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Schizophrenia disease progression is observed after each relapse

• A 15-year follow-up study examined the natural course of schizophrenia after each of the first four psychotic 
episodes (n=82 patients)1
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Even Short Gaps in Medication 

Adherence Increases Risk of Relapse

Weiden, et al. Psychiatric Services 2004 55:886-91



Real-World Studies Favor Use of LAI Antipsychotics

LAI=long-acting injectable antipsychotic; RCT=randomized controlled trial; RR=risk ratio.
Kirson N, et al. Journal of Clinical Psychiatry 2013 74(6):568-575.
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Strengths and weaknesses of different study 
designs: impact on outcomes

Kishimoto T, et al. Schizophr Bull 2013; Jan 2 [Epub ahead of print]; Tiihonen J, et al. Am J Psychiatry 2011;168:603–

609; 

LAI, long-acting injectable

Strengths Weaknesses

Randomized
controlled trials

• Design reduces 
expectancy and rater
biases

• Not the best way to study interventions with potential
adherence benefits

• Patients not representative of clinical practice – more 
adherent, less severe disease 

• Double-blind studies may increase selection bias

Mirror-image 
studies

• More reflective of clinical 
practice

• Expectation bias is inherent in mirror-image studies and 
may impact the main outcome

• Patients switch from oral antipsychotics to LAIs but not vice 
versa

Cohort studies • Patient selection bias is 
reduced compared with 
other study types

• Selection of medication in open studies may introduce bias 
by improving adherence

• LAI patients are categorically different and more seriously ill 
than oral antipsychotic patients

• Confounding factors must be adjusted



Mirror-Image Study with Aripiprazole Maintena: Hospitalizations 

Assessed Retrospectively and Prospectively

Kane JM, et al. Journal of Medical Economics 2015, 18(2):145-154. 
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Risk ratio (95% CI)
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Fluphenazine 8 826 0.79 0.02

Haloperidol 1 25 0.99 0.97

Olanzapine LAI 2 1,445 1.08 0.65

Risperidone LAI 9 2,608 0.98 0.88

Zuclopenthixol 1 46 1.28 0.56

Total 21 4,950 0.93 0.35
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n Fluphenazine 7 721 1.00 0.98

Haloperidol 1 29 0.79 0.52

Olanzapine LAI 2 1445 1.24 0.25

Risperidone LAI 9 2641 1.00 0.98

Zuclopenthixol 1 46 0.51 0.44

Total 20 4,882 1.03 0.65

Meta-analysis in chronic schizophrenia: no differences in study-defined 

relapse/all-cause discontinuation between LAIs and oral antipsychotics

21 studies, n=5176

AP, antipsychotic; CI, confidence interval; LAI, long-acting injectable antipsychotic; RR, relative risk

Favors LAI Favors oral APs

Kishimoto T, et al. Schizophr Bull 2014 Jan;40(1):192-213.



Patient-level meta-analysis: chronic patients still can relapse

Rubio, et al. Lancet Psychiatry 2020 7:749-61



Network meta-analysis of relapse in chronic schizophrenia

Schneider-Thoma, et al. Lancet 2022 399:824-836.



Systematic Review and Meta-analysis of Chronic Schizophrenia Patient in 
the U.S. and Retrospective Study of Commercially Insured Young Adults



Nonadherence in FEP: the Risk for 
Psychotic Relapse is High
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A nationwide cohort study of orals and LAIs after first hospitalisation for 
schizophrenia

Tiihonen et al. Am J Psychiatry 2011;168(6):603–609

LAI=long-acting injectable



Cohort study: mortality in early schizophrenia

JAMA Network Open 2021 4(5):e218810



In a 12 month RCT 33% vs 5% of 83 first-episode schizophrenia patients relapsed when 

randomized to oral risperidone vs risperidone LAI (P<0.001)

Number of patients with excellent levels of adherence during the follow up period: 

RLAI = 95% vs Oral Risperidone = 33%.

Time to first psychotic exacerbation and/or relapse as a function of form 
of medication administration (n=83)

Subotnik KL, et al. JAMA Psychiatry. 2015;72(8):822-829.

The risk of exacerbation and/ or relapse over time was 
significantly lower for LAI risperidone vs oral risperidone 
(P<0.004)



PROSIPAL Study: RCT of paliperidone palmitate Once Monthly vs oral APs in 
Recently Diagnosed SCZ: Time to relapse 

• Time to relapse* was significantly longer in the PP group compared to the oral AP 

group (p=0.019, HR  [95% CI] 1.5 [1.1; 2.2])†

• The 85th percentile for time to relapse was 469 days in the PP group vs 249  

days in the oral AP group 

*According to Csernansky criteria
†log-rank test

AP, antipsychotic; HR, hazard ratio; ITT, intent-to-treat; PP, paliperidone palmitate;

PROSIPAL, prevention of relapse with oral antipsychotics versus injectable paliperidone palmitate

By the end of the 24-
month treatment phase, 
52 (14.8%) patients met 
relapse criteria in the PP 
group versus 76 (20.9%) 
patients in the oral AP 

group (p=0.032)

This represents a 29.4% 
relative risk reduction in 

favour of PP (Absolute risk 
reduction; 20.9-14.8=6.1%)
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Kaplan–Meier plot of time to relapse

Core ITT for efficacy population 
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Cohort study: continuation of antipsychotics in patients with first 
episode schizophrenia increases the chance of survival 

Figure adapted from Tiihonen et al. 2018.
In this study, a user was defined as someone who initiated antipsychotic use, a non-user was defined as someone who did not initiate antipsychotic use. 
Discontinued users were patients who discontinued antipsychotics during the follow up period for reasons other than rehospitalisation, death or end of the 
study follow up; these patients were categorised on the basis of time on antipsychotic before discontinuation. Early discontinuation was defined as 
discontinuation of antipsychotic within 1 year. Each patient who discontinued antipsychotic treatment was matched with a user (matched user) who 
continued antipsychotic at the time point of discontinuation and non-users were matched with patients who discontinued use after <1 year (matched non-
user).
CI, confidence interval; HR, hazard ratio.
Tiihonen J et al. Am J Psychiatry 2018; 175: 765–773. 
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Compared with the continuous users of antipsychotics: 
• No antipsychotic use: 214% higher risk of death (HR=3.14, 95% CI: 1.29–7.68)
• Early discontinuation: 174% higher risk of death (HR=2.74, 95% CI: 1.09–6.89) 

Matched non-

user

Matched user

Discontinued 

user

This prospective study investigated the risk of treatment failure (psychiatric rehospitalization or death) after 
discontinuation of antipsychotic treatment. Outcomes data were collected from Finnish nationwide register data for all 

patients hospitalized for the first time with a schizophrenia diagnosis between 1996–2014 (N=8,719)

Log-rank p=0.0002   



PRELAPSE cluster randomized RCT: AM delayed time to first hospitalisation for first-episode 

and early-phase patients vs clinician’s choice

• Mean survival time until first hospitalization:

– AM: 613.7 (95% CI, 582.3−645.1) days

– CC: 530.6 (95% CI, 497.3−563.9) days

• Estimated survival probabilities:

– AM: 0.73 (95% CI, 0.65−0.83) 

– CC: 0.58 (95% CI, 0.50−0.67)
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Log-rank p=0.001

HR=0.56 (95% CI, 0.34−0.92; p=0.02) 

favouring AM 400

Time remaining without having a first 

hospitalization

NNT 6.67
Prevention of 1 additional hospitalization for 6.67 

participants treated with AM, relative to CC

Clinician’s choice – Oral antipsychotics (including but not limited to): aripiprazole, 

risperidone, lurasidone HCl, quetiapine fumarate, olanzapine, ziprasidone HCl; Long-

acting injectables (including but not limited to): risperidone, haloperidal decanoate, 

olanzapine, paliperidone palmitate, fluphenazine decanoate. Products may have 

different indications and availability in different countries. Number of patients per 

product is not available. No direct comparison has been made with individual products.

AM=aripiprazole once-monthly; CC=clinician’s choice; CI=confidence interval; HR=hazard ratio (for time to first hospitalisation, under the proportional hazards assumption); NNT=number needed to treat.

Adapted from Kane JM, et al. JAMA psychiatry 2020 Jul 15. doi: 10.1001.
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LONG-ACTING INJECTABLE ANTIPSYCHOTIC
MEDICATIONS

10. APA suggests (2B) that patients receive treatment with a 
long-acting injectable antipsychotic medication if they 
prefer such treatment or if they have a history of poor or 
uncertain adherence.

• As with oral antipsychotic agents, LAIs are associated with improvements in 
symptoms in individuals with schizophrenia.

• However, meta-analyses of head-to-head RCTs comparing LAIs and oral 
antipsychotic agents show no significant differences in outcomes. 

• In contrast, registry database studies, cohort studies, and mirror image 
studies show consistent benefits of LAIs as compared to oral antipsychotic 
medications.

SUPPORTING EVIDENCE



© 2020 American Psychiatric Association. All rights reserved.23

LONG-ACTING INJECTABLE ANTIPSYCHOTIC
MEDICATIONS

• Additional benefits of LAIs for patients: 
• A subjective sense of better symptom control.

• Needing to take fewer medications daily offers greater 
convenience and fewer opportunities to miss a medication dose.

• Reduced conflict with family members or other persons of support 
related to medication-related reminders.

• Patients, clinicians, and family members have greater assurance with 
LAIs that a patient will receive medication continuously as a missed visit 
or injection can be identified and rapidly addressed.

IMPLEMENTATION



Hong Kong Consensus Statement on the Use of LAIs

Statement 6: Regardless of illness stage, SGA LAIs
should be considered in all patients with schizophrenia as a 
shared decision-making process in view of the
vast evidence supporting the benefits on treatment
outcome.

Statement 7: The use of SGA LAls to enhance treatment 
adherence may be a reasonable choice at the
early phase of treatment for first-episode schizophrenic 
patients.

Statement 8: The role of LAls should be considered
for patients in the acute phase or with demonstrated
signs of relapse, particularly in those with serious
mental illness, lack of insight, lack of supportive carers, or for 
whom there are doubts about medication
adherence.

Wong, M.M.C., et al. CNS Neuroscience & Therapeutics, 2021 27, pp.5-11.
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Barriers to Change for Physicians

JAMA 1999; 282:1458-1465



11 reasons why LAIs are not widely used in 

early-phase schizophrenia

• Clinician overestimation of patients’ 
degree of adherence

• Bias against injections as being invasive, 
punitive, or overly painful 

• Perception that including LAIs in the 
discussion about treatment options would 
take inordinate time

• Belief that offering LAIs means that the 
clinician does not trust the patient and, 
therefore, LAIs will disrupt the 
therapeutic alliance

• Difficulties in interpreting the mixed 
results of research studies assessing the 
benefits of LAIs over orals in chronic 
patients

• Insufficient involvement of family 
members and peer counselors 

• Lack of appreciation of the advantages of 
LAIs for patients, families, and healthcare 
providers in the context of guidelines that 
relegate LAIs to a last resort approach

• Lack of training in the use of LAIs, 
including the best approaches for 
switching, administration, dose 
adjustments, and managing AEs

• Inadequate training in effective shared 
decision-making approaches and 
anticipating/answering frequently asked 
questions

• Inadequate discussion or implementation 
of LAIs by referring inpatient units

• Belief that LAIs are inappropriate for 
early-phase schizophrenia patients who 
have not clearly demonstrated patterns 
of non-adherence leading 
to relapse

Kane, et al. J Clin Psychiatry 2019;80(3):pii:18m12546

AE=adverse event; LAI=long-acting injectable

27



Presentation 
Matters….

• Discourse analysis of 33 recorded 
conversations in which a psychiatrist offered a 
long-acting treatment antipsychotic to a 
patient with schizophrenia. 

• Psychiatrists focused on the modality 
(“injection”, “shot”: 91%), rarely on the 
benefits (9%). 

• Only 11 of 33 recommendations (33%) were 
accepted during the initial discussion.

• On the post-visit interview – involving probing 
of patients’ feelings about medications - 27 of 
28 patients (96%) who declined the initial 
offer said they would be willing to try an LAI.

Weiden PJ et al. J Clin Psychiatry 2015 Jun;76(6):684-90. 
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1. Bridges et al. Patient Prefer Adherence 2018;12:63–70; 2. Otsuka & Lundbeck. Data on file; 3. Katz et al. Patient Prefer Adherence 2016;10:2127–2139; 

4. Caroli et al. Patient Prefer Adherence 2011;5:165–171

Willingness to try an LAI treatment

There is evidence that 

once patients try an LAI, 

the majority prefer it to oral 

formulations1,3,4

No willingness to try

Some willingness to try 

(≤50%)

Willingness to try 

(>50%)

Patient-rated willingness to try an LAI in 

recently diagnosed patients with 

schizophrenia (n=100)1,2



• A process in which clinicians and patients work together to make decisions about care 

and treatment based on both clinical evidence and the patient’s informed preferences

• Recognition that clinicians and patients bring different, but equally important, knowledge 

and expertise to the process 

• When patients are involved in decisions about health and care, the decisions are better, 

health and health outcomes improve, and resources are allocated more efficiently

Foot et al. The King’s Fund. 2014; Coulter & Collins. The King’s Fund. 2011

Shared decision-making

Diagnosis

Disease etiology

Prognosis Treatment options 

Outcome probabilities

Clinician’s expertise Patient’s expertise

Experience of illness

Social circumstances 

ValuesPreferences 

Attitude to risk



An APA and SAMHSA Initiative

Therapeutic Relationship and Shared Decision-Making



Shared Decision Making Approach



An APA and SAMHSA InitiativeAn APA and SAMHSA Initiative© 2021 American Psychiatric Association. All rights reserved.

Motivational 
Interviewing

Prochaska & DiClemente, 1982. 

Prochaska & Norcross, 2001. 



What is 
Motivational 
Interviewing

• A style of dialogue between two 
parties, which is intended to 
motivate one party into making 
positive changes by 
compassionately challenging the 
status quo and helping them 
explore alternatives



Motivational 
Interviewing: 

Skills and 
Process

• To practice Motivational 
Interviewing we need to:

– Connect with our patients

– Listen actively

– Understand patients' values, fears, 
qualities and skills

– Be non-judgmental, collaborative, 
challenging, genuine, flexible, 
empathic and respectful

– Identify and work with stages of 
change



Dimensions of Change



Motivational Interviewing



GAIN Model
G = Goal Setting

• Discover patient life goals 
• Talk about current treatment (good/bad)
• Listen actively, reflecting on experiences
• Develop small, steps to achieve 1 or 2 goal(s)
• Explore delays to goals caused by relapses
• Compromise where you can

A = Action Planning
• Explore +/- of once-monthly treatment
• Listen actively to pts fears
• Describe link b/t use of LAI and achieving goals
• Elicit support of family/caregivers

I = Initiate Treatment
• Step by step explanation of treatment process 

including trial of oral medications first to assess 
tolerability (if relevant)

• Listen for negative perceptions of injections 
and normalize these (eg. Flu shot, vaccinations, 
insulin)

• Elicit feedback from the patient on how 
treatment is going

N = Nurturing Motivation
• Explore any side effects or negative 

experiences and address the concerns 
immediately 

• Celebrate positive experiences, reduced 
symptoms/relapses (+ reinforcement)

• Identify other aspects of the total treatment 
plan that may help the patient achieve goals 

• Reassess goals/repeat

Adopted from Lasser, et al. 2009 Psychiatry 6:22-27



Example 
Interaction

• Dr: “I think that you should be on 
injections to avoid getting sick again.”
– Pt: “I don’t want to change my 

treatment.”

• Dr: “Why?”
– Pt: “I prefer oral medications and hate 

needles.”

• Dr: “I really think that you should be 
on injections.”
– Pt: “No, thank you.”



Revised 
Interaction 

Using 
Motivational 
Interviewing

• Dr: “Good afternoon Mr. X.  How are you doing today?”
– Pt: “Okay, I guess.  I’ve been struggling at my job lately, and my 

boss tells me I’m on my last strike.”

• Dr: “Oh no!  What’s been happening? Why is your boss 
upset?”

– Pt: “Well, I’ve been coming in late some days.”

• Dr: “Oh, tell me more.”
– Pt: “I haven’t been sleeping the best lately.”

• Dr: “Any ideas what has been keeping you awake?”
– Pt: “Well, sometimes I’ve been hearing more voices in the evenings.”

• Dr: “More voices? That doesn’t sound good. Are your 
medications working all right?”

– Pt: “Yeah, I think so--when I remember to take them.  Sometimes when I get 
up in the morning and rush to get to work, I forget to take my pills.” 

• Dr: “I know keeping your job and apartment are really 
important to you. Do you think missing your medications 
in the morning might affect your symptoms in the 
afternoon and evening?”

– Pt: “Hmmm, I hadn’t thought about that. I suppose it might.”



Revised 
Interaction 

Using 
Motivational 
Interviewing 

(concluded)

• Dr: “Have you ever thought about taking a once-monthly 
injection?”

– Pt: “No, not really.  I’m afraid of needles and that sounds kind of scary.”

• Dr: “May I share something with you?”
– Pt: “Sure, I suppose.”

• Dr: “Research and my experience have shown that once-
monthly medications are more effective than oral medications 
to keep people from experiencing a recurrence of their 
symptoms. And people who tried these kinds of medications 
have reported very little discomfort, only 2-5 points out of a 
100 possible points, and many prefer once monthly treatment 
over daily oral treatments.  It may allow you more nights 
without symptoms so that you can keep going to your job.  We 
even have a program available to allow you to get a once-
monthly injection at no cost.”

– Pt: “I am not sure; this is all a bit much right now.”

• Dr: “Sure, I understand. Considering a change can be unsettling.”
– Pt: “Yeah.”

• Dr: “I’ll give you some material about our program. Why don’t you 
think about it some more, talk about it with your family, and I’d be 
happy to discuss this more with you next time if you are 
interested.”

– Pt: “Thank you, that sounds good.”



Revised 
Interaction 

Second Visit

• Dr: “Have you had a chance to look at the material 
about once monthly medications that I gave you?  
Do you have any questions about it?”
– Pt: “I did take a look at it but I have a few more questions.” 

• Dr: “Sure go ahead!”
– Pt: “Aren’t injections for the failures? Don’t you get really stiff and 

sick when the meds enter your body all at once?”

• Dr: “I am glad that you are bringing up this concern. 
Actually, taking once monthly medication means 
that you would take less medications overall but still 
be at least as well covered as when taking 100% of 
the daily medications. And doing 100% of anything 
is difficult if not impossible for all of us.”

– Pt: “Hmmm.”

• Dr: “Do you have any additional questions or 
concerns about the once monthly medication 
option?”

– Pt: “Doesn’t the drug build up? What if I want to stop?” 



Revised 
Interaction 

Second Visit
(Concluded)

• Dr: “Actually, the once monthly medication does not 
build up continuously. After you received a few monthly 
treatments, the medication reaches its desired level. This 
level is generally lower than that with oral medications.”

– Pt: “Really?”

• Dr: “Yes. And if the once monthly medication needs to be 
stopped it leaves the body more slowly than oral 
medications. If side effects are present, these can 
generally be managed well”

– Pt: “That sounds less scary than I thought”

• Dr: “Yes. I really think that since you have been doing this 
well lately, that it is of utmost importance for you to stay 
well. Staying well is related to having enough – not too 
much or too little – medication. This way, you have the 
greatest chance of achieving the goals that are important 
to you, like keeping your job and staying in your 
apartment!”

– Pt: “That would be good.”

• Dr: “What do you think?  Do you want to give the once-
monthly injections a try?”

– Pt: “I think so, sure.  Thanks for taking the time to explain it to me this way.”



Kane J., personal communication, 2018

Addressing common concerns

Injections are a hassle 

Someone always nags 

me about taking my pills

What if I want to stop?

Means I’m sicker

“You can stop any time, and 

if you do, there is less chance 

of a withdrawal reaction”

“You will not have to remember 

to take medications every day”

“Will not happen again” 

“It actually means you are 

more likely to stay well” 

“Start with one injection 

and let’s see how it goes”

Control over me “Control over your illness”
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Tips for working with first episode and early phase 

patients

▪ By definition, first episode patients have no or very limited prior medical 
records
▪ Parents are important information sources. 

▪ Siblings frequently are the best informants about substance use.

▪ Patients often have limited insight into their psychosis with symptoms present for 
1-2 years before accessing treatment.  They often will accept potential help with 
symptoms they experience as negative (usually anxiety or depression) or problems 
with role or social functioning.  On this basis, they will often provide a history of 
their illness. 

▪ As a result, patients and their families have often attributed difficulties to reasons 
other than psychosis.  It may take repeated interviews with patients and their 
families to obtain an assessment of the extent of symptoms.



Possible consequences of a first and second relapse in early-phase illness

Increased risk 
of suicide 
attempts2

Long-term 
symptoms and 

social 
disability1

Decrease in 
treatment 
response3

Progressive 
decline in 

brain 
structure4

Increased 
burden on 
family and 
caregivers3

Relapses and subsequent 

exacerbations

1. Birchwood M, et al. Adv Psychiatr Treat. 2000;6:93–101; 2. Kasckow J, et al. CNS Drugs 2011;25(2):129-143; 3. Kane JM. J Clin Psychiatry 2007;68(Suppl 14):27–30. 4. Andreasen NC, et al. Am J Psychiatry 

2013;170:609–615. 5. Drake RB, et al. Can J Psychiatry 2014;59(5):236–242.

Increased use 
of healthcare 

resources3

Erosion of 
opportunities 
and potential5



Nonadherence is a problem across all of 
medicine, not just psychiatry

• In developed countries, about 50% of patients with chronic diseases adhere to long-term 
therapy.1

• 33–69% of all medication-related hospital admissions in the US are due to poor medication 
adherence.2

• One-third of all prescriptions are never filled.3

• >50% of filled prescriptions are associated with incorrect administration (not taken as 
prescribed).3

1. WHO Report 2003; Adherence to long-term therapies: evidence for action; 2. Osterberg, L and Blaschke, 
T. N Engl J Med 2005;353:487–97; 3. Peterson AM, et al. Am J Health Syst Pharm 2003;60:657–65.48



Reverberations from Side Effects 
How Patient and Clinician Responses May Differ

Adapted from Weiden PJ, Buckley PF. J Clin Psychiatry. 2007;68(Suppl 6):14-23.

Side Effect
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Objective 
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Impact

Safety and Risk



Adverse Events Considered by Patients to 

Have Most Negative Effect on Quality of Life
UNITE survey was an internet-based multinational survey with 1,155 respondents with schizophrenia from 

11 countries

McIntyre RS. J Clin Psychiatry. 2009;70 Suppl 3:5–11.

Patients rated metabolic consequences of medication to contribute to morbidity, 

low quality of life and low satisfaction with care

• Weight gain: 36%

• Somnolence: 32%

• Concentration: 21%

• Memory loss: 18%

• Disordered thoughts: 16%

http://www.ncbi.nlm.nih.gov/pubmed/19570496


Misawa F, et al. Schizophrenia Research 2016 Oct;176(2-3):220-30.

Adverse Effects with LAI vs Same Oral 

Antipsychotics (N=16, n=4,902)
No Difference in Frequency of At Least One Adverse Effect

• Out of all 119 adverse events, LAIs and OAPs did not differ significantly regarding 115 (96.6%). 

• LAIs were associated with more akinesia, low-density lipoprotein cholesterol change and anxiety. 

• LAIs were associated with significantly lower prolactin change.



Time Course of First Onset of Adverse Events 
for Patients Receiving LAI Aripiprazole

AE=adverse event.

Fleischhacker, et al. Int Clin Psychopharmacol 2013; 28: 171-176.
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Dealing with 
Treatment 

Emergent Side 
Effects

• 1) Akathisia – consider acute use of beta blockade (propranolol or 
equivalent) or benzodiazepine. Consider temporary dose reduction.

• 2) Sleep disturbance – consider behavioral methods: encourage good 
sleep hygiene (exercise, reduce caffeine, eat well, OOB if not sleeping, 
no naps, progressive relaxation, no TV in bed, etc).  If not effective, 
consider melatonin, trazodone, diphenhydramine, benzodiazepines. 
Consider sleep referral if obese, snores, has EDS. Consider modafinil 
for oversedation.

• 3) Extrapyramidal symptoms – add anticholinergic, antihistamine, or 
benzodiazepine. Dose reduction if the above are unsuccessful.

• 4) Weight gain (>7% body wt) - encourage diet and exercise. Meet 
with dietician. Consider metformin/topiramate treatment, statin for 
hyperlipidemia.

OOB: out of bed ;   EDS: excessive daytime sleepiness 



Conclusions and Practical Take-aways



Potential Benefits of LAIs: Treating An Acute Episode

• If a patient does not respond to an adequate trial of a long-
acting formulation, you know that you should definitely make a 
change in therapy (modify dose, switch, augment).

• For non-response to oral medication, you often do not know if 
it is because of non-adherence or actual non-response to the 
antipsychotic.

– Mistaking non-adherence for non-response can lead to frequent 
medication switches, adding unnecessary additional medications or 
escalating the prescribed dose.



Potential Benefits of LAIs: Treating a Relapse

• Patients can relapse with any treatment, including long-acting 
formulations.

– If a patient relapses while taking long-acting formulations you 
immediately know that it was due to a failure of the medication and 
not a failure of the patient to take the medication.

– This eliminates the need to inquire about adherence as you need to 
do with oral medications.



Potential Benefits of LAIs: Evaluating the Need for 
Clozapine

• You want to offer clozapine to patients who could benefit from 
it, but…

• You also do not want to give clozapine to patients who would 
do well with other antipsychotics.

• Long-acting formulations facilitate determining which patients 
do not respond to antipsychotics other than clozapine and for 
whom the benefit/risk ratio for clozapine is favorable.



Clinical Summary

• Long-acting formulations are not magic—they do not eliminate 
non-adherence as patients can refuse them just as they can 
refuse oral medications.

• However, knowing absolutely if your patients are or are not 
taking medications as prescribed:
– can greatly simplify making treatment decisions

– eliminate the need with oral agents to do lengthy adherence 
assessments

• There are much more productive/interesting things than adherence to spend 
time discussing with your patients!



Doing what is most merciful for patients…

Rosenbaum L, NEJM, 2016. DOIs: 10.1056/NEJMms1610124, 
10.1056/NEJMms1610125, 10.1056/NEJMms1610127.



Thank you. 

Questions?


