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Abstract

This meta-analysis synthesizes evidence from existing meta-analyses and systematic reviews to
compare the effectiveness, side effect profiles, and patient acceptance of various antipsychotic
medications, including first-generation antipsychotics (FGAs), second-generation antipsychotics
(SGAs), and long-acting injectable (LAI) formulations. It examines factors influencing patient
adherence, including medication-related stigma, side effects, and the therapeutic relationship. The
findings aim to inform clinical decision-making and improve treatment outcomes for individuals with
psychotic disorders.

INTRODUCTION

Psychotic disorders, such as schizophrenia, schizoaffective disorder, and bipolar disorder with psychotic features, are
severe mental illnesses characterized by disturbances in thought, perception, and behavior. Antipsychotic medications
are the cornerstone of treatment, effectively reducing positive symptoms like hallucinations and delusions [1].
However, achieving optimal outcomes is challenging due to variable efficacy, significant side effects, and poor patient
adherence [2].

This meta-analysis addresses the ongoing debate regarding the comparative effectiveness of different antipsychotic
classes and the factors influencing patient acceptance and adherence. By synthesizing evidence from existing meta-
analyses and systematic reviews, this study aims to provide a comprehensive overview of the current state of
knowledge, inform clinical practice, and guide future research.

Background

1.1. Types of Antipsychotic Medications

J First-Generation Antipsychotics (FGAs): Also known as typical antipsychotics, FGAs primarily block
dopamine D2 receptors in the brain [4]. While effective for managing positive symptoms, they are associated with a
higher risk of extrapyramidal symptoms (EPS) such as parkinsonism, akathisia, and tardive dyskinesia
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[5] [6]. Examples include haloperidol and chlorpromazine.

e  Second-Generation Antipsychotics (SGAs):

Also known as atypical antipsychotics, SGAs have a more complex mechanism of action, affecting both dopamine

and serotonin receptors [4]. They generally have a lower risk of EPS but are associated with metabolic side effects

like weight gain, dyslipidemia, and hyperglycemia [5]. Examples include risperidone, olanzapine, quetiapine, and

aripiprazole.

e Long-Acting Injectable Antipsychotics (LAIs)**: LAls are available for both FGAs and SGAs and are designed
to improve adherence by providing sustained drug release over several weeks or months [1] [8]

1.2. Importance of Adherence

Adherence to antipsychotic medication is critical for preventing relapse, reducing hospitalization rates, and improving
overall functioning in individuals with psychotic disorders [8] [9]

Non-adherence is associated with poorer treatment outcomes, increased symptom severity, and a higher risk of suicide
[10]

1.3. Factors Influencing Adherence

Several factors influence adherence to antipsychotic medications, including:

+Side Effects: Both EPS and metabolic side effects can negatively impact adherence [11]

* Stigma: Stigma related to mental illness and antipsychotic treatment can deter patients from seeking treatment or
adhering to medication regimens [13] [14].

* Insight: Lack of awareness of the illness and the need for medication is a major barrier to adherence [12] [15].
 Therapeutic Relationship: A positive and collaborative relationship with the healthcare provider can improve
adherence [16] [17].

* Social Support: Support from family, friends, and community can enhance adherence [9] [15].

+ Attitudes Toward Medication: A patient's beliefs and attitudes about medication can significantly impact their
willingness to adhere to treatment [2][9].

METHODS

2.1. Search Strategy

A comprehensive search of electronic databases, including PubMed, Cochrane Library, and PsycINFO, was conducted
to identify relevant meta-analyses and systematic reviews published between January 2000 and July 2025. Search
terms included "antipsychotic," "schizophrenia," "bipolar disorder," "meta-analysis," "systematic review,"
"adherence," "compliance," "side effects," and "patient acceptance."

2.2. Inclusion and Exclusion Criteria

Inclusion criteria were:

* Meta-analyses and systematic reviews of randomized controlled trials (RCTs) or observational studies.

* Studies comparing different antipsychotic medications or formulations.

* Studies reporting on efficacy, side effects, adherence, or patient acceptance.

*  Studies focused on adult populations with psychotic disorders.

Exclusion criteria were:

* Individual RCTs or observational studies.

* Studies focused on specific subpopulations (e.g., treatment-resistant schizophrenia) without broader applicability.

* Studies not published in English.

2.3. Data Extraction

Data were extracted from included studies using a standardized data extraction form. Information extracted included:

*  Study design and methodology

Number of included studies and participants

Types of antipsychotic medications compared

Efficacy outcomes (e.g., symptom reduction, relapse rates)

Side effect profiles (e.g., EPS, metabolic effects)

Adherence rates

Factors influencing adherence

Authors' conclusions

2.4. Quality Assessment

The methodological quality of included meta-analyses and systematic reviews was assessed using the AMSTAR
(Assessment of Multiple Systematic Reviews) tool. AMSTAR is a validated instrument for assessing the quality of
systematic reviews based on criteria such as search strategy, study selection, data extraction, and analysis.

* ¥ X X X ¥ %
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2.5. Data Synthesis

A narrative synthesis approach was used to summarize the findings from the included studies. Results were organized
by key themes, including comparative efficacy, side effect profiles, patient adherence, and factors influencing
acceptance.

RESULTS

3.1. Comparative Efficacy

e FGAs vs. SGAs: Several meta-analyses have compared the efficacy of FGAs and SGAs in treating psychotic
disorders [4] [18]. While some studies suggest that SGAs have a modest advantage in reducing overall
symptoms and negative symptoms, others find no significant difference in efficacy between the two classes [[19]]
[20]. A meta- analysis of 38 trials showed little difference in efficacy between FGAs and SGAs for acute
psychotic episodes [1].

e Specific SGAs: Some SGAs, such as clozapine and olanzapine, have demonstrated superior efficacy compared to
other antipsychotics, particularly in treatment-resistant cases [3] [21]. However, their use is often limited by
significant metabolic side effects [S] [7]. A review of meta-analyses indicated that clozapine consistently
showed superiority over typical antipsychotics, followed by olanzapine and risperidone [3].

e LAIs vs. Oral Medications: Meta-analyses have shown that LAls are more effective than oral medications in
preventing relapse and hospitalization, likely due to improved adherence [8] [22]. A meta-analysis found that
LAIs resulted in lower rates of rehospitalization, although these results were not statistically significant [1]

3.2. Side Effect Profiles

e EPS: FGAs are associated with a higher risk of EPS compared to SGAs [5] [20]. The risk is greater with high-
potency FGAs like haloperidol [5] [6].

e Metabolic Effects: SGAs are associated with a higher risk of weight gain, dyslipidemia, and hyperglycemia
compared to FGAs [5] [23]. Clozapine and olanzapine have the most severe impact on weight gain [23][24].

e Other Side Effects: All antipsychotics can cause sedation, sexual dysfunction, postural hypotension, and cardiac
arrhythmias [5] [6]. Some SGAs, like risperidone and paliperidone, are associated with elevated prolactin levels
(23]

3.3. Patient Adherence

e Adherence Rates: Adherence rates to antipsychotic medications vary widely, ranging from 47% to 95% [11]
[17]. Long-term adherence rates are generally low [25].

o Impact of LAls: LAIs have been shown to improve adherence compared to oral medications [8] [22].

e Predictors of Adherence: Factors consistently associated with better adherence include a positive attitude toward
medication, illness insight, and a strong therapeutic relationship [10].

3.4. Factors Influencing Patient Acceptance

e Side Effects: The fear of side effects is a major factor influencing patient acceptance and adherence [12].
Patients often prefer SGAs due to a perceived lower risk of acute side effects, despite concerns about long-term
metabolic risks [26] [27].

e Stigma: Stigma associated with mental illness and antipsychotic treatment can deter patients from seeking
treatment or adhering to medication regimens [13] [14].

e  Shared Decision-Making: Involving patients in treatment decisions and providing education about medications can
improve acceptance and adherence [16] [28]

e Qualitative Insights: Qualitative studies highlight the importance of empowerment, support systems, and
personal narratives in shaping patient experiences and acceptance of antipsychotic treatment [25] [27].

DISCUSSION

This meta-analysis confirms that antipsychotic medications are effective for treating psychotic disorders, but their use
is complicated by variable efficacy, significant side effects, and poor patient adherence. While SGAs are generally
preferred due to a lower risk of EPS, some FGAs may be equally effective and more affordable [4][18]. Specific
SGAs like clozapine and olanzapine may be more effective in treatment-resistant cases but carry a higher risk of
metabolic side effects [21] [24]. LAIs can improve adherence and reduce relapse rates, but their use is influenced by
patient attitudes and provider practices [1] [8].

4.1. Clinical Implications
e Personalized Treatment: Treatment plans should be individualized, considering the patient's specific
symptoms, side effect profile, and preferences [16] [29].
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e Side Effect Management: Proactive monitoring and management of side effects are essential for improving
adherence [12] [23].

e  Addressing Stigma: Efforts to reduce stigma associated with mental illness and antipsychotic treatment are
needed [13] [30].
Shared Decision-Making
Clinicians should engage patients in shared decision-making, providing education and support to promote
informed choices [16] [31]

4.2. Limitations

This meta-analysis is limited by the heterogeneity of included studies and the potential for publication bias. The quality
of included meta-analyses and systematic reviews varied, as assessed by AMSTAR. Additionally, the findings may
not be generalizable to all populations with psychotic disorders.

4.3. Future Research Directions

Future research should focus on:

o Longitudinal studies assessing the long-term effectiveness and tolerability of different antipsychotic medications
[32][33]

o Studies investigating the efficacy of combined pharmacological and psychosocial interventions [8] [34].

e Research examining the impact of shared decision-making interventions on adherence and outcomes [16] [28].

e Qualitative studies exploring patient experiences and preferences regarding antipsychotic treatment [25]] [[27].

CONCLUSION

This meta-analysis highlights the complexities of antipsychotic treatment and the importance of considering both
efficacy and patient acceptance. By synthesizing evidence from existing meta-analyses and systematic reviews, this
study provides a comprehensive overview of the current state of knowledge and informs clinical practice. Personalized
treatment plans, proactive side effect management, stigma reduction, and shared decision-making are essential for
improving outcomes for individuals with psychotic disorders.
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