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ABSTRACT

Objective: To describe antipsychotic treatment patterns among patients with schizophrenia receiv-
ing care at Community Mental Health Centers (CMHCs) in Türkiye and to examine associated clinical 
characteristics.

Methods: In this multicenter, cross-sectional study, 181 clinically stable patients with schizophrenia 
receiving CMHC care were evaluated. Antipsychotic treatment patterns were categorized as antipsychotic 
monotherapy (APM) vs. antipsychotic polypharmacy (APP), oral vs. long-acting injectable antipsychotic 
(LAI) treatment, and second-generation antipsychotic (SGA) vs. first-generation antipsychotic (FGA). 
Symptom severity and clinical status were assessed with the mini-Positive and Negative Syndrome Scale 
(m-PANSS), Brief Clinical Assessment Scale for Schizophrenia (BCASS), Clinical Global Impression–Severity 
(CGI-S), Global Assessment of Functioning (GAF), and Global Assessment of Medication Adherence.

Results: Antipsychotic polypharmacy was common (65.2%), and LAI use was high (60.2%; LAI alone 17.1%, 
oral + LAI 43.1%). Most patients received SGAs only (82.9%), whereas 17.1% used an FGA + SGA combina-
tion. Compared with APM, APP was associated with older age, longer illness duration, and more hospi-
talizations, as well as greater symptom burden and clinical severity (higher m-PANSS and BCASS scores 
and higher CGI-S) and poorer functioning (lower GAF). Clozapine was prescribed to 21.5% of patients, 
predominantly within APP.

Conclusion: In patients with schizophrenia receiving care at CMHCs in Türkiye, prescription is charac-
terized by frequent APP and substantial LAI use, concentrated among individuals with more severe and 
chronic illness profiles. These real-world patterns may diverge from guideline-recommended pathways 

WHAT IS ALREADY KNOWN 
ON THIS TOPIC?

•	 Antipsychotic polypharmacy 
(APP) is widely observed in rou-
tine schizophrenia care despite 
guideline recommendations that 
generally prioritize antipsychotic 
monotherapy (APM) and reserve 
APP mainly for brief cross-titration 
or specific clinical circumstances.
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and underscore the need for individualized, evidence-based strategies to optimize outcomes in CMHC 
populations.

Keywords: Antipsychotic polypharmacy, community mental health centers, clozapine, long-acting inject-
able antipsychotics, schizophrenia, Türkiye

INTRODUCTION

Schizophrenia is a severe and persistent mental disorder that manifests during early adulthood and 
has a negative impact on cognitive, perceptual, emotional, and behavioral functioning.1 Antipsychotic 
medications are frequently administered in the treatment of schizophrenia, with the objective of 
managing symptoms and enhancing patients’ quality of life. Nonetheless, the appropriate utilization 
of antipsychotic treatment remains a contentious issue. The challenge of balancing the benefits of 
these medications with the adverse effects that may compromise the quality of life and health of 
the individual occupies a central position in the discourse. Contemporary guidelines predominantly 
advocate for the utilization of second-generation antipsychotics (SGAs) due to their reduced propen-
sity for adverse effects when compared to first-generation antipsychotics (FGAs).2 For first-episode 
psychoses, the prevailing recommendation is for the administration of a single antipsychotic agent at 
the minimum effective dose.3 Patients who do not demonstrate sufficient improvement despite the 
administration of antipsychotic medications from two distinct groups at adequate doses and dura-
tions are considered treatment resistant, and clozapine treatment is recommended for these patients.

The prescription of multiple antipsychotic medications is generally recommended during the pro-
cess of medication change or for a brief period to manage symptoms of an active psychotic episode.4 
Despite these recommendations, antipsychotic polypharmacy (APP) remains frequently used in rou-
tine clinical practice.5 In everyday care, APP is often considered in patients with persistent symptoms, 
incomplete treatment response, recurrent relapses, or perceived treatment resistance, and may also 
occur during cross-titration or other complex treatment adjustments.6 Nevertheless, its use remains 
controversial. Current guidelines largely favor antipsychotic monotherapy (APM) and recommend 
clozapine after insufficient response to two adequate antipsychotic trials. However, APP continues 
to be used more broadly than guideline recommendations would suggest, even though its clinical 
superiority over APM has not been consistently established, and it may increase cumulative adverse-
effect burden and overall treatment complexity. Accordingly, APP remains a clinically important and 
debated issue in the pharmacological management of schizophrenia.

The objective of evidence-based treatment guidelines is to furnish clinicians with the pertinent infor-
mation necessary to select treatment modalities that will yield optimal results in clinical practice. 
However, despite the existence of these guidelines and recent advances in treatment, schizophre-
nia remains a very complex and difficult-to-treat medical condition. Patients diagnosed with schizo-
phrenia frequently exhibit additional medical comorbidities, exhibit noncompliance with treatment 
regimens, demonstrate a lack of response to prior therapeutic interventions, and/or necessitate 
combination treatments, entailing the administration of multiple distinct therapeutic modalities to 
address their individualized needs.7,8 Furthermore, the unique characteristics of the physician may 
result in a divergence between clinical practice and guidelines. This discrepancy can be attributed 
to a number of factors, including physician preferences, accumulated experience in their field, and 
their understanding of contemporary guideline recommendations. These factors can lead to the wide-
spread occurrence of treatment patterns that differ from recommended guidelines in clinical practice.

The concept of community-based mental health services was initially introduced in Italy in 1961 and 
has since evolved into a fundamental component of mental healthcare service in developed coun-
tries.9 Community Mental Health Centers (CMHCs) are specialized facilities designated for the treat-
ment and monitoring of severe mental illnesses, including schizophrenia, schizoaffective disorder, 
and bipolar disorder.10 The first CMHC in Türkiye was established in 2008, and as of present, a total of 
188 CMHCs are operational.11 These facilities provide a wide range of rehabilitation services, including 
psychoeducation, occupational therapy, individual and group psychotherapies, home and workplace 
visits, and pharmacotherapy. These initiatives are designed to enhance patients’ capacity to function 
within their communities and promote their independent living skills.

•	 Community Mental Health Centers 
(CMHCs) provide continuity-based, 
multidisciplinary follow-up for 
severe mental illnesses; however, 
data specifically describing real-
world antipsychotic treatment pat-
terns and their clinical correlates in 
CMHC populations are limited.

WHAT DOES THIS STUDY ADD 
ON THIS TOPIC?

•	 In a multicenter CMHC sample 
of clinically stable patients with 
schizophrenia in Türkiye, APP was 
highly prevalent (65.2%), and 
long-acting injectable use was 
substantial (60.2%), providing 
CMHC-specific real-world prescrib-
ing data.

•	 Antipsychotic polypharmacy was 
systematically associated with a 
more severe and chronic illness 
profile—older age, longer illness 
duration, and more hospitaliza-
tions—alongside greater symptom 
burden and clinical severity and 
poorer functioning compared with 
APM.

•	 Clozapine use remained relatively 
modest (21.5%) and occurred pre-
dominantly within APP regimens, 
highlighting a potential implemen-
tation gap in clozapine optimiza-
tion despite extensive APP in this 
CMHC cohort.
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A notable benefit of CMHCs in the management of patients with 
schizophrenia is their capacity to streamline follow-up and treat-
ment processes. The core feature of this model is the assignment of a 
designated case manager to each patient, who serves as the primary 
point of contact and coordinates the therapeutic process under the 
clinical oversight of the attending psychiatrist. By enabling sustained, 
continuous care delivered by the same healthcare team, CMHCs aim 
to strengthen therapeutic collaboration and continuity. Compared 
with conventional services, this structure can foster more frequent 
and meaningful communication between clinicians and patients, 
supporting a more comprehensive and patient-centered care expe-
rience. Consistent with these advantages, some studies suggest that 
patients followed in CMHCs have fewer emergency department pre-
sentations and lower rates of involuntary hospitalization than those 
not engaged in CMHC follow-up, indicating that continuity-based, 
case-managed care may translate into reduced acute crises and coer-
cive admissions.12 These conditions offer additional benefits, includ-
ing more rational treatment planning, closer monitoring of adverse 
effects, and improved treatment adherence. Therefore, CMHCs may 
make meaningful contributions to rational and appropriate antipsy-
chotic treatment strategies, alongside their core function of facilitat-
ing community-based rehabilitation activities.

Numerous studies have examined antipsychotic treatment patterns 
among patients with schizophrenia receiving inpatient or outpa-
tient care.5 However, evidence from CMHCs remains limited. Most 
available studies on antipsychotic treatment patterns have been 
conducted in hospital-based samples, whereas CMHCs provide a dis-
tinct model of care characterized by long-term follow-up, rehabilita-
tion-oriented interventions, and continuity-based multidisciplinary 
management. In addition, the limited number of studies from 
CMHC settings in Türkiye have mainly focused on outcomes such as 
employment, general clinical characteristics, service use, or mortality 
rather than antipsychotic treatment patterns and their clinical cor-
relates.12 Therefore, it remains unclear whether treatment patterns 
reported in hospital-based settings can be generalized to patients 
followed in CMHCs, and how these patterns relate to clinical status 
in this specific care context. The primary aim of this study was to 
characterize antipsychotic treatment patterns among patients with 
schizophrenia who were regularly followed in CMHCs and actively 
participated in rehabilitation activities, and to examine the clini-
cal and sociodemographic factors associated with these patterns. 
Specifically, this study investigated whether antipsychotic treatment 
patterns were associated with sociodemographic and clinical char-
acteristics, including functioning, medication adherence, symptom 
severity, overall illness severity, and number of hospitalizations.

MATERIAL AND METHODS

Study Design and Participants
This multicenter, cross-sectional study was conducted between 
August 1, 2023, and February 1, 2024, and included 181 clinically 
stable patients diagnosed with schizophrenia who were followed 
up and treated in 7 Community Mental Health Centers (CMHCs) 
located in 7 different cities in Türkiye. To ensure a balanced multi-
center sample, recruitment was distributed nearly equally across 
sites, with 26 participants enrolled from each center and 25 partici-
pants recruited from one center. Patients were considered clinically 
stable if, at the time of evaluation, they were not experiencing an 
acute psychotic episode, did not require psychiatric hospitalization 
or an urgent change in treatment because of clinical deterioration, 
and were able to participate reliably in face-to-face assessment 

procedures. The participants were aged 18-50 years, had at least a 
primary school education, and voluntarily agreed to participate in 
the study. The exclusion criteria for the study included the presence 
of intellectual disability, another axis-I illness, and alcohol or sub-
stance use disorders. The participants were administered a sociode-
mographic data form, the mini Positive and Negative Symptom Scale 
(m-PANSS), the Global Assessment of Medication Adherence (GAMA) 
Scale, the Global Assessment of Functioning (GAF) Scale, the Brief 
Clinical Assessment Scale in Schizophrenia (BCASS), and the Clinical 
General Impression-Severity (CGI-S) scale. All clinical scales were 
administered face-to-face by psychiatrists working at the participat-
ing CMHCs during the same interview session.

Indicators of Antipsychotic Treatment Patterns
The participants’ antipsychotic treatment patterns were evaluated 
using a four-dimensional framework encompassing the dimensions 
of APM/APP, utilization of long-acting medications, classification of 
antipsychotic medications according to the FGA/SGA categoriza-
tion, and administration of clozapine. Antipsychotic polypharmacy 
was defined as the concurrent use of 2 or more antipsychotic agents 
for at least 14 consecutive days, regardless of formulation (oral and/
or long-acting injectable antipsychotic (LAI)). Overlapping antipsy-
chotic treatment lasting <14 days that was judged to reflect cross-
titration during switching was not classified as APP.

Data Collection and Evaluation Tools
Sociodemographic and Clinical Data Form: A semi-structured form 
was utilized to record sociodemographic and clinical data, including 
age, gender, educational status, marital status, lifestyle, occupational 
status, age at onset of illness, duration of illness, number of 
hospitalizations, and medications used.

Mini-Positive and Negative Symptom Scale: Mini positive and 
negative symptom scale (8-item version) (Mini PANSS-8): The 
30-item Positive and Negative Syndrome Scale (PANSS-30), a 
clinician-rated instrument, was originally developed by Kay et al,13 
and its Turkish validity and reliability were established by Kostakoğlu 
et  al.14 The Mini PANSS-8, developed by Andreasen et al,15 was 
derived from the PANSS-30 using 8 specific items (P1, P2, P3, N1, N4, 
N6, G5, and G9) to assess core schizophrenia symptom domains. 
Each item is rated on a 7-point Likert scale ranging from 1 (none) to 
7 (very severe), with higher scores indicating greater symptom 
severity.

Clinical General Impression-Severity Scale: Clinical General 
Impression-Severity is a measurement tool that provides an overall 
assessment of the severity of an illness.16 The interviewer rates the 
severity of the illness from 1 (not ill) to 7 (most severely ill) based on 
his or her general experience. The Turkish validity and reliability of 
the scale were established by Zağlı et al.17

Brief Clinical Assessment Scale in Schizophrenia: The BCASS is a 
clinician-rated Turkish scale developed by Yıldız et al18 that assesses 
symptoms commonly observed in schizophrenia. It provides a 
4-point severity rating according to the effects of symptoms on 
functioning. The scale consists of 5 score categories: psychosis, 
cognitive impairment, emotional distress, disorganization, and 
total.

Global Assessment of Medical Adherence Scale: Global Assessment 
of Medication Adherence is a scale, ranging from 0 to 5, and is 
evaluated by an experienced clinician based on the clinical opinion 
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formed during the interview with the patient and their relatives. The 
scale is designed to assess an individual’s adherence to drug 
treatment.19

Global Assessment of Functioning Scale: The GAF is a clinician-rated 
global index of psychological, social, and occupational functioning 
rated on a single continuum from 0 to 100, with higher scores 
indicating better overall functioning. It is conceptually derived from 
the earlier Global Assessment Scale developed by Endicott and 
colleagues and was incorporated into the multiaxial diagnostic 
framework as Axis V in DSM-IV-TR to provide a concise summary of 
overall functioning over a specified time period.20

Statistical Analysis
Statistical analyses were performed using IBM SPSS Statistics for 
Windows, Version 22.0 (IBM SPSS Corp.; Armonk, NY, USA). Continuous 
variables were summarized as mean ± standard deviation and cat-
egorical variables as frequencies and percentages. The distribution 
of continuous variables was evaluated with the Shapiro–Wilk test. 
Between-group comparisons of continuous outcomes were con-
ducted using independent-samples t-tests when assumptions were 
met and Mann–Whitney U-tests otherwise, while categorical variables 
were compared using chi-square tests (or Fisher’s exact test when 
appropriate). For comparisons involving more than 2 groups, one-way 
ANOVA was used with Tukey’s HSD for post-hoc pairwise comparisons. 
All tests were 2-tailed and statistical significance was set at P  < .05.

Ethical Approval
The requisite institutional permissions were obtained from all cen-
ters where the study was conducted. The study was approved by 
the Scientific Research Ethics Committee of Hatay Mustafa Kemal 
University Faculty of Medicine (Decision Date: June 7, 2023, Decision 
No: 2023/12). Written informed consent was obtained from the 
patients participating in the study and one first-degree relative.

RESULTS

A total of 181 patients participated in the study; 137 (75.8%) of 
whom were male and 44 (24.2%) of whom were female. With respect 
to marital status, 27 (14.9%) were married and 154 (85.1%) were sin-
gle. 28 patients (15.5%) were employed full-time. The patients’ living 
arrangements were as follows: 134 (74.0%) resided with their par-
ents, 24 (13.3%) lived with their spouses and children, 4 lived in care 
centers, and 12 (6.6%) lived alone. The mean age of the patients was 
37.87 years (±8.18), the mean duration of education was 10.35 years 
(±3.4), the mean age at onset of the disease was 21.75 years (±5.44), 
and the mean number of hospitalizations was 3.37 (±3.49). The data 
pertaining to the sociodemographic and clinical characteristics of 
the patients are presented in Table 1.

The mean positive and negative symptom scores on the PANSS scale 
were 8.90 ± 4.05 and 10.72 ± 4.23, respectively. The total PANSS score 
was 24.76 ± 9.06. The mean BCASS total score was 28.53 ± 5.9, the 
mean GAF score was 55.55 ± 9.86, and the mean GAMA score was 
1.96 ± 1.01 (Table 2).

A subsequent analysis of the patients’ antipsychotic treatment pat-
terns revealed that 118 patients (65.2%) received APP, 63 patients 
(34.8%) received APM, and 109 patients (60.2%) received LAIs. 
Notably, all patients were on SGA treatment, with no patient receiv-
ing only FGA treatment. While 150 patients (82.9%) received SGAs 
only, 31 (17.1%) received an FGA + SGA combination. The data 

concerning the antipsychotic treatment patterns of the patients is 
presented in Figure 1.

An analysis was conducted to examine the relationship between the 
sociodemographic characteristics of the patients and the data related 
to antipsychotic treatment patterns. The mean age of patients with 
APM was found to be 35.94 ± 8.6 years, while it was 38.85 ± 7.81 years 
for patients with APP (P = .023). The mean duration of illness was found 

Table 1.  Sociodemographic and Clinical Characteristics of the 
Participants

​ n (%)

Gender
  Male
  Female

​
137 (75.8)
44 (24.2)

Marital status
  Single
  Married
  Divorced/widow

​
135 (74.6)
27 (14.9)
19 (10.5)

Working status
  Unemployed
  Employed
  Student
  Disability retirement
  Housewife

​
110 (60.7)
28 (15.5)

3 (1.7)
24 (13.3)
16 (8.8)

Living with/in
  Parents
  Spouse-children
  Alone
  Care facility
  Other

​
134 (74.0)
24 (13.3)
12 (6.6)
4 (2.2)
7 (3.9)

​ Mean ± SD/ (range)

Age (years) 37.87 ± 8.18 (21-50)

Level of education (years) 10.35 ± 3.40 (5-19)

Age at onset of disease (years) 21.75 ± 5.44 (10-45)

Disease duration (years) 16.30 ± 8.04 (1-34)

Number of hospitalizations 3.37 ± 3.49 (0-20)

Number of hospitalizations in last 3 years 0.51 ± 0.86 (0-7)

Duration of follow-up in the center (months) 59.74 ± 43.83 (1-156)

Table 2.  Mean Scores of Participants’ Scale Scores

Scale Mean ± SD/ (Min-Max)

m-PANSS
  Positive
  Negative
  Total

​
8.90 ± 4.05 (3-21)

10.72 ± 4.23 (3-21)
24.76 ± 9.06 (9-54)

GAMA 1.96 ± 1.01 (1-5)

GAF 55.55 ± 9.86 (30-80)

CGI-S 4.04 ± 1.12 (1-7)

BCASS
  Total
  Psychosis
  Cognitive impairment
  Emotional distress
  Disorganization

​
28.53 ± 5.9 (16-50)

9.46 ± 2.7 (5-19)
9.32 ± 2.56 (4-16)
5.94 ± 2.02 (3-12)
3.81 ± 1.43 (2-8)

BCASS, Brief Clinical Assessment Scale for Schizophrenia; CGI-S, Clinical 
Global Impression–Severity; GAF, Global Assessment of Functioning; GAMA, 
Global Assessment of Medication Adherence; m-PANSS, mini-Positive and 
Negative Syndrome Scale.

http://orcid.org/0000-0001-9206-7170
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to be 13.51 ± 7.52 years in patients with APM and 17.73 ± 7.97 years 
in patients with APP (P = .001). The number of hospitalizations was 
2.37 ± 3.33 in patients with APM and 3.91 ± 3.49 in patients with APP  
(P = .012). A comparison of the demographic and clinical characteris-
tics of individuals who use FGA and those who do not use it revealed 
that the former group exhibited higher age, earlier illness onset, and 
prolonged illness duration. The mean age was 40.56 ± 7.48 years in 
FGA users and 37.28 ± 8.23 years in non-users (P = .044). The mean 
disease duration was found to be 20.48 ± 6.81 years in FGA users and 
15.39 ± 8.03 years in non-users (P = .001). The mean number of hospi-
talizations was 4.54 ± 3.23 in FGA users and 3.13 ± 3.51 in non-users 
(P = .055).

A subsequent analysis of clinical scales and data related to the anti-
psychotic treatment patterns revealed that patients receiving APM 
exhibited higher mean GAF scores, while those receiving APP dem-
onstrated higher mean scores on the CGI-S, BCASS, and m-PANSS 

(total and positive symptoms). When the mean scores of the clinical 
scales were analyzed in relation to the LAI usage, a statistical rela-
tionship was identified for only the psychosis score of the BCASS. 
No significant differences were found between antipsychotic type 
groups (SGA-only vs. FGA + SGA) on most clinical scales, except for 
the BCASS psychosis subscale, which was higher in the FGA + SGA 
group (P = .047). The statistical findings related to the antipsychotic 
treatment patterns of the patients and the mean scores of the clini-
cal scales are presented in Tables 3 and 4.

The study revealed that 21.5% (n=39) of the patients were receiv-
ing clozapine, of whom 17.9% (n = 7) were receiving APM and 82.1% 
(n = 32) were receiving APP. This finding indicates that 27.1% of 
patients receiving APP were prescribed clozapine. Regarding dosage, 
25.6% (n = 10) of the subjects received 200 mg or less, 30.8% (n = 12) 
received between 200 and 400 mg, and 43.6% (n = 17) received more 
than 400 mg of clozapine daily.

Figure 1.  Antipsychotic treatment patterns of the patients.

Table 3.  The Relationship Between m-PANSS and BCASS Scores and Antipsychotic Treatment Indicators

​

m-PANSS BCASS

Positive Negative Total Psychosis
Cognitive 

Impairment
Emotional 

Distress Disorganization
Total

APM/APP
  APM
  APP

​
7.79 ± 3.76
9.41 ± 4.04

P = .01*

​
10.48±4.71
10.79 ± 3.93

P = .636

​
​22.67±9.57
25.73 ± 8.51

P = .029*

​
8.68 ± 2.89
9.82 ± 2.61

P = .006*

​
8.9 ± 2.73

9.51 ± 2.41
P = .128

​
5.63 ± 1.99
6.11 ± 2.03

P = .133

​
3.52 ± 1.54
3.94 ± 1.35

P = .061

​
26.76 ± 6.16
29.37 ± 5.49

P = .004*

Oral/LAI
  Oral
  LAI
  Oral + LAI

​
8.75 ± 4.52
8.03 ± 3.61
9.26 ± 3.63

P = .353

​
10.72 ± 4.79
10.71 ± 4.04
10.63 ± 3.73

P = .99

​
24.38 ± 10.04
23.26 ± 8.41
25.49 ± 8.16

P = .478

​
9.06 ± 2.86
8.71 ± 2.28
10.05±2.53

P = .019*

​
9.35 ± 2.76
8.97 ± 2.51
9.38 ± 2.35

P = .727

​
5.94 ± 2.16
5.71 ± 1.96
6.11 ± 1.94

P = .263

​
3.63 ± 1.55
3.68 ± 1.4
4 ± 1.31
P = .243

​
27.97 ± 6.48
27.06 ± 5.49
29.47±5.24

P = .099

FGA/SGA
 SGA
 FGA + SGA

​
8.64 ± 4.04
9.84 ± 3.73

P = .131

​
10.69 ± 4.35
10.65 ± 3.51

P = .96

​
24.17 ± 8.92
27.03 ± 9.06

P = .107

​
9.25 ± 2.57
10.29 ± 3
P = .047*

​
9.25 ± 2.58
9.52 ± 2.34

P = .601

​
6.05 ± 2.11
5.42 ± 1.43

P = .113

​
3.79 ± 1.45
3.84 ± 1.32

P = .854

​
28.34 ± 5.81
29.06 ± 6.12

P = .532

APM, antipsychotic monotherapy; APP, antipsychotic polypharmacy; BCASS, Brief Clinical Assessment Scale for Schizophrenia; FGA, first-generation antipsy-
chotic; LAI, long-acting injectable; m-PANSS, mini-Positive and Negative Syndrome Scale; SGA, second-generation antipsychotic.
Bold type and the asterisk indicate statistically significant P values. The significance threshold was P < .05.
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DISCUSSION

The present findings of this study suggest that antipsychotic treat-
ment patterns in CMHCs in Türkiye are shaped less by a uniform 
application of guideline-based algorithms and more by the clinical 
complexity of the population served. The cohort appears to repre-
sent patients with longstanding illness, repeated hospitalizations, 
and persistent functional impairment, indicating that CMHCs may 
be caring for a subgroup with substantial psychosocial burden and 
chronic treatment needs. Within this context, a key contextual fac-
tor for interpreting the results is the clinical profile of the CMHC 
population: with a mean illness duration of approximately 16 years, 
repeated hospitalizations, and persistently reduced global function-
ing, the cohort largely represents individuals with longstanding ill-
ness trajectories and substantial psychosocial needs. Similar clinical 
profiles have been reported in CMHC samples from Türkiye, sug-
gesting that these services often follow patients with long-standing 
illness histories and high psychosocial burden.21,22One of the most 
noteworthy results of the present study was that approximately 
two-thirds of the patients had received APP. The results regarding 
the use of APP are quite heterogeneous in the literature, with rates 
ranging from 30% to 75% reported in different studies.23-25 This varia-
tion is often associated with patient characteristics, and higher rates 
of APP have been reported, typically among inpatients and at later 
stages of the disease.26-28 In the present study, the rate obtained in 
patients who were not in an active psychotic episode and who were 
followed up in CMHCs was higher than the rates found in other stud-
ies. Patients receiving APP were found to be older, had experienced 
longer illness durations, and had a higher frequency of hospital-
izations compared to those receiving APM. These results suggest 
that combination treatments are more likely to be administered to 
patients with more severe and chronic cases of schizophrenia. In 
line with these findings, the presence of APP was observed to be 
associated with significantly elevated scores on the m-PANSS (posi-
tive and total symptoms), BCASS (total and psychosis subscale), and 
CGI-S, thereby reflecting heightened symptom severity and clini-
cal complexity. Conversely, patients who were administered APM 
exhibited enhanced overall functioning, as indicated by higher GAF 
scores. These associations can be interpreted in 2 complementary 

ways: APP may reduce functioning through adverse effects, and/or 
clinicians may adopt APP in patients whose greater illness severity 
is already linked to lower functioning. Taken together, the findings 
suggest that clinicians may resort to APP in response to treatment 
resistance or more complex clinical presentations.

A high prevalence of LAI antipsychotic use was also observed, with 
60.2% of patients receiving LAIs either as monotherapy or in com-
bination with oral medications. This rate exceeds those reported 
in other studies of schizophrenia treatment and may indicate that 
CMHCs in Türkiye prioritize adherence through LAI administra-
tion.29,30 However, the association between LAI utilization and 
enhanced outcomes on clinical scales was not statistically sig-
nificant, with the exception of a higher psychosis subscale score 
on the BCASS in the LAI group. One potential explanation for this 
observation is that LAIs are reserved for the management of more 
severe psychotic symptoms, reflecting clinical practices that priori-
tize adherence among patients with more severe presentations. The 
absence of a significant difference in GAMA scores across treatment 
groups may suggest that the CMHC model itself supports adherence 
through regular follow-up and close multidisciplinary monitoring, 
regardless of formulation type. The high rate of LAI use may like-
wise reflect the chronic and functionally impaired profile of CMHC 
patients in Türkiye, in whom clinicians may favor LAIs to maintain 
treatment continuity and reduce relapse risk. In the Turkish CMHC 
model, multidisciplinary follow-up, case management, and frequent 
patient contact may further facilitate LAI adherence by enabling 
regular monitoring, timely appointment reminders, and sustained 
therapeutic engagement.

The present study determined that the utilization of SGA was 
observed in all patients, with 17.1% of the sample using both FGA 
and SGA. This finding is consistent with the prevailing recommenda-
tion of SGA utilization in contemporary treatment protocols. Among 
those receiving APP, approximately one-fourth used an FGA+SGA 
combination. In contrast, higher rates of FGA + SGA combinations 
have been reported among patients receiving APP in the literature.31 
This discrepancy between the study and the extant literature is note-
worthy, and further research is necessary to ascertain the underlying 
causes of this phenomenon. A subsequent analysis indicated that 
FGA use was associated with older age, earlier illness onset, and lon-
ger illness duration, suggesting that clinicians may prefer FGAs in 
patients with earlier onset and a more prolonged course.

Clozapine was prescribed to 21.5% of patients, predominantly 
within APP regimen, underscoring its role in managing treatment-
resistant schizophrenia. Nevertheless, given the high prevalence of 
APP and the chronic clinical profile of the sample, clozapine would 
be expected to be used at higher rates. The relatively modest uti-
lization observed here is consistent with global patterns of under-
prescription.32 Practical barriers such as difficulties in systematic 
side-effect monitoring, patients’ reluctance to provide regular blood 
samples, and limited clinician confidence in managing clozapine-
related adverse effects may contribute to the relatively low rate of 
clozapine use. Increased efforts to prescribe clozapine to appropri-
ate patients may potentially improve outcomes in this population.

The most salient outcomes of the study were that approximately 
two-thirds of the patients had APP, yet this group exhibited a greater 
number of symptoms, more hospitalizations, and lower levels of func-
tioning, and low rates of clozapine treatment despite the prevalent 

Table 4.  The Relationship Between GAF, CGI-S, and GAMA Scores and 
Antipsychotic Treatment Indicators

​ GAF CGI-S GAMA

APM/APP
  APM
  APP

​
59.77 ± 9.06
53.25 ± 9.58

P = .003*

​
3.79 ± 1.18
4.15 ± 1.06

P = .038*

​
1.9 ± 1.09

1.97 ± 0.92
P = .690

Oral/LAI
  Oral
  LAI
  Oral + LAI

​
58.76 ± 11.66

54 ± 9.59
53.85 ± 9.05

P = .096

​
3.93 ± 1.09

4 ± 1.12
4.13 ± 1.06

P = .645

​
1.82 ± 0.98
2.1 ± 1.17

2 ± 0.9
P = .330

FGA/SGA
  SGA
  FGA + SGA

​
56 ± 10.28

53.89 ± 8.15 
P =.423

​
3.98 ± 1.12
4.26 ± 1.06

P = .206

​
1.94 ± 0.99
1.97 ± 0.98

P = .887

APM, antipsychotic monotherapy; APP, antipsychotic polypharmacy; BCASS; 
Brief Clinical Assessment Scale for Schizophrenia; FGA, first-generation 
antipsychotic; LAI, long-acting injectable; m-PANSS, mini-Positive and 
Negative Syndrome Scale; SGA, second-generation antipsychotic.
Bold type and the asterisk indicate statistically significant P values. The sig-
nificance threshold was P < .05.
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use of APP. When considered alongside international evidence, the 
results fit well within a broader real-world framework. Large registry 
studies from Nordic countries have shown that APP is more com-
mon among patients with repeated relapses, extended illness tra-
jectories, and prior treatment resistance.31 Although these studies 
do not establish causality, they suggest that APP often emerges as a 
late-stage strategy in complex cases rather than as an early deviation 
from guideline-based care. In this sense, APP may function as a clini-
cal marker of accumulated treatment burden rather than a uniformly 
inappropriate practice.

Nevertheless, the high prevalence of APP observed in this study 
highlights a clear divergence from international treatment guide-
lines, which consistently recommend APM and emphasize clozapine 
as the treatment of choice after two failed antipsychotic trials. The 
relatively modest rate of clozapine use in the cohort (21.5%), despite 
extensive APP and chronic illness, mirrors findings from both Turkish 
and international studies.21,32 This discrepancy underscores ongoing 
barriers to clozapine implementation, including concerns regarding 
adverse effects, monitoring requirements, and clinician experience, 
and may partially explain why APP is frequently adopted as an alter-
native strategy in real-world practice.

At the same time, it is important to acknowledge that APP is not 
uniformly discouraged in the literature. While guidelines emphasize 
caution, several observational studies and narrative reviews have 
suggested that selected combination strategies may be associated 
with reduced rehospitalization or improved clinical stability in spe-
cific patient subgroups, particularly those with treatment-resistant 
schizophrenia.33,34 These findings do not negate guideline recom-
mendations but instead highlight the tension between evidence 
derived from controlled trials and the realities of managing chronic, 
heterogeneous patient populations. The data contribute to this dis-
cussion by illustrating how, in CMHC settings, APP may represent a 
pragmatic response to long-term functional impairment and clinical 
complexity rather than a simple departure from best practice.

Beyond patient-related factors, characteristics of CMHC care may 
also contribute to observed treatment patterns. CMHCs typically pro-
vide long-term follow-up through the same multidisciplinary team, 
allowing closer therapeutic relationships, more frequent contact, 
and enhanced monitoring compared with routine outpatient clinics. 
In the context of schizophrenia—a disorder that, despite substantial 
therapeutic advances, still rarely achieves full functional recovery for 
many patients and often follows a difficult-to-treat, chronic course—
clinicians may be more inclined to use complex pharmacological 
strategies, including APP, as a coping response when faced with per-
sistent disability or partial treatment response.

Moreover, treatment decisions are not shaped by clinicians alone. 
In schizophrenia, patients and families often influence discussions 
about medication, particularly when symptoms persist, which may 
increase pressures for treatment escalation and more complex 
regimens.35 This perspective is consistent with our finding that APP 
clustered with longer illness duration, higher frequency of hospital-
ization, and poorer global functioning, suggesting that prescribing 
complexity may accumulate alongside chronicity and functional 
decline. At the same time, closer follow-up may increase clinicians’ 
confidence in initiating higher-burden or potentially more complex 
regimens, such as antipsychotic combinations, under the assumption 
that adverse effects can be detected and addressed more promptly. 
Importantly, these interpretations remain hypothetical and cannot 

be tested within the cross-sectional design of the present study. 
Future research explicitly examining how service organization, conti-
nuity of care, and clinician–patient contact intensity influence treat-
ment decisions will be essential to clarify these mechanisms.

Strengths and Limitations
This study’s principal strength is its comprehensive analysis of anti-
psychotic treatment patterns and related clinical and sociodemo-
graphic features of schizophrenia patients receiving care in CMHCs. 
This study was conducted across 7 CMHCs in different regions of 
Türkiye, thereby enhancing the generalizability of the findings to 
similar community-based mental health settings. The multicenter 
design facilitates a more comprehensive understanding of antipsy-
chotic treatment patterns in diverse clinical environments. Contrary 
to the focus of many preceding studies on inpatient or outpatient 
hospital settings, this study specifically examines patients with 
schizophrenia receiving care in CMHCs. This focus addresses a lacuna 
in the extant literature and provides novel insights into community-
based mental healthcare, particularly concerning antipsychotic 
treatment practices. It should be noted, however, that the study is 
not without limitations. The cross-sectional nature of the study limits 
the ability to infer causality between antipsychotic treatment pat-
terns and clinical outcomes. In particular, it cannot be determined 
whether APP contributes to poorer functioning or whether patients 
with poorer functioning and greater illness severity are more likely 
to receive APP. Longitudinal studies are necessary to determine how 
different treatment strategies impact patient outcomes over time. A 
further limitation is the paucity of data regarding the medications 
that patients have previously used and the adverse effects they 
have exhibited, particularly with respect to patients who have been 
unable to tolerate clozapine due to its side effects. A priori sample 
size or power analysis was not performed, which should be consid-
ered a methodological limitation. Notwithstanding these limitations, 
this study represents a significant contribution to the growing body 
of evidence regarding antipsychotic treatment patterns in commu-
nity mental health settings.

Conclusion
The utilization of antipsychotic medications in the treatment of 
schizophrenia has yielded substantial benefits; nevertheless, schizo-
phrenia remains a challenging disorder to treat, with complete 
remission remaining elusive and significantly affecting the quality of 
life for those affected. This presents a substantial challenge for clini-
cians and patients in routine care. From this perspective, APP may be 
considered a coping mechanism that clinicians adopt in response to 
this challenge. The results of the present study corroborate this con-
clusion, as an association has been demonstrated between disease 
severity, as measured by age, duration, number of hospitalizations, 
functioning, and symptom intensity, and APP. The results of our 
study will provide an important basis for understanding the pattern 
of antipsychotic treatment used in schizophrenia patients followed 
up in CMHCs in Türkiye and for the implementation of effective, indi-
vidualized, and appropriate antipsychotic treatment approaches in 
the treatment of the disease. Furthermore, these findings highlight 
the gap between real-world prescribing practices and guideline-rec-
ommended treatment pathways.
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are available on request from the corresponding author.
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