medication.
« With monthly medication, you receive less medication than with daily medication.

‘ Early Intervention

in Psychosis

What are your options?
1. Take medication monthly.

2. Do not take medication monthly. Talk to your doctor about daily oral medication

Lieberman JA, Koreen AR, Chakos M, et al. Factors in

schizophrenia: implcot
? Sheehan JJ, Relly KR, F
ble antipsychotics and #

hopharmacology and adverse effec

2009;(Suppl 52):513-9.

for understanding the poti

uencing freatment response and outcome of first-episode

phys

izophrenia. J Ciin Py

gy o

oral equivalents. Innov Clin Neurosci. 2012:9(7-8):17-23

of antipsychotic long-acting injections: a review. B¢ J Psychiatry

OFFERING PATIENTS THERAPEUTIC INFORMATION MEDICATION ALTERNATIVES (OPTIMA)

Person's Name:

hiatry. 1996:57(Suppl 9):5-9.
J, Alphs L. Comparison of the peck-to-trough fluctuation in plasma concentration of long:

BENEFITS AND REASONS TO CHOOSE MONTHLY MEDICATI YES NO
When you take monthly medication rather thon daily Is it importont to you to get along better with o o
medication, you may get along at home better, be able to | fomily and friends?
g0 10 school or work, have o better social life and be more | s it important 1o you 1o be able to go fo o [=]
satisfied with treatment.! school or work?

Is it importont to you to have a better social =] o
People who switch to monthly medication say their life?
symptoms, ability to function in their daily life, and Is it important to you to be satisfied with =] o
satisfoction with treatment are much better with monthly your treatment?
medication.23
Over two years, more people stay on treatment with Is it important 1o you to stay on medication? o [=]
monthly medication than daily medication.«
If you need to be hospitalized with symptoms, you may Is it important to you to spend less time in
spend much less time in hospital with monthly medication hospital?
than with daily medication, about two-thirds less time.*
People who forget to take their medication daily are more | Is it important to you to avoid being [=] [=]
likely to have symptoms and more likely to be italized ized with 2
than people toking monthly medication®
Over a one-year period, people taking daily medication
are three times more likely 1o be hospitalized with
symptoms than people taking monthly medication.’
Relapses make It harder for you fo recover. Usually, fewer | 15 if imporfont 1o you fo have better long ferm | ) [a]
relapses happen with monthly than with doily medication. treatment result ond fewer relopses?
Long-term treatment results are better with monthly
medication.”
Some monthly medication begins to work fast® This means | Is it importont to you to recover foster and o o
you may be able to recover faster and leave hospital leave hospital sooner?
sooner.
When you take monthly medication, you have more steady | Is it importont 1o you to have fewer side o o
and even levels of medication in the body and may have effects?
fewer side effects, such os sleepiness and weight gain,
than with daily medication.?
You receive less medication with monthly than with daily Is it important 1o you to receive less [=] =]

icath medication?
When you take medication monthly, you do not need to Is it important to you not to worry about =] [=]
worry about remembering to toke medication daily. remembering to take medication?
Toking monthly treatment may be simpler for you than Is it important to you to simplify your o [=]
toking daily. medication plon?
If you forget to go for your monthly medication, we will Is it importont 1o you 1o stay connected to your| O o
chedule your with your team to teom?

maintain your medication's effectiveness.
People taking monthly medication better protect their Is it important to you to protect your brain =] a

brain from additional illness than people taking daily

medication.'®

from the iliness?

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

https://www.epicanada.org/optima

| OPTIMA PATIENT
L cReantion DECISION AID
|

SHOULD YOU TAKE MONTHLY MEDICATION FOR YOUR
SYMPTOMS?

A consult decision aid for people with psychotic symptoms and healthcare
professionals to discuss options.

What does the acronym OPTIMA stand for?
Offering Patients Therapeutic Information on Medication Alternatives



The OPTIMA Tool has 3 Parts

Education for: 1) HCP and 2) Patient

OPTIMA PATIENT
& cary intervention & Early Intervention
in Psychosis DECISION AID in Psychosis

SHOULD YOU TAKE MONTHLY MEDICATION FOR YOUR ikt
SYMPTOMS? Sk actcton

Why are you being offered monthly medication for your symptoms?
v our n wel of b ’ .

hool or work

OFFERING PATIENTS THERAPEUTIC INFORMATION MEDICATION ALTERNATIVES (OPTIMA)
Person’s Neme.

3) Motivational Interview

beoin from odditionol iliness thon people taking doily
medicotion

from the iinews?
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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.




Patient Handout

3 Important Sections:

a) Should you...

b) Why?

c¢) Education on continuous treatment

‘ : OPTIMA PATIENT
Early Intervention DECISION AID

in Psychosis

SHOULD YOU TAKE MONTHLY MEDICATION FOR YOUR
SYMPTOMS?

Why are you being offered monthly medication for your symploms?
YOUr SympPioms OfecC! yOur ODaty & A W hON we Mnr ™. KHOO O WOk » g+ B

ing medicoton & help v

Uninterrupted medication heips you stay wel

& T—d
= == -
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OPTIMA Questionnaire

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

OFFERING PATIENTS THERAPEUTIC INFORMATION MEDICATION ALTERNATIVES (OPTIMA)

BENEFITS AND REASONS TO CHOOSE MONTHLY MEDICATION NO
When you take monthly medication rother than dolly & It important 10 you 10 get clong bemer with o o
medication, you may get clong at home befter, be cble 1o | fomily ond friends?
90 10 school or work, hove o better socicl life ond be more | ks it important 10 you 1o be oble fo go 10 =] o
sotisfied with rectment. | school oe work?

ks it important 10 you 10 hove o bemter sociol o o
People who 1witch 1o monthly medicotion say their Ee?
sympioms, ability 10 funcrion in their doilly ie, ond s &t important 10 you 1o be sotisfied with o o
sotsfoction with treatment are much better with monthiy your trectment?
medicotion. i}
Over two yeors, more people stay on treatment with s it important 10 you 10 2ay on medicotion? =]
monthly medicotion than daily medication.*
i you need 10 be hospiialized with symptoms, you may ks it important 10 you 10 spend less time in =] =]
spend much less time in howpital with monthly medicotion hospirall
thon with dolly medicotion, cbout two-thirds less time.*
People who forget 10 1oke their medicotion doily are more | Is it important 10 you 1o ovoid being ] o
likely 1o have sympioms ond more likely 1o be hos lized pitolized with P! 2
thon people toking monshly medicotion*
Over o one-year period, people toking daily medication
are three times more lkely 10 be hospitalized with
symptoms thon people toking monshly medicotion
Relopses moke it harder for you 10 recover, Usually, fewer | ks it impornant 10 you 10 have better long term [=] [=]
relopses hoppen with monthly hon with doily medication. trectment result ond fewer relopses?
Long-term trectment results ore beter with moathly
medicotion.”
Some monthly medication begins 10 work fost® This meons Is it imporiont 10 you 10 recover foster ond o o
you moy be cbie to recover foster ond leove hospital leave hospital sconer?
sooner.
‘When you take moethly medication, you have more steody | ks it important 10 you 10 hove fewer side o o
ond even levels of medication in the body ond moy hove effecrs?
fewer side effecss, such as sleepiness ond weight gain,
thon with doily medicotion.®
You receive less medicotion with monshly thon with dally & it important 10 you 10 receive less =] o
medication. medication?
Whea you toke medication monthly, you do not need 10 Is it important 10 you not 1o worry obout (=] (=]
worry about remembering 10 toke medicotion doily. remembering 10 toke medication?
Toking monthly treatment may be simpler for you thon s It important 10 you 10 simplify your o o
toking daily medicotion plond
H you forget 10 go for your monthly medication, we will & it important 10 you 1o stay connected to your| O =]
reschedule your oppoirement with your trectment teom 10 treatment teamd
maintoin your medication’s effectiveness.
People taking monthly medication better protect their Is it important 10 you 1o protect your broin [=] o

broin from odditionol iliness than people taking doily
medication, '

from the ilines?




OPTIC: Offering Patients Therapeutic Information about Clozapine,

decision-making tool

by Lauren Said, Pharm.D and Howa

Abstract

d C. Margolese, MD, CM, MSc,

FRCPC

» 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.

Poster presented at
SIRS virtual meeting
On April 20t 2021
Submission #3007067

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.

CLOZAPINE
DECISION AID

‘ Early Intervention

in Psychosis

BENEFITS AND REASONS TO CHOOSE CLOZAPINE

clozapine.

CLINICIAN
SUPPORT TOOL

Early Intervention
in Psychosis

OFFERING PATIENTS THERAPEUTIC
INFORMATION ON CLOZAPINE (OPTIC) ©

Pafients suffering from schizophrenia often have an inadequate clinical response and less
favourable functional outcome. It is important for physicians to use the most effective treatment
possible. Although clozapine hos proven ifs benefits for reatment resistant schizophrenia (IRS), it s
still only prescribed in 20-50% of eligible pafients.” The purpose of OPTIC is fo provide guidance for
physicians on what information fo discuss with pafients when offering clozapine as a freatment
opfion. Clozapine should be offered systemafically fo people with TRS as soon a3 they become
eligible. This fool can facilifale a posifive offer and increase acceplance of clozapine by your
patient.

INICA NDATION: USE OF I

Clozapine is @ second-generafion anfipsychofic medication that has proven fo be more effective
than other anfipsychofics for pafients with TRS. Clozapine has been shown fo improve remission
rates, and reduce psychofic symptoms, fisk of relapse, length of hospitafzation, suicidal risk, and
mortaiity. Despite its effectiveness, it remains underused in Canada, and is often prescribed as o
lost resort.! Physicians and patients often have negative perceptions towards the medicafion due
fo the side effects and specific laboratory moniforing requirements. However, according fo
Canadian guidelines, clozapine shouid be offered as a 3@ line therapy, i.e., affer two unsuccessful
friok of adequate dose and durafion using ofher anfipsychofic medications.? This is also refered
fo as TRS. I is imporiant o discuss clozapine’s effectiveness in recling TRS with patients fo cliow
them fo make an informed decision about their freatment. Clozapine should be offered fo bothin-
patients and outpafients who have poor freafment response or lingering symptoms due fo parfial
response with ther cument freatment. Pafients who are highly suicidal, who have substance use
disorders and who present with polydipsia may cko benefit from clozapine.

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

RECOMMENDED APPROACH TO DISCUSSING CLOZAPINE

WHO
» People with freatment resstant schizophrenia (TRS) - Le., unsalisfaclory tesporse fo
2 adequate friak with ofher antipsychotic medication
« Peopie with schizophrenia that have a high risk of suickdalty
« People with schizophrenia and @ co-morbid substance abuse disorder (possily)
« Poopia with schizophrenia who prosent polydipsia (possibly)®

WHEN

HOW
Suggestions for infiafing the discussion:
 “We have falked about your goals and the imporlance of medication fo manage your

symptoms. We have fried different anfipsychotics and have not succeeded in freafing
your symptoms. Now, | would ke to tok fo you about clozapine, which is an effective
anfipsychofic that s recommended for people ike you who have not responded well fo
other medicafions.”

Question 1: Why are you being offered clozapine for your symptoms?

Review and help the patient understand the benefits of clozapine affer two failed

anfipsychotic freatments (remission).

Every other trial affer the second antipsychofic has a response rafe of roughly 10-20%,

except for clozapine which has a response rate of 60-77%.°

KEY POINTS TO REMEMBER ABOUT CLOZAPINE

1. SIDE EFFECTS

When reviewing clozapine's side effects with patients, it is important fo adequately describe

them so that patients can have an honest depicion of the medication. However, it should be

menfioned that even though they are “common side effects, not ol pafients vl experience

these symploms. Furthermore, most of them can be adequately managed with a healthy

ifestyle and/or pharmaceutical freatments. As for the severe side effects, given that clozapine

is an older medicafion, a lot of information is available about its pofential side effects and their

associated risks ore well documented. Ako, many experts have recommended strategies fo

reduce the incidence of severe side effects. Therefore, they are now corsidered wel-managed

2. BENEFITS

Clozapine was shown fo be more effective than other anfipsychofics in many studies. In fact,
one parficular study shawed that atter 3 months of reatment with clozapine, pafients showed
significant improvement in symptorms, improved quallty of ffe and greater improvement in fheir
overal mental health compared fo other anfipsychofics.

SHOULD YOU TAKE CLOZAPINE FOR YOUR SYMPTOMS?

Why are you being offered clozapine for your symptoms?

Your psychotic symptoms have not responded 1o the medications you have faken o far. Your symptoms affect
your bty 1o funcion wel af home. school o work, and in your S0Ck fecication s G vilal part of reating
your symploms and restoring your abity 10 1oke part in everyday octivities. Clozopine & the gol
medication for peopie who have not responded well 1o fwo difierent medications. such as yor
00t of foking medication i 1o help you tnat you can function wel. reach your ful potential, and, of
Course, stay out of hosptal. Taking medicaion that can adequately reat your symploms, such as Ciozapine, s the
best way fo accomplsn this

What are the benefits of taking
effective medications?

wonening symploms [relapses). Having
relopses affects your brain health ond
prevents you from recovering fuly, as
shown in the graph 1o the side. =

Clompine rmduces psychotic symploms, risk of
relapse. length of hospitatzation. and mortaltty for
people that have not shown o significant
improvement in ther symploms with Ofher
anfipsychofics.

When you tak than other medication,
you may get along af home betier, be oble 1o go io school
or work, have a better sodal Ifa and be more safsfied
with freatmend. People who switch fo clazapin say their
symproms, ability 1o fuction in their daily i, and
satisfaction with treatment is better !

mportant 1o you o be able o go 1o school
or wark?

s 1 important 1o you to have @ belier sooal
e

s 1t Important 10 you 1o be sofistied wih
ow treatmen?

Orver two years, more peaple stay on dozapine fhan oiher
medication !

People not opfimally freated are mare ikely 1o have
symptoms and more bkely to be hospitalized than people
raking clozapine.®

s it Important to you 1o oy on medication?

Is if imporiant 1o you to oveld being
bospitalizesd with symptons?

cozapine con better prote their brain compared 1o
people taking less effective medication.

Relapses make it hardor for you to recover, Usually, fwer | s # mportant 1o you to have @ betier long- | O | O
relapses happen with clozapine since It i the most term reamment result and fewer relapses?

effsctive treament for your condition. Long-term nisatment

rewdts are batter with clozapine *

You are being offered clozapine because you have wpertant for you 1o take the medicatien | O | O
symptoms fhat are not responding fo othar medications | with tha bast chonce of responsa?

and dozapine offers e best chonce of response. It is the | Is it important for you o take fhe gald o
gold standard of care for your condition. stondard treatment for your condiion?

Some pafients who are now taking multiple medicafions | I i important fo you to simphfy your o o
ight be able 1o toke fewer medications when teking medication plan?

dozapmet |

The scheduled laboratory monitoring allows youto be | s mpartant 1o you 1o stay comeded fo your| O | O
mare conmected to you treaiment team trectment tea

Since clazapine couses fewer rolapses, prople faking s it mportant to you o profect you brain ]

from the linesst

RISKS AND REASONS TO AVOID CLOZAPINE

ve tried two Rterent tying
fion other than clozapine has a very low
ting you feel roughly 10.20%

sympioms, with @ response rate of &0-

have petential side efficts. To gain a better understanding
of clazapine’s side effects, we should discuss them in
comparton with any oltematrve medication,

scame of the potentiol side effects of
dazapine?

You may experience minmal discomfort when gefling your | Are you able fo folerate some discoarfort ]
blood tests, but most patients tolorate this well coused by regulor blood festing?

‘Opfronal question dependng on avaiabiity of capillary Bleod | I you ara uncomfortable with requiar blaod | O | O
resting: tosts, would this devico be an acceptable

I you responded NO fo fhe previous question: ahemanive for yout

For peaple uncomfoable with blood tests, here is ¥ yes, ask your doctor i this device s

davice that ollows for regular monitoring with a simple ovoilable in your areo

prick of a fingsr. A small drop of blood is then collacted

from the tip of the finger and is used for testing

Blood tes ars ially adminitered weekly hen every | Are you able fo folerate the mcomvenience of | O | O
two weeks and affer 1 year, every 4 weeks [monthly)® | the blood moniloring schedule?

‘Clozapine sice effeds may inchude sedation (lredness), | Are you willng fo exerdse, eof healihy foods | O | O
weight gain, hypersalivation (drooling or excess salival, | ond take oddilional medication o manage

consfipation and palpitations. Mest of these side effects | side effecs if ey ocar?

can be adequately managed with diet, exercise, or ofher

medication™

Like oll of the medications offered 1o you, clozapine does | Do you think you would be able to tolerate o o

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 LAl 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.
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OPTIC Consists of 3 Parts

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

https://www.epicanada.org/optic



Should | Continue an Antipsychotic?

And if Yes, for How Long?

Benefits Risks
* Relapse prevention « Medication side effects
* RRR=0.36-0.57 * Less recovery?

Reduced mortality
RR=0.39-0.73

Tiihonen et al, 2017; Thompson et al 2018; Correll et al, 2022, Correll et al, 2018; Bechard et al 2021, Carbon et al 2018 L



» When choosing your initial treatment, decide based on current and possibly future
individual patient needs

 Engage patient in their treatment choice using a shared decision making (SDM)
approach as this can improve adherence

 Treat both side effects and co-morbid conditions to better address individual
patient needs

 Consider LAls and when TRS is established clozapine earlier in the treatment
trajectory as these medications can improve outcomes



‘ Early Intervention
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Discussion:
Questions & Comments
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Evaluation

Please click on the link provided in the chat box.
Your feedback is so valuable!
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