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Executive summa ry

How far we have come
and where we need to go

A multidisciplinary panel discussion on the use of long-acting
injectable medication in Canada

Schizophrenia and related psychotic disorders present a significant burden in
Canada, in part due to high relapse rates and frequent hospitalizations.'? While orall
antipsychotics are effective, consistent adherence is frequently compromised by
system-level challenges and patient-level factors, resulting in a cycle of instability
that is increasingly difficult to treat effectively over the long term.23

To address these challenges, clinical guidelines and real-world evidence increasingly
advocate for long-acting injectable antipsychotics (LAls) as a first-line treatment
option, particularly during the critical early stages of illness.?® Evidence demon-
strates that LAls are associated with significant reductions in all-cause mortality,
suicide, relapse rates, and healthcare costs, while also decreasing the duration of
hospitalizations and the frequency of legal system involvements such as arrests or
incarcerations.*® Despite these clear benefits, LAls remain underused in Canada,
representing a significant gap between clinical evidence and routine practice. 6

To help understand the current landscape and offer guidance on overcoming
barriers to LAl use, a multidisciplinary, pan-Canadian meeting was organized by
EPI Canada, in late 2025. The panel identified several persistent hurdles to wide-
spread LAl adoption, such as clinician bias, training gaps, transitions of care,
and systemic issues.

To address these challenges, the panel suggests shifting the perception of LAls
from a “punishment for nonadherence” to a modern delivery system. Actionable
strategies include expanding education, leveraging therapeutic innovation,

and enhanced advocacy. By aligning frontline providers with patient-centered
advocacy, Canada can reduce the long-term burden of schizophrenia and offer
patients a meaningful chance at stable, long-term recovery.


https://www.epicanada.org/

Introduction

Schizophrenia and related psychotic

disorders are serious conditions that
impact all aspects of life for more
than 147,500 people in Canada.'?

Despite the efficacy of antipsychotic interventions, the high rate of relapse remains
a critical concern. Beyond personal and family distress, relapses create a significant
societal burden and can make the condition more difficult to treat effectively in the
long run.2?

Adherence to antipsychotic medication is complicated by challenges, such as
cost and access; and patient level challenges, including lack of insight, cognitive
dysfunction, lack of social support, economic disadvantage, substance use, and
the stigma often associated with psychosis.?

Long-acting injectable antipsychotics (LAls) have been associated with a number
of benefits compared to oral antipsychotics, including functional improvements to
allow focus on psychosocial interventions, as well as reductions in:*

All-cause mortality, including suicide

Number and duration of hospitalizations

Relapse rates

Treatment discontinuation rates

Side effects

Healthcare costs

Arrests and incarcerations
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“Greater use of LAls, especially during early course
of psychotic disorders, may prevent relapses in
vulnerable patients, prolong periods of remission,
and facilitate engagement in psychosocial
interventions and rehabilitation in patients

otherwise unlikely to engage in these aspects
of treatment.”

Dr. Ashok Malla,

“Long-acting injectable antipsychotics:
Recommendations for clinicians”,

The Canadian Journal of Psychiatry, 2013

While historically reserved for patients with a history of nonadherence, clinical
guidelines and real-world evidence advocate for positioning LAls as a first-line
treatment option, particularly during the critical early stages of the illness. 31415
Moreover, studies have shown that preventive use of LAls is more beneficial than
reactive use after nonadherence or relapse.? Oral antipsychotic use has been a
stronger predictor of hospital readmission than substance misuse.’®”

Despite this, Canadian retrospective studies show that LAls remain underused
outside of early intervention programs, and are often delayed until the third line

of therapy or later.? For healthcare providers in Canada, the primary challenge is
no longer a lack of efficacy data, but rather the clinical implementation of these
treatments. Overcoming biases and integrating LAls into routine care are essential
to reducing the long-term burden of schizophrenia and improving the quality of life
for patients across the country.

To help understand the current landscape and offer guidance on overcoming
barriers to LAl use, a multidisciplinary, pan-Canadian meeting was organized by

EPI Canada. Attendees included psychiatrists, pharmacists, registered nurses, nurse
practitioners, social workers, and patient advocates from across the country.

This summary captures the panel’s key insights.
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The role of Early Psychosis
Intervention Canada

EPI Canada has long advocated for the use of LAls to help improve patient outcomes
after observing their benefits. This national not-for-profit, founded in 2012 as the
Canadian Consortium for Early Intervention in Psychosis, brings together researchers
and clinicians to improve early intervention services (EIS) for people with psychosis
by offering guidance, research, education, and clinical tools.

Since first publishing ‘Long-acting injectable antipsychotics: Recommendations
for clinicians”in 2013, as early adopters, the group has advocated LAls as a first-line
option for all patients, rather than a punitive measure for nonadherent patients.

With this goal in mind, EPI Canada continues to develop knowledge translation
and dissemination activities, with the goal of offering patients the best chance
at a meaningful life.

Figure 1. EPI Canada LAl-related activities
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LAl use in Canada

Many of the same themes that were revealed when EPI Canada was
formed still exist today. A recurring theme is the significant gap between
clinical guidelines and actual practice, where LAls are often still reserved
for patients who have already failed multiple oral trials.

Historically, LAl use in Canada was low; only 6.5% in 2006.® However,
recent survey conducted by EPI Canada found steady increases in LAI
use in EIS between 2016 and 2020 (24.7% vs. 35.1%), on par with use in
other countries.”

6.5%

Of note, prescription patterns noted that LAls are increasingly being 2006 2016 2020
used early the course of iliness and as part of routine clinical care, with most being

initiated without coercive/legal context (e.g, community treatment orders), and as part

of routine clinical care, in line with guideline recommendations.®'® The majority

of injections were administered within the clinic an individual's case-manager

or nurse, offering a patient-centred approach to support continuity of care and

treatment engagement.”®

70.6% of the patient population
remained on LAls at 24 months
post-discharge

Another EPI Canada real-world study examining the continued

use of LAls following EIS discharge found that while 70.6% of the
patient population remained on LAIs at 24 months post-discharge,
discontinuation of LAls after discharge may contribute to decreases
in EIS treatment gains.”® The retrospective cohort study further noted
associations with LAl use and reduced emergency visits, inpatient
admissions, and reduced inpatient stays in patients with
long-standing psychotic disorders.’
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While discontinuation was occasionally driven by clinicians’ desires to reduce side
effects or switching to clozapineg, this study found it was most likely to be patient driven
(“patient refused”). Unexpectedly, the study noted a subset of treatment-adherent
patients who stopped and then restarted their LAl medication, suggesting that
continuing to offer LAls even after an initial period of discontinuation or reluctance
may be beneficial. It also may indicate that, despite stated negative views of LAls

by patients in this subset at discontinuation, their past experience demonstrated LAl
efficacy.® Further patient education, when indicated, on the long-term or ongoing
benefits of LAl use may increase consistent use.”®

This study adds to the evidence that continued promotion of LAl use is important
for treatment success for individuals with early phase psychosis.”®

Philip Tibbo, MD, FRCPC
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Barriers to adherence
and widespread LAl use

Despite the wealth of guideline recommendations, demonstrated efficacy, research,
and education demonstrating the benefits of LAIS, they continue to be persistently
underused in clinical practice. During the meeting, panellists considered their

experiences with LAIs to uncover present day barriers.

Clinician awareness, knowledge, experience, and attitudes

Clinician bias and stigma: There is a persistent assumption among some
prescribers that patients will reject needles due to fear, feelings of coercion, or pain.
However, anecdotal evidence shared by panellists suggested patients are often
highly receptive to the “relief” of not requiring daily pills. Panellists considered that
with the recent increase in use of injectable therapeutics, such as GLP-1receptor
agonists, buprenorphine/naloxone, suboxone, or vaccinations, patients may have
increased comfort levels with needles as a method of administration.

Perceptions of appropriate patient populations: Lingering views of offering LAls
only to nonadherent patients persists, despite education and recommendations
that they should be offered in all phases of psychosis.?

Discomfort with offering LAls and expectations of refusal: Panellists noted that
many clinicians are not comfortable with discussing LAls or are not well equipped
to handle objections. Others find that patients receive conflicting messaging on
LAls. One experienced psychiatrist stated that depending on how the discussion
is framed, most patients are very accepting of LAls.

Training gaps: Many medical residents lack exposure to LAls. There is a critical need
to update educational curricula to ensure new clinicians are educated on both the
didactic and practical aspects of depot medication in schizophrenia and related
psychotic illnesses. Multidisciplinary clinicians, such as primary care physicians,
nurses, social workers, and pharmacists, also lack education on LAl administration
and monitoring. One pharmacist mentioned that many colleagues are cautious

to offer patients guidance on LAls for fear of interfering with what their psychiatrist
has told them. Given that patients tend to see mulidisciplinary clinicians more
frequently than psychiatrists, they are a critical focus for education.
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Initiation of LAls is not often considered in acute/emergency settings: The antipsychotic medication

and formulation that is initiated in emergency/inpatient care tends to be the one that is continued.
However, long-term outcomes should be considered during antipsychotic initiation, as many medications
can transition to LAl formulations following the first few doses of oral antipsychotic therapy.

The pharmacokinetics of atypical LAls, new formulations that do not require oral supplementation or
loading doses, and new loading strategies with the rapid achievement (hours to days) of therapeutic
plasma levels suggests consideration of earlier initiation in a variety of acute care settings to help
stabilize patients presenting with acute exacerbations of psychosis.?? Initiation of LAls in the emergency
department or day hospital settings could avoid unnecessary medication switches. It may also allow
for community interventions, deferring or avoiding hospitalization with consequently less disruption and
stress for patients, caregivers, and supports.®

Atypical LAls approved
in Canada?

Injection type

Site

Frequency

Oral supplementation

or loading dose

Time to
therapeutic levels

Aripiprazole
monohydrate

(monthly)

Aripiprazole thixotropic

(two-monthly)

Paliperidone palmitate
(monthly)

Paliperidone palmitate

(three-monthly)

Risperidone
microspheres

Risperidone In-situ
microparticles

Risperidone extended-
release suspension

Intramuscular (IM

Subcutaneous

) Deltoid/
gluteal

Gluteal

Deltoid/
gluteal

Deltoid/
gluteal

Deltoid/
gluteal

Deltoid/
gluteal

Abdomen/
back of arm

QM

Q2™

QM

Q3M

Q2w

QM

QM

Yes

Yes

Yes

No
(must be stabilized
on QIM PP)

Yes

No

No
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24 hours

24 hours

4 days

Therapeutic
levels maintained
if switched after
4 doses of QIM PP

3 weeks

<24 hours

<24 hours
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Challenges with transitions of care: Another area where medication adherence is
challenged is during transitions of care. Following discharge from inpatient units or
EIS, patients have less support with medication adherence. Particularly, the transition
of care from specialized EPI programs back to primary or community care can be
especially difficult, as many family physicians feel uncomfortable administering
injections, changing medication dosage or agent, or managing the specialized side
effects of antipsychotics. Panellists considered that LAls may offer a buffer to ensure
continued therapeutic levels during this challenging time, with the potential to
reduce length of stay and keep patients stable through the transition to community
care, when patients are often at increased risk of decompensation and thus
decreasing the likelihood of early readmission.?°

Patient and caregiver awareness, knowledge, experience,
and attitudes

Stigma: Stigma remains a major hurdle; some patients perceive injections as
coercive or “"not normal” compared to taking a pill. Further, panellists considered that
patients with a history of substance use may resist injectable treatments, as the use
of needles can serve as a psychological trigger for relapse or recall traumatic past
experiences with both drug use and the healthcare system.

Lack of insight serves as a primary clinical barrier to the initiation and maintenance
of LAls as it denotes a fundamental disconnect between the patient’s perceptions
of health and the clinical reality of their condition. Patients with low insight are often
more likely to prioritize immediate autonomy of oral medication over the long term
stability offered by injectable formulations.

Lack of awareness/education: Patients and caregivers are often overwhelmed after
a schizophrenia or related illness diagnosis and may share perceptions that LAls are
reserved for nonadherent patients. Ensuring they are educated on the importance
of adherence, avoiding relapse, and understand the benefits of LAl medication
during shared decision making is critical.

Discomfort with questioning prescribers: While some patients may be interested in
LAls, many are not comfortable questioning their healthcare team and assume that
“prescribers know best”.

Impact of patient gender: It was noted in the EPI LAl prevalence study that most
patients currently on LAIs were male, leading to the question as to why more
women were not on LAIS."® While community treatment orders may play a factor,
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many patients choose LAIs. It was considered that women may be perceived to be
“more adherent” to medication than men and therefore may not be offered LAls
as frequently. Further, women are more likely to experience increased rates of side
effects which may result in more LAl discontinuation.?

Cost, convenience, and access

Decentralization of injection clinics: Many dedicated injection clinics have been
integrated into community practice, with nurses and pharmacists administering
injections. This has been viewed as both beneficial, increasing access and
convenience for patients, and detrimental, offering less oversight and varying
comfort levels of clinicians, nurses, and community pharmacists in administering
LAls. Further, for those patients that receive their injections outside of their usual
clinic, quality of care can be impacted as LAl administration appointments are
major points of interaction for patients to address side effects and symptoms.

Perceptions of inconvenience: Administration of LAls requires appointments, travel,
and effort, which can impact acceptance.

Coverage: The cost of medication can be prohibitive and reimbursement can be
complex. Ensuring LAIs are accessible and reimbursed easily and equally across
Canada is critical to ensuring access. Ensuring equal coverage in both the public
and private medication payer systems is essential as well.

National LAl Workshop - Barriers to adherence and widespread LAl use °
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Medication considerations

Barriers to therapeutic drug monitoring (TDM): The application of TDM to LAls can
be helpful in clinical scenarios, such as lack of therapeutic response, occurrence of
relapse, or adverse drug reactions related to antipsychotic treatment. Access and
use vary significantly across Canada, and patient barriers of convenience or lack
of understanding can also impact TDM use.???3 The newer loading strategies and
formulations of atypical LAls allow for the attainment of therapeutic plasma levels
within hours to days after initiation.?

Lack of awareness of dose optimization: Many clinicians are not aware of how to
initiate and titrate to optimize LAls or understand the flexibility of LAl dosing. Very low
doses or fractionating the dose (where feasible) can help to manage side effects and
should be considered when patients discuss stopping LAls for this reason. Discussions
emphasized “individualized dosing,” noting that younger, first-episode patients often
remain stable on lower doses than the standard range (e.g., lower-range aripiprazole
or risperidone). Due to the cohort in pivotal clinical trials (older, long duration of illness,
etc.), clinicians considered use of a lower dose than the currently approved dosing
indications, particularly for first-episode patients, may prove beneficial. In conjunction
with TDM, LAl dosing and frequency can be adjusted empirically outside of product
monograph recommendations in clinical practice to optimize outcomes.*

Concerns over method of administration: Perceptions of pain, fear, or discomfort
over administration sites for intramuscular injection may impact acceptance of

LAls. Subcutaneous injection or in-situ microplant technology may offer additional
options.??¢ These new formulations may improve ease of use, increase rapidity of
onset, add multiple injection site options, and extend treatment duration intervals,
allowing for greater flexibility, simplicity, and patient acceptability in clinical
practice.?” Further, subcutaneous injection is easier for pharmacists to administer and
requires less credentials for nurses, potentially increasing the number of

available providers to offer injection.

Duration of action: Currently approved LAls in Canada offer injection intervals of
between 2 weeks and 3 months, allowing for more or less frequent visits, based on
patient and clinician preference. While more frequent visits may be considered more
burdensome, additional interaction with clinicians may be beneficial for

additional opportunities for monitoring, education, and social interaction.




Proposed interventions

The multidisciplinary meeting concluded with a number of suggestions for
actionable strategies that clinicians and EPI Canada can target to improve care
and LAl use in patients with schizophrenia and related psychotic disorders.

Expanding education focus

Multidisciplinary clinicians: As the burden of injection begins to fall more
on primary care, community care, nurses, nurse practitioners, social
workers, and pharmacists, creating targeted education directed to

these groups was desired.

®

Psychiatrists: While offering continuing medical education to psychiatrists
has long been a focus of EPI Canada initiatives, additional education,
particularly Section 3 RCPSC accredited programs or quality improvement
programs, was considered beneficial. Further education on leveraging
newer formulations, such as subcutaneous injections, are likely to be
advantageous.

Emergency physicians: Given the front-line role of emergency physicians
in initiating antipsychotic medication and likelihood of ensuing treatment
inertia, targeted education for this group could be a new avenue

for increasing LAl use.

Residents: Offering hands-on and didactic education to increase residents’
comfort with LAls, as well as developing shared decision-making

tools and patient scripts would offer residents and patients consistent
messaging, more confidence in treatment decisions, and alignment with
guideline-directed therapeutic decision making.

® © 6

Patients: Continue offering education to patients and caregivers to
increase comfort with LAl use, as well as on topics such as substance

use, relapse prevention, and suicide. LAls should be presented to patients
as a “modern delivery system” that offers freedom from the daily reminder
of iliness, rather than a punishment for nonadherence.

©
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Engaging in research

Participants desired more data and publications in certain areas: Updating the
2016 EPI benchmark survey and 2013 LAl Consensus Recommendations, advocating
for more research for antipsychotic medication use in youth/first-episode psychosis/
gender population differences, understanding discrepancies between levels of
hyperprolactinemia in clinical trials, and real-world studies on LAl use.

Developing clinical tools

Creating tools to support education and discussions of topics, including scripts

and objection handlers to support LAl patient discussions, transitioning oral to

LAls in ocute/emergency care, dose titrations, TDM, comorbid substance abuse,
metabolic syndrome, and suicide, could help to optimize LAl use in Canada.
Education programs around existing tools, such as the Offering Patients Therapeutic
Information on Medication Alternatives (OPTIMA) tool, could be leveraged for

this purpose.

Digital and accessible resources: Moving away from lengthy manuals toward
“one-pagers” for clinicians, and QR-code-accessible videos (modelled after modern
social media communication) to educate patients and their families on the benefits
and risks of LAIs.

Advocacy and systemic improvements

Policy and funding: Ensuring simple coverage to different formulations of LAl is
necessary, as reimbursement is a barrier to patient use. Increased advocacy from
clinicians in this sector could drive reimbursement change.

Patient advocacy: Shifting to patient-directed advocacy; if patients understand the
benefits and demand LAls, it may drive clinician behaviour more effectively than
top-down guidelines, as well as revise reimbursement. Patient organizations could
help to connect patients to this information.



https://journals.sagepub.com/doi/10.1177/0706743716632516
https://journals.sagepub.com/doi/10.1177/088740341305805s05
https://www.epicanada.org/optima-tool
https://www.epicanada.org/optima-tool

Conclusion

Increasing the clinical adoption of LAls necessitates alignment between frontline
care providers and patients, caregivers, and advocacy groups to address systemic
barriers within the Canadian healthcare landscape. LAls can be used as part of

a multifaceted treatment plan for people with schizophrenia, bipolar disorder,

and related psychoses, to shift focus from medication management and offer
opportunity for additional psychosocial support. Evidence continues to support
the benefits of LAls in early intervention, as well as throughout the disease course,
to offer patients optimal outcomes. The diverse perspectives offered by the expert
consensus panel provided an overview of LAl use in Canada; demonstrating how far
we have come, what challenges remain, and what can be done to help overcome
barriers to considering, offering, and use of LAls.

DISCLOSURE: The meeting that led to this expert consensus report was
supported by Teva Canada through an educational grant. This report
summarizes the discussions held during the meeting. Discussions were based
exclusively on scientific evidence and expert opinion. All multidisciplinary
participants were independent experts in their respective fields.

Medical writing was provided by Sharon Windsor Harker of Myelin & Associates.
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