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Abstract  Long-acting injectable (LAI) antipsychotics can be an optimal solution for sustained treatment of
severe mental illnesses, but the evidence on their use and accessibility in Nigeria is limited. The
study aimed to undertake a systematic review of available literature on the use of LA, its outcomes,
acceptability, and barriers in treating severe mental illnesses in Nigeria. The research was
conducted using databases, including PubMed, Google Scholar, Bielefeld Academic Search
Engine, and CORE. The inclusion criteria were studies that assessed the use of LAl in treatment,
their outcomes, acceptability, and barriers in Nigeria. Three articles were considered in the
research, of which one study met the inclusion criteria, involving 128 psychiatrists and psychiatry
trainees. According to the findings, the attitudes towards LAl were generally positive, with an
estimated number of patients with psychotic disorders who actually received LAI treatment being
41.7%. The most commonly administered long-acting antipsychotics are fluphenazine and
flupenthixol decanoate. However, there was no evidence on the benefits of LAI at the individual
level, including reducing the risk of relapse, readmission, and the likelihood of adherence to
treatment, and recovery process. Moreover, the study identified barriers to LAI treatment,
including the cost of medication, availability, accessibility due to transportation and clinic visits,
injection administration process, and a burden on patients’ families. In conclusion, the results
demonstrated that LAI treatment is used and accepted among medical professionals in Nigeria.
However, the evidence based on their effectiveness and cost-benefit is insufficient, which requires
further high-quality multi-center studies.
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Introduction

Severe  mental illnesses such as
schizophrenia and other psychotic disorders are
a significant burden since they cause disability,
shortened lifespan, morbidity, and mortality [1].
A long-term course of antipsychotic drugs is
often necessary to control the symptoms of
these diseases, but adherence to treatment is
frequently challenging [2]. In addition, there are
negative consequences of non-adherence, such
as recurrence of symptoms, hospital admission,
functional outcomes, and an increase in
healthcare service use [3]. Low-income and
middle-income nations like Nigeria, where
healthcare services may be unavailable or
unaffordable, have particular risks for
inadequate adherence to mental illness
treatments [4, 5].

Schizophrenia and other psychotic disorders
are mainly treated with antipsychotic drugs.
Treatment with antipsychotics usually aims to
reduce positive symptoms and prevent the
development and progression of the disease [6].
The most common way of administration is
oral, since this method is convenient for both
doctors and patients, and the dose of the drug is
individually  selected. =~ However, patient
adherence to treatment is often difficult to
maintain, especially in the context of a lack of
insight into the disease [7]. In addition, the side
effects of drugs, reduced adherence, and
frequent exacerbations are factors that
negatively affect the patient’s quality of life and
increase morbidity and mortality. For these
reasons, long-acting injectable antipsychotics
are increasingly used in clinical practice. Such
drugs can  help  maintain  constant
concentrations of the drug in the body, simplify
dosing, support the doctor’s attitude to the
patient, especially in the case of missed doses,
and reduce the risk of relapse and
rehospitalization. However, the use of long-
acting injectable antipsychotics may be limited
by high costs, lack of availability, resistance,
and contraindications.
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Long-acting injectable (LAI) antipsychotics
are depot designed to provide prolonged release
of antipsychotic drugs for the management and
maintenance treatment of severe mental
disorders such as schizophrenia and other
psychotic illnesses [8]. They are administered
by intramuscular (IM) or subcutaneous (SC)
injection on a regular schedule ranging from
every 2 weeks to once every 6 months,
depending on the specific medication. Unlike
oral antipsychotics that need to be taken daily,
LAI drugs maintain therapeutic levels of the
medication in the body for an extended period,
thus reducing the risk of missed doses [8]. The
above advantages make L Als ideal for patients
with insight problems, cognitive impairment,
treatment non-adherence, and frequent relapses.

The depot antipsychotic formulations can
help manage treatment-resistant patients by
improving treatment adherence and allowing
more regular drug exposure, enabling early
intervention in treatment failures. Moreover,
they also  minimize  relapses and
rehospitalization and prevent the development
of irregular drug levels that might be associated
with nonadherence [8]. However, LAls are not
superior to oral medications in all aspects;
rather, their effectiveness depends on various
factors, such as the choice of drug, treatment
regimen, level of care, illness progression,
incidence of adverse effects, and continuous
care [9].

One of the most common features of LAls is
a relatively slow rate of absorption that often is
slower than the rate of elimination from the
body; this phenomenon is referred to as flip-
flop kinetics [10]. Thus, the apparent half-life
and the time needed to achieve steady-state
concentrations are dictated primarily by the rate
of absorption, not elimination [10]. Because of
the slow absorption, therapeutic concentrations
of the drug can be sustained for an extended
period, allowing for dosing intervals as long as
every two weeks to every six months. In
addition, steady-state concentrations of LAls
are typically achieved within several half-lives,
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but there is considerable variability between
preparations [10].

The pharmacokinetic characteristics of
individual LAls differ significantly. Thus, the
peak concentration of haloperidol decanoate
after injection is achieved at 3—9 days and the
apparent half-life of the drug is up to 3 weeks
[11]. The peak plasma concentration of
risperidone microspheres is not observed, while
the initial dose of the drug is barely detectable,
and significant amounts of it are detected in the
blood three weeks after injection, which
requires a start-up dose of oral medication [11].
The apparent half-life of paliperidone palmitate
is relatively long, ranging from 25 to 49 days
[12]. Moreover, it is eliminated mainly
unchanged through the renal route, meaning
that the function of the kidneys should be taken
into account when selecting doses. On the other
hand, aripiprazole formulations also possess a
prolonged half-life, while for aripiprazole
lauroxil, a very slow absorption and hence drug
plasma concentration suggest itself.

Although LAI treatment offers many
advantages over conventional antipsychotics,
its optimal utilization in clinical practice is
compromised by patient-, provider- and
system-level barriers [13]. Patients may be
reluctant to accept LAI treatment because of
discomfort during injections, fear of needles,
stigmatizing attitudes, invasiveness of the
procedure, or a sense of loss of control [14].
Additionally, some patients report a more
prolonged exposure to the medication that can
increase the risk of side effects and require
more frequent monitoring. From the provider’s
perspective, barriers to utilizing LAI drugs
include high medication costs, cold storage
requirements, IM administration technique,
patient follow-up, and lack of treatment
adherence. At a systemic level, the barriers
include the availability of LAls in the country
or region and the extent to which coverage and
reimbursement policies support the use of these
medications. For example, in low- and middle-
income countries like Nigeria, there is a high
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risk that patients will not be able to afford LAI
drugs, and those who will not have consistent
access to care. Overall, depot medications offer
a useful approach to treating persons with
psychotic illnesses, but their use requires
addressing patient adherence and acceptance,
affordability, availability, and the provision of
continued care to patients.

The objective of this study is to examine the
use of LAIs for treating severe mental illness,
paying particular attention to their accessibility
and impact on the delivery of mental health
services in Nigeria. The use of antipsychotic
drugs with long-acting injectables for the
treatment of severe mental illnesses is an area
of clinical practice that is both growing and
vital. While LAIs have been extensively
researched and reviewed in high-income
countries, there is a lack of comparable studies
in low-income and middle-income countries,
such as Nigeria [15].

Our study seeks to answer several research
questions related to the use and application of
long-acting injectable antipsychotics in
Nigeria. First of all, the research will be aimed
at identifying the extent to which this type of
intervention is prescribed and applied in
different settings and among different patients.
Moreover, the study will be focused on
analyzing the outcomes of such treatment,
clarifying its impact on the symptoms,
likelihood of relapse and rehospitalization, and
the patients’ overall functioning and quality of
life. It will also be important to highlight
adherence to the treatment, possible recurrence
or relapse, and the occurrence of any side
effects or adverse events.

Furthermore, the study will provide a basis
for understanding the factors affecting the use
of long-acting injectables for the treatment of
severe mental illnesses. It will be important to
highlight the patient-, provider-, and system-
level factors associated with the use of long-
acting injectables and identify barriers to their
use and the reasons for such limitations. The
analysis will be based on the evaluation of
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cost-effectiveness, availability, and cultural
acceptability of these interventions as well as
clinicians’ attitudes toward them and patients’
access to continued care. Lastly, the study will
identify the most pressing issues affecting
mental health care delivery in Nigeria and
evaluate how these issues affect the provision
of treatment and the patient’s access to it. The
study has implications for clinical practice by
examining existing practices in the treatment of
severe mental illnesses with LAIs. It highlights
areas of deficiency in terms of accessibility and
use in order to inform mental health policy,
treatment recommendations, pharmaceutical
availability, and future research. A systematic
evaluation of the literature regarding the use of
LAls for the treatment of severe mental
illnesses in Nigeria will help to identify critical
evidence gaps regarding their use, treatment
outcomes, and barriers to their adoption.

Methods

We performed a systematic review following
the Preferred Reporting Items for Systematic
Reviews and Meta-Analysis (PRISMA)
guidelines 2020 [16].

Studies were considered for inclusion if they:
(a) were carried out in Nigeria; (b) Studies with
participants diagnosed with schizophrenia,
schizoaffective disorder, bipolar illness or other
serious mental illnesses who were administered
antipsychotic medication in Nigeria; (c) Studies
evaluating the use of long-acting injectable
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second-generation antipsychotics including
haloperidol decanoate, fluphenazine decanoate,
risperidone LAI, paliperidone, aripiprazole,
other LAIs approved for use in the treatment of
mental illness; (d) Studies reporting the use,
indication(s), acceptance (patient or clinician),
cost or affordability issues, availability and
accessibility, and patient-related or
socioeconomic  barriers to  Long-acting
injectable treatment; (¢) Randomized controlled
trials, cohort studies, cross-sectional studies,
case-control studies, observational studies,
qualitative  studies and relevant case
series/reports, which contribute data to the topic
of LAI treatment in Nigeria.

We conducted a systematic search of the
literature using the search terms “Long-Acting
Injectable antipsychotic in Nigeria”, “Long-
Acting Injectable antipsychotic utilization in
Nigeria”, and “Acceptability of Long-Acting
Injectable antipsychotic in Nigeria”, in
PubMed, Google scholar, Bielefeld Academic
Search Engine, and CORE. No language or
publication date restrictions were applied.

Results

We located three articles via the database
search. After screening the titles and abstracts,
the inclusion/exclusion criteria was applied to
check the relevance of the articles. As a result,
only one study was included in the final review,
whereas the others were excluded due to the
lack of the relevance to the research question.

antipsychotics such  as first- and

Table 1. Articles on LAIs Utilization in Nigeria

Authors Psychiatrists’ | Patients’ Participants | Methodology Findings
Attitude Acceptance (%) | Enrolled
James etal | Positive 41.7 128 Cross sectional | Different
2012 [7] study desirability due to
perceived potency

As seen in the Table 1, above, the researchers long-acting injectable (LAI) antipsychotic
(SD = 21.8%; range, 5-100%) [14].

Fluphenazine decanoate was the most

reported that respondents estimated that, on
average, 67.9% of their patients had a psychotic
disorder (SD = 15.5%; range, 10-90%), of
whom approximately 41.7% were prescribed a

frequently prescribed LAI by 120 respondents
(93.8%) during the past year, whereas
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flupenthixol decanoate was the second most
frequently prescribed LAI by 108 respondents
(84.4%).

For the maintenance treatment of
schizophrenia, second-generation
antipsychotics (SGAs) in oral formulation were
the preferred first-choice therapy by 60.2% of
participants, followed by first-generation
antipsychotics (FGAs) in oral formulation
(21.9%), FGA-LAIs (7.8%), and risperidone
LAI (5.5%). Moreover, 4.6% of respondents
had no preferred first-choice treatment. Oral
FGAs were selected as the preferred
second-choice treatment by 41.4% of
respondents, followed by FGA-LAIs (36.7%),
oral SGAs (17.9%), and SGA-LAIs (2.3%). In
addition, two respondents had no preferred
second-choice treatment.

Discussion

In general, the systematic review revealed a
substantial lack of evidence supporting LAI
utilization in Nigeria. Indeed, only three articles
were identified via database screening, and only
one study was eligible for inclusion. The study
by James et al. was conducted among 128
psychiatrists and psychiatry trainees, who
provided insights into the perspectives and
attitudes of these professionals towards LAI
treatment. The findings of James et al. as seen
in the table 1 above, cannot be used to confirm
the effectiveness of LAls in terms of reducing
relapse rates, hospitalization, functional
recovery, or adherence since the study aimed to
explore healthcare providers’ experiences and
did not attempt to evaluate the clinical
outcomes of LAI utilization in Nigeria. Thus,
the reviewed evidence is insufficient to draw
any final conclusions on the effectiveness and
barriers to LAI use in the country. Moreover, it
is evident that there are very few studies on LAI
utilization in Nigeria.

The identified study provides some evidence
on the use of LAls in Nigerian hospitals.
According to the findings by James et al.,
41.7% of psychiatrists’ psychotic patients were
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prescribed LAI but it should be noted that this
figure was probably overestimated since it was
based on clinicians’ declarations rather than
patient records [14]. In South Africa, LAls are
prescribed mainly for noncompliance to
medications [17]. The study by James et al.,
revealed that the most commonly administered
long-acting antipsychotics were fluphenazine
decanoate and flupenthixol decanoate, which
are first-generation antipsychotics [14]. This
finding might suggest that there is no
significant preference for newer generations of
LAls in Nigeria. Indeed, it is reasonable to
assume that the observed prescribing pattern is
guided by cost-effectiveness since first-
generation antipsychotics are significantly
cheaper than their second- and third-generation
alternatives. However, there are recently
approved LAIs by Food and Drug
Administration (FDA) in the US [18]. These
include  olanzapine, paliperidone, and
risperidone which are very potent according to
research [19]. They are relatively expensive,
but they have lower risk of side effects
including abnormal movement disorder [20].
Thus, there is a need for advocacy for the
availability, accessibility, and insurance
coverage of newer LAIs in Nigeria to ensure the
provision of high-quality psychiatric care and
treatment for patients with psychotic disorders.
Medication price, transportation, clinic visits’
frequency and cost, injection administration,
and the family’s capacity to cope with the
treatment burden are all potential disruptors of
treatment continuity [21]. Reducing these
barriers could lessen the burden on patients and
families and improve continuity of treatment
and long-term outcomes [22, 23].

The identified study also revealed that
Nigerian psychiatrists have generally positive
attitudes towards LAls [14]. The participants
had a positive attitude towards the use of
injectable treatment, and those who prescribed
LAls to more than 40% of their patients were
more likely to report positive patient-centered
attitudes. Since clinician attitudes are important
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predictors of the likelihood of injectable
treatment being discussed and incorporated into
shared treatment planning, this finding is
critical. In Kwazulu-Natal, South Africa,
(94.3%) reported a positive drug attitude
towards their antipsychotic medication,
including LAIs [24]. However, the reported
level of knowledge on LAIs and their adverse
effect was only fair, meaning that positive
clinician attitudes towards long-acting
antipsychotics do not necessarily coincide with
a comprehensive understanding by the patient
[25]. Patients’ understanding of medication
profile is a key factor influencing their choices
[26]. Thus, it is imperative that continuing
medical education is essential for ensuring that
clinicians can provide evidence-based care and
obtain informed consents from their patients.

A major limitation of the evidence presented
is the lack of relevant Nigerian studies
assessing patient-level outcome. The only
included study evaluated the knowledge,
attitude, and self-reported practice of Nigerian
psychiatrists rather than objective measures
such as incidence of relapse or
rehospitalization, persistence with treatment,
quality of life, functional recovery, or adverse
events. Therefore, it remains unknown whether
the relatively high prevalence of LAI use
among Nigerian psychiatrists identified in this
review is associated with better patient
outcomes. Although international evidence
suggests that LAIs may be beneficial for
selected patients, including those who fail to
adhere to oral antipsychotics, the magnitude of
effect can vary depending on the study
population, design, active control, and
treatment setting [27, 28]. Therefore, further
research in Nigerian settings is needed before
firm conclusions regarding the comparative
effectiveness and appropriateness of LAIs for
improving health outcomes can be drawn.

Conclusion

In general, the obtained results demonstrate
that long-acting injectable antipsychotics
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(LAIs) were accepted and used within the
framework of Nigerian psychiatric practice;
psychiatrists have a positive attitude towards
their use. However, the evidence is insufficient
to determine their effectiveness, comparative
clinical outcome, long-term adherence to
treatment, and cost-effectiveness in Nigeria.
The data obtained underline the need to
improve the knowledge of clinicians and the
importance of developing patient-oriented
approaches and reducing financial and
availability barriers. Most importantly, the
identified evidence gap related to the absence of
contemporary studies conducted in Nigeria was
revealed, which can be addressed through a
multicenter, patient-centered, and prospective
study aiming to ensure rational use of LAI
antipsychotics in the country.
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