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Background: Second-generation long-acting injectable antipsychotics (SG-LAIls) improve adherence, reduce relapse, and enhance
outcomes in schizophrenia, yet remain underused. In Romania, data on psychiatrists’ views is limited.

Objective: To assess Romanian psychiatrists’ attitudes and prescribing behaviors regarding SG-LAIs, and identify key drivers and
barriers to their use.

Methods: We conducted a cross-sectional questionnaire survey among psychiatrists in urban hospital, outpatient, and private settings,
treating more than 1,000 patients with schizophrenia. The survey rated the four SG-LAIs available in Romania (aripiprazole,
olanzapine, paliperidone, and risperidone) on efficacy, tolerability, dosing flexibility, monitoring needs, prescribing frequency, and
perceived obstacles/facilitators.

Results: 80 psychiatrists participated. Aripiprazole LAI received the most favorable ratings, ranking highest for efficacy, safety,
patient functioning, ease of administration, guideline alignment, side-effect profile, monitoring requirements, and overall preference.
Paliperidone and risperidone were also positively evaluated for dosing versatility, whereas olanzapine generally scored lowest. Main
factors encouraging LAI prescription were improved adherence (96.3%) and reduced relapse risk (96.3%), followed by a favorable
clinical profile (66.3%). Key barriers included lack of patient trust (57.5%), lack of hospital supply (43.8%), absence of LAI
formulations for certain antipsychotics (43.8%), and limited experience (36.3%).

Conclusion: Romanian psychiatrists show a strong preference for aripiprazole LAI, with decisions driven mainly by clinical benefits.
Reducing patient concerns and system-level limitations—especially availability, indications, and communication— may support
increased use of SG-LAIs in everyday clinical care.
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Background

Schizophrenia is a chronic psychiatric illness characterized by recurrent psychotic episodes and functional decline when
untreated. Antipsychotic medication represents the primary therapeutic approach, and sustained adherence contributes to
long-term clinical stability and relapse prevention.! Long-acting injectable antipsychotics (LAIs) were developed in the
1960s as a strategy to improve adherence by providing a slow, sustained release of medication, thereby reducing the need
for oral drugs.” In the early 2000s, second-generation (atypical) LAIs became available, including depot formulations of
risperidone, paliperidone, olanzapine, and aripiprazole.® By ensuring continuous drug delivery, LAIs can achieve more
consistent therapeutic levels. Real-world studies have linked LAI use with greater treatment adherence and lower rates of
relapse and hospitalization compared to oral antipsychotics.* LAlI-treated patients also show reduced mortality and fewer

emergency visits, reflecting the benefits of sustained adherence.’
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Despite these advantages, LAls remain underutilized in clinical practice worldwide. In the United States of America,
fewer than 15% of patients with schizophrenia receive an LAI prescription,* and across Europe the proportion of patients
on LAIs generally remains below 30%." This under-prescription of LAIs has multiple contributing factors, often centered
around prescriber attitudes.® Surveys indicate that many clinicians viewed LAls as a last resort option — reserving them
for patients with very severe illness or those with established nonadherence to oral medication.” Such practice is at odds
with expert recommendations and treatment guidelines, which advocate for broader and earlier use of LAIs when
appropriate. The gap between evidence-based benefits of LAIs and their real-world prescribing frequency suggests that
attitudinal and systemic barriers play a significant role.”

Research efforts have sought to understand why clinicians do not prescribe LAIs more frequently. Common barriers
identified include limited clinician experience or lack of confidence in managing LAI treatments, concerns about the
logistics of administering injectables (such as medication storage and the need for staff to give injections), and an
expectation that patients will be unwilling or fearful to receive injections.9 Some prescribers also think that LAls are
more costly or produce more side effects than oral antipsychotics.'® These reservations reflect a combination of clinician-,
system-, and patient-related factors: limited prescriber familiarity, restricted availability or reimbursement policies, and
patient concerns about cost, understanding of treatment, or negative attitudes toward injections. Together, these influences
help explain the persistent hesitation to use LAIs despite their proven clinical benefits.'*

At the same time, not all clinicians are hesitant to use LAIs. Attitudes toward LAI antipsychotics vary widely across
practitioners. For example, a recent survey from USA found that roughly one-third actively use LAIs as early as possible
in appropriate patients, whereas about 15% remain generally hesitant to use LAIs at all.*'" The remaining clinicians
tended to fall in between — often preferring to initiate LAIs only for patients with more severe courses of illness or clear
nonadherence issues.'' These findings underscore that prescriber mindsets range from very proactive to quite cautious
regarding LAI use. Understanding where a given group of clinicians stands on this spectrum is important, as their
mindset can impact patient access to LAI therapy and ultimately patient outcomes.'?

In Romania, the use of long-acting injectable antipsychotics (LAIs) in psychiatric practice has not been extensively
investigated, even though similar implementation challenges are likely present. Available data indicate that the utilization
of depot antipsychotics has increased steadily in recent years, with national consumption of long-acting formulations
approximately doubling between 2015 and 2018."* Although structural and policy-related factors can, in some contexts,
limit wider adoption, the Romanian healthcare system provides full reimbursement for LAIs for insured patients with
schizophrenia—representing over 80% of all individuals with this diagnosis—meaning that, in most cases, cost does not
represent a barrier to access.

Despite this favorable reimbursement framework, the absence of widely disseminated national guidelines specifically
addressing LAI prescribing may contribute to variability in clinical practice. Clinicians may therefore rely on interna-
tional recommendations or personal clinical experience, making individual attitudes and levels of confidence with LAIs
particularly influential."*'® This gap is reflected in the limited research examining Romanian psychiatrists’ perspectives
on the use of LAIs, aligning with a broader lack of data on prescriber attitudes in Eastern Europe.'®

Given the substantial clinical benefits associated with second-generation LAIs—including improved adherence,'’

' and more favorable long-term outcomes'’—their earlier and broader use is increasingly

reduced relapse rates,
emphasized in international treatment guidelines. Nevertheless, real-world implementation remains inconsistent and
appears to be shaped as much by clinician perceptions and local healthcare system dynamics as by the available evidence
base.’>' In countries like Romania, where treatment access is largely ensured and financial barriers are minimal,
exploring psychiatrists’ attitudes is particularly relevant for identifying the remaining facilitators and obstacles that
influence the integration of LAIs into routine clinical practice.

This aim of this study is to contribute to the limited literature on clinician perspectives in Eastern Europe by
examining the attitudes of Romanian psychiatrists toward second-generation LAls. By doing so, it aims to inform

targeted strategies for optimizing the use of these treatment options in psychiatric practice.
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Methods

Study Design

This is a cross-sectional, questionnaire-based study conducted among Romanian psychiatrists to assess their attitudes
toward second-generation long-acting injectable antipsychotics. The data collection was carried out between January 1st,
2025, to July 31st, 2025. Participation in the study was voluntary and anonymous.

Study Population

A total of 100 psychiatrists were invited to participate in the study. Of these, 20 responses were excluded because the
completed questionnaires were not submitted within the required timeframe (1 month). The final sample consisted of 80
psychiatrists whose responses met the inclusion criteria and were included in the analysis.

Participants represented all major clinical settings, including psychiatric hospitals, general hospitals with psychiatric
wards, outpatient mental health centers, and private practice. All respondents were board-certified psychiatrists actively
involved in the prescription and management of antipsychotic treatments for adult patients, each overseeing a caseload of
more than 100 patients per month.

Notably, this study did not involve patients or patient-level clinical data but was based exclusively on the opinions of
practicing psychiatrists. Participation consisted of completing an anonymous questionnaire designed to explore clini-
cians’ perspectives on the use of second-generation long-acting injectable antipsychotics. Invitations to participate were
distributed through professional networks, and respondents completed the survey voluntarily. No personal identifiers
were collected, and the investigators did not have access to participants’ personal contact information. All responses were
recorded anonymously and analyzed only in aggregated form. The study was conducted in accordance with applicable
data protection regulations and ethical standards for survey-based research involving healthcare professionals.

Inclusion and Exclusion Criteria

Inclusion criteria were: certified psychiatrists currently practicing in Romania, actively involved in treating patients with
schizophrenia or other psychotic disorders. Exclusion criteria included incomplete questionnaire responses or profes-
sionals not involved in prescribing antipsychotic medication.

Data Collected

Data were collected using a structured questionnaire developed specifically for the purpose of this research. The
instrument comprised both single/multiple-choice items and rating-scale questions. The single/multiple-choice items
explored domains such as:

¢ Frequency and context of prescribing LAIs
e Reasons for choosing LAIs in clinical practice
e Perceived obstacles and facilitators influencing the use of LAIs

In the rating-scale section, participants were asked to evaluate and compare the four second-generation long-acting
injectable antipsychotics currently available in Romania—aripiprazole LAI, olanzapine LAI, paliperidone LAI, and

risperidone LAl—across several dimensions, including:

e Perceived efficacy

Safety profile

Patient functionality outcomes
Ease of administration

Number and severity of side effects

Versatility in dosing

Neuropsychiatric Disease and Treatment 2026:22 https: 3
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e Monitoring requirements post-administration
e Alignment with treatment guidelines and prescribing protocols

Each of these attributes was rated on a structured scale (from 1 to 4, where 1 = most favorable, 2 = somewhat favorable,
3 = somewhat unfavorable, 4 = least favorable), allowing for comparative analysis of clinician preferences. An overall
ranking of the four antipsychotics was also requested. Additionally, the questionnaire gathered demographic and
professional information such as clinical experience and primary workplace (eg., hospital, outpatient unit, private
practice).

Statistical Analysis

Data were analyzed using SPSS version 20.00. Descriptive statistics were used to summarize participant characteristics
and response frequencies. For categorical variables, results were presented as absolute numbers and percentages. For
continuous variables, means and standard deviations were reported. A significance threshold of p < 0.05 was used
throughout. Qualitative responses to open-ended questions were categorized thematically and analyzed using basic
content analysis techniques.

Results

Participant Characteristics

The study sample included a total of 80 psychiatrists practicing in urban areas across Romania. As shown in Table 1, the
majority were senior psychiatrists (n = 56; 70%), while the remaining 24 (30%) were specialist psychiatrists. Regarding
workplace distribution, most respondents were affiliated with psychiatric hospitals (n = 37; 46.25%), followed by
outpatient clinics (n = 21; 26.25%), psychiatric wards within general hospitals (n = 12; 15%), and private practices
(n = 10; 12.5%). Several participants reported working in more than one clinical setting.

Frequency of LAl Prescription

As illustrated in Figure 1, nearly half of the respondents (45%) reported prescribing long-acting injectable antipsychotics
frequently, defined as administering them on a daily basis in their clinical practice. A similar proportion (43.75%)
indicated occasional use, referring to prescription of LAls approximately one to two times per month. Only a small
minority (10%) reported rare use, defined as prescribing LAls once or twice every six months. These findings indicate
that while LAls are integrated into the regular practice of many Romanian psychiatrists, a substantial proportion still

limits their use to more occasional contexts.

Table | Participant Characteristics (N = 80)

Professional Role n %
Senior psychiatrist 56 | 70%
Specialist psychiatrist 24 | 30%
Practice Setting n %
Psychiatric hospital 37 | 46.2%

Psychiatric ward in general hospital | 12 | 15%

Outpatient clinic 21 | 26.3%

Private practice 10 | 12.5%
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Figure | Frequency of LAl prescription.

Psychiatrists’ Perceptions of SG-LAls
Statistically significant differences were found in the perceived efficacy of the four SG-LAIs (Table 2). Aripiprazole
received the most favorable efficacy rating (Mean = 2.06, SD = 1.14), being rated significantly better than olanzapine
(Mean = 2.78, SD = 1.17; p < 0.001), paliperidone (Mean = 2.76, SD = 1.02; p < 0.001), and risperidone (Mean = 2.40,
SD = 1.00; p < 0.05). No significant difference was observed between olanzapine and paliperidone (p = 0.91), indicating
similar perceived efficacy. However, risperidone was rated significantly more favorable than both olanzapine and
paliperidone (p < 0.05). In summary, aripiprazole was perceived as the most effective, followed by risperidone, while
olanzapine and paliperidone received the least favorable efficacy ratings.

Clear differences emerged in psychiatrists’ perceptions of safety across the evaluated SG-LAIs (Table 3). Aripiprazole was
rated as the safest formulation, receiving the lowest (most favorable) mean safety score (Mean = 1.51, SD = 0.99). This score
was significantly better than those for olanzapine (Mean = 3.25, SD = 1.11; p <0.001), paliperidone (Mean =2.43, SD = 0.74;

Table 2 Perceived Efficacy of SG-LAIs

Efficacy

Mean | SD | Mean | SD p
Aripiprazole vs. olanzapine 2.06 .14 | 278 1.17 | <0.001
Aripiprazole vs. paliperidone | 2.06 .14 | 276 1.02 | <0.001
Aripiprazole vs. risperidone 2.06 .14 | 240 1.00 | <0.05
Olanzapine vs. paliperidone 2.78 1.17 | 276 1.02 0.91
Olanzapine vs. risperidone 2.78 1.17 | 240 1.00 | <0.05
Paliperidone vs. risperidone 2.76 1.02 | 240 1.00 | <0.05
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Table 3 Perceived Safety of SG-LAls

Safety

Mean | SD | Mean | SD P

Aripiprazole vs. olanzapine 1.51 099 | 325 I.11 | <0.001

Aripiprazole vs. paliperidone 1.51 099 | 243 | 0.74 | <0.001

Aripiprazole vs. risperidone 1.51 0.99 2.81 0.80 | <0.001
Olanzapine vs. paliperidone 3.25 .11 243 0.74 | <0.001
Olanzapine vs. risperidone 3.25 .11 2.81 0.80 | <0.01

Paliperidone vs. risperidone 243 | 074 | 28I 0.80 | <0.001

p <0.001), and risperidone (Mean = 2.81, SD = 0.80; p < 0.001). Among the remaining LAls, paliperidone was perceived as
significantly safer than olanzapine (p < 0.001), but less safe than risperidone (p < 0.001). Additionally, risperidone was
perceived as safer than olanzapine (p < 0.01). In summary, aripiprazole was considered the safest LAI, while olanzapine
received the least favorable safety ratings.

Statistically significant differences were observed in the perceived ability of SG-LAIs to support patient functionality
(Table 4). Aripiprazole received the most favorable ratings (Mean = 1.64, SD = 1.08), significantly outperforming
olanzapine (Mean = 2.91, SD = 1.00; p < 0.001), paliperidone (Mean = 2.58, SD = 0.94; p < 0.001), and risperidone
(Mean = 2.88, SD = 0.97; p < 0.001). Between the other formulations, paliperidone was rated more favorably than
olanzapine (p < 0.05) and risperidone (p < 0.05), while olanzapine and risperidone showed no significant difference.
Overall, aripiprazole was perceived as the most beneficial for maintaining or improving patient functionality, followed by
paliperidone, with olanzapine and risperidone receiving less favorable evaluations.

There were statistically significant differences in psychiatrists’ ratings of ease of administration across the four SG-LAIs
(Table 5). Aripiprazole was rated as the easiest to administer, with the lowest (most favorable) mean score (Mean = 1.61,
SD = 0.92). This rating was significantly better than those for olanzapine (Mean =3.29, SD =1.09; p <0.001), paliperidone
(Mean = 2.38, SD = 0.93; p < 0.001), and risperidone (Mean = 2.73, SD = 0.83; p < 0.001). Among the remaining LAIs,
paliperidone was rated easier to administer than olanzapine (p < 0.001) and risperidone (p < 0.001), while risperidone was
also rated easier to administer than olanzapine (p = 0.0003). Overall, aripiprazole emerged as the most favorably perceived
in terms of ease of administration, while olanzapine received the least favorable evaluations.

Psychiatrists’ perceptions of cost varied significantly between the evaluated SG-LAIs (Table 6). Risperidone was
perceived as the most cost-favorable option, with the lowest mean score (Mean = 1.91, SD = 1.08). It was rated significantly

Table 4 Perceived Ability of SG-LAIs to Support Patient Functionality

Patient Functionality

Mean | SD | Mean | SD p

Aripiprazole vs. olanzapine 1.64 1.08 | 29I 1.00 | <0.001

Aripiprazole vs. paliperidone 1.64 1.08 | 2.58 | 0.94 | <0.001

Aripiprazole vs. risperidone 1.64 1.08 | 2.88 | 0.97 | <0.001
Olanzapine vs. paliperidone 291 1.00 | 2.58 | 0.94 | <0.05
Olanzapine vs. risperidone 291 1.00 | 2.88 | 0.97 | <0.001

Paliperidone vs. risperidone 258 | 094 | 288 | 097 | <0.05
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Table 5 Perceived Ease of Administration

Ease of Administration

Mean | SD | Mean | SD P
Aripiprazole vs. olanzapine 1.6l 092 | 329 1.09 | <0.001
Aripiprazole vs. paliperidone 1.6l 092 | 238 | 0.93 | <0.001
Aripiprazole vs. risperidone 1.61 092 | 273 0.83 | <0.001
Olanzapine vs. paliperidone 3.29 1.09 | 238 | 0.92 | <0.001
Olanzapine vs. risperidone 3.29 1.09 | 273 0.83 | 0.0003
Paliperidone vs. risperidone 238 | 092 | 273 | 0.83 | <0.001

Table 6 Perceived Cost
Cost

Mean | SD | Mean | SD P
Aripiprazole vs. olanzapine 2.29 1.09 | 2.68 1.04 0.02
Aripiprazole vs. paliperidone | 2.29 1.09 | 3.13 | 0.89 | <0.001
Aripiprazole vs. risperidone 2.29 1.09 1.91 1.08 | 0.02
Olanzapine vs. paliperidone 2.68 1.04 | 3.13 | 0.89 | 0.005
Olanzapine vs. risperidone 2.68 1.04 1.91 1.08 | <0.001
Paliperidone vs. risperidone 3.13 | 0.89 1.91 1.08 | <0.001

receiving the least favorable cost ratings.

Table 7 Perceived Inclusion in Prescribing Protocols

Guideline Alignment

Mean | SD | Mean | SD P
Aripiprazole vs. olanzapine 1.70 1.04 | 2.70 1.06 | <0.001
Aripiprazole vs. paliperidone 1.70 1.04 | 298 | 0.98 | <0.001
Aripiprazole vs. risperidone 1.70 1.04 | 2.63 0.99 | <0.001
Olanzapine vs. paliperidone 2.70 1.06 | 298 | 0.98 0.08
Olanzapine vs. risperidone 2.70 1.06 | 2.63 | 0.99 0.66
Paliperidone vs. risperidone 298 | 098 | 263 | 0.99 | 0.0260

better than aripiprazole (Mean = 2.29, SD = 1.09; p = 0.02), olanzapine (Mean = 2.68, SD = 1.04; p < 0.001), and paliperidone
(Mean = 3.13, SD = 0.89; p < 0.001). Aripiprazole was perceived as significantly more cost-favorable than olanzapine
(Mean =2.68, SD = 1.04; p = 0.02) and paliperidone (p < 0.001). Olanzapine was rated more favorably in terms of cost than
paliperidone (p = 0.005). Overall, risperidone was considered the most affordable, followed by aripiprazole, with paliperidone

Ratings of guideline alignment showed statistically significant differences between several SG-LAIs (Table 7).
Aripiprazole was perceived as the most favorably included in prescribing protocols, with the lowest mean score
(Mean = 1.70, SD = 1.04), significantly outperforming olanzapine (Mean = 2.70, SD = 1.06; p < 0.001), paliperidone

Neuropsychiatric Disease and Treatment 2026:22
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(Mean =2.98, SD = 0.98; p < 0.001), and risperidone (Mean = 2.63, SD = 0.99; p < 0.001). No significant difference was
found between olanzapine and paliperidone (p = 0.08) or between olanzapine and risperidone (p = 0.66). However,
risperidone was rated more favorably than paliperidone (p = 0.0260). Overall, aripiprazole was viewed as having the
strongest alignment with prescribing protocols, while paliperidone was perceived least favorably in this regard.

There were significant differences in psychiatrists’ ratings of the side effect burden among SG-LAIs (Table 8).
Aripiprazole received the most favorable evaluation, with the lowest mean score (Mean = 1.28, SD = 0.69), indicating it
was perceived as having the fewest side effects. This rating was significantly better than those for olanzapine (Mean = 3.39,
SD =0.88; p<0.001), paliperidone (Mean =2.35, SD =0.71; p <0.001), and risperidone (Mean =2.99, SD = 0.85; p <0.001).
Among the other formulations, paliperidone was rated more favorably than olanzapine (p <0.001) and risperidone (p <0.001),
while risperidone was perceived as having fewer side effects than olanzapine (p = 0.004). Overall, aripiprazole was viewed as
the most tolerable, whereas olanzapine received the least favorable ratings in terms of side effect profile.

Significant differences were observed between SG-LAIs regarding the amount of monitoring required after admin-
istration (Table 9). Aripiprazole received the most favorable rating, with the lowest mean score (Mean = 1.26, SD =
0.65), indicating it was perceived as requiring the least post-administration monitoring. This score was significantly
better than those for olanzapine (Mean = 3.60, SD = 0.76; p < 0.001), paliperidone (Mean = 2.31, SD = 0.82; p < 0.001),
and risperidone (Mean = 2.83, SD = 0.69; p < 0.001). Among the remaining agents, paliperidone was perceived as
requiring less monitoring than olanzapine (p < 0.001) and risperidone (p < 0.001), while risperidone was also rated more
favorably than olanzapine (p < 0.001). Overall, aripiprazole was viewed as the easiest to manage in terms of monitoring

requirements, whereas olanzapine was perceived as the most demanding in this regard.

Table 8 Perceived Side Effect Profile

Side Effects

Mean | SD | Mean | SD P

Aripiprazole vs. olanzapine 128 | 0.69 | 339 | 0.88 | <0.001I

Aripiprazole vs. paliperidone 128 | 0.69 | 235 | 0.71 | <0.001

Aripiprazole vs. risperidone 128 | 0.69 | 299 | 0.85 | <0.00I

Olanzapine vs. paliperidone 339 | 088 | 235 | 0.71 | <0.00!

Olanzapine vs. risperidone 339 | 088 | 299 | 0.85 | 0.004

Paliperidone vs. risperidone 235 | 071 299 | 0.85 | <0.001

Table 9 Perceived Monitoring Requirements Post-Administration

Monitoring Requirements Post-Administration
MEAN SD MEAN SD P
Aripiprazole vs. olanzapine 1.26 0.65 3.60 0.76 <0.001
Aripiprazole vs. paliperidone 1.26 0.65 2.31 0.82 <0.001
Aripiprazole vs. risperidone 1.26 0.65 2.83 0.69 <0.001
Olanzapine vs. paliperidone 3.60 0.76 231 0.82 <0.001
Olanzapine vs. risperidone 3.60 0.76 2.83 0.69 <0.001
Paliperidone vs. risperidone 231 0.82 2.83 0.69 <0.001
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Psychiatrists’ ratings of dosing versatility revealed several statistically significant differences between SG-LAls
(Table 10). Paliperidone and risperidone were perceived as the most versatile, each receiving a mean score of 2.39
(SD = 1.14 and SD = 0.97, respectively), with no significant difference between them (p = 1). Both were rated
significantly better than olanzapine (Mean = 2.96, SD = 1.07; p = 0.0014 and p = 0.0005, respectively). Aripiprazole
received a mean score of 2.26 (SD = 1.17), which was significantly more favorable than olanzapine (p < 0.001) but not
significantly different from paliperidone (p = 0.47) or risperidone (p = 0.44). Overall, paliperidone, risperidone, and
aripiprazole were rated similarly and more favorably for dosing versatility, while olanzapine received the least favorable
evaluation in this category.

In the overall ranking, statistically significant differences emerged between the SG-LAIs (Table 11). Aripiprazole
achieved the most favorable position, with the lowest mean score (Mean = 1.44, SD = 0.78), outperforming olanzapine
(Mean = 3.01, SD = 1.02; p < 0.001), paliperidone (Mean = 2.76, SD = 0.98; p < 0.001), and risperidone (Mean = 2.79,
SD = 0.94; p < 0.001). No statistically significant differences were found among olanzapine, paliperidone, and
risperidone in their overall scores (p > 0.05). Aripiprazole was the top choice among respondents, while the remaining
three formulations were rated similarly and less favorably.

As shown in Figure 2, aripiprazole LAI consistently received the most favorable ratings across nearly all domains,
particularly in efficacy, safety, ease of administration, and overall preference. Risperidone LAI scored favorably for cost,
while paliperidone LAI occupied intermediate positions across most parameters. In contrast, olanzapine LAI was rated
least favorably overall, primarily due to safety concerns, metabolic side effects, and post-injection monitoring
requirements.

Table 10 Perceived Versatility in Dosing

Versatility in Dosing

Mean | SD | Mean | SD P

Aripiprazole vs. olanzapine 2.26 1.17 | 296 1.07 | <0.001
Aripiprazole vs. paliperidone | 2.26 117 | 239 .14 0.47
Aripiprazole vs. risperidone 2.26 1.17 | 239 | 097 0.44
Olanzapine vs. paliperidone 2.96 1.07 | 239 .14 | 0.0014

Olanzapine vs. risperidone 296 1.07 | 239 | 0.97 | 0.0005

Paliperidone vs. risperidone 2.39 .14 | 239 | 097 0.45

Table 11 Overall Ranking of SG-LAls

Overall Ranking

Mean | SD | Mean | SD P

Aripiprazole vs. olanzapine 144 | 0.78 | 3.0l 1.02 | <0.001

Aripiprazole vs. paliperidone 144 | 078 | 276 | 0.98 | <0.001I

Aripiprazole vs. risperidone 144 | 078 | 279 | 0.94 | <0.001I
Olanzapine vs. paliperidone 3.01 1.02 | 276 | 0.98 0.11
Olanzapine vs. risperidone 3.01 1.02 | 279 | 0.94 0.15

Paliperidone vs. risperidone 276 | 098 | 279 | 094 0.84
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Figure 2 Overall ratings of SG-LAls across key domains (I = most favorable, 4 = least favorable).

Factors Influencing the Prescription of SG-LAls

When asked about factors that encourage the prescription of SG-LAIs, participants could select multiple answers. The
most frequently reported factors were increased patient adherence and reduced risk of relapse, each cited by 77
respondents (96.3%). A favorable clinical profile was mentioned by 53 respondents (66.3%). Factors related to patient
or caregiver input, such as patient/caregiver preference, were reported by 28 respondents (35.0%), while compliance with
clinical guidelines was noted by 29 respondents (36.3%). Availability of treatment through the national health program
was selected by 27 respondents (33.8%). These results indicate that clinical considerations—particularly adherence and
relapse prevention—are the primary motivators for prescribing LAls, whereas logistical aspects and patient preference,
although relevant, are less frequently prioritized. (Figure 3).

Participants could select multiple options when identifying barriers to prescribing SG-LAIs. The most frequently
reported obstacle was lack of patient trust, cited by 46 respondents (57.5%). Absence from hospital supply and lack of
LAI formulations for certain antipsychotics were each mentioned by 35 respondents (43.8%). Lack of experience in use
was reported by 29 respondents (36.3%). These findings suggest that, beyond logistical limitations such as hospital
availability and formulation range, perceptual and experiential factors—particularly patient acceptance—remain key
challenges in the broader implementation of SG-LAIs in clinical practice (Figure 4).

When asked about additional measures that could encourage the prescription of SG-LAIs, respondents could choose
more than one option. The most frequently selected factor was broadening indications to include other diagnoses, chosen
by 63 respondents (78.8%). Increased availability in hospitals was cited by 39 respondents (48.8%), while standardized
tools for assessing the need for initiation were noted by 31 respondents (38.8%). The least frequently mentioned factor
was more clinical data on efficacy an safety, selected by 9 respondents (11.3%). These results suggest that prescribers see
expansion of approved indications and improving access within hospital settings as the most impactful strategies for

increasing LAI utilization, whereas the demand for additional efficacy data is comparatively low (Figure 5).
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Discussion

This study provides the first systematic assessment of Romanian psychiatrists’ attitudes toward second-generation long-
acting injectable antipsychotics. Aripiprazole LAI emerged as the most favorably rated formulation across the majority of
evaluated domains, including efficacy, safety, side effect profile, patient functionality, ease of administration, protocol
inclusion, monitoring requirements, and overall preference. Paliperidone and risperidone also received favorable evalua-
tions in certain areas, particularly dosing versatility, while olanzapine was consistently rated least favorably, largely due
to its perceived safety profile, side effect burden, and high monitoring requirements.

When considering factors that encourage the prescription of SG-LAIs, respondents highlighted clinical benefits—
particularly increased adherence and reduced risk of relapse—as the most influential motivators. In contrast, the main barriers
to prescribing were lack of patient trust, limited hospital availability, absence of formulations for certain antipsychotics, and
lack of clinician experience. Additional measures identified as potentially increasing LAI use included expanding indications
to other diagnoses, improving hospital access, and implementing standardized tools for assessing the need for initiation.

The findings of this study align with international literature indicating that clinical outcomes—especially adherence
and relapse prevention—are the dominant drivers of LAI prescription.”' Studies conducted in Western Europe, North
America, and Asia have similarly identified these factors as primary motivators, while barriers such as patient reluctance,
limited availability, and prescriber familiarity are consistently reported across settings.****

Our result that aripiprazole LAI is the preferred option in Romania is in line with recent surveys from Italy and Spain,
where aripiprazole was also highly rated for tolerability, safety, and patient acceptability.>**> This preference may be
explained by its favorable metabolic profile, lower risk of extrapyramidal symptoms compared to other formulations, and
flexible dosing schedule. In contrast, olanzapine’s lower rankings in this study are consistent with previous research
linking its use to significant metabolic side effects and the requirement for post-injection monitoring, both of which can
be perceived as barriers by clinicians.?®

Paliperidone’s and risperidone’s intermediate ratings in our sample also mirror observations from other European
studies, where they are valued for efficacy and availability in multiple dosing intervals but may be limited by side effect
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profiles or injection-site reactions.”” These results align with prior research identifying formulary and reimbursement
restrictions as major drivers of LAI prescribing behavior.*®

Our findings regarding psychiatrists’ perceptions of the relative safety, efficacy, and ease of administration of different
SG-LALISs are also consistent with considerations highlighted by Citrome et al** While efficacy among second-generation
LAIs is broadly comparable, tolerability and logistical issues influence clinical decision-making. For example, olanzapine
LAI requires a mandatory three-hour post-injection monitoring period due to the risk of post-injection delirium/sedation
syndrome, which may discourage its use in routine practice. Conversely, paliperidone and newer risperidone formulations
are often viewed more favorably because of their simplified initiation and extended dosing intervals. These practical
concerns align closely with our observation that prescribing preferences are shaped not only by perceptions of clinical
outcomes but also by structural and administrative barriers.

The consistently favorable ratings for aripiprazole LAI suggest that psychiatrists value formulations that combine
efficacy with a favorable tolerability profile, flexible dosing options, and minimal post-administration requirements.
These characteristics likely contribute to perceptions of improved patient adherence and overall treatment satisfaction.
Additionally, the metabolic neutrality and low incidence of sedation associated with aripiprazole may further enhance its
appeal in clinical practice.*

Olanzapine’s consistently low ratings in this study can be attributed to two key factors: the significant post-injection
monitoring requirements mandated by its risk of post-injection delirium/sedation syndrome, and its well-documented
metabolic side effects.>’ These challenges may limit its utility in high-volume clinical settings and among patients with
comorbidities such as obesity or metabolic syndrome.>>

The mid-range ratings for paliperidone and risperidone reflect a balance between perceived efficacy and practical
considerations. While both agents are widely available and supported by substantial clinical evidence, factors such as
injection-site discomfort, prolactin elevation, or dosing inflexibility may limit their perceived utility compared to
aripiprazole.*3*

The involvement of 80 psychiatrists with substantial clinical experience and cumulative patient pools exceeding 1,000
individuals with schizophrenia constitutes an important source of strength and representativeness for this study. Working
across all major psychiatric care settings, these clinicians offer a diverse and ecologically valid perspective on current
prescribing practices. Prescribing decisions were primarily influenced by the perceived benefits of long-acting injectable
antipsychotics, particularly improved adherence and reduced relapse risk, while key barriers included patient distrust,
limited hospital availability, absence of certain formulations, and insufficient prescriber experience. Participants also
identified several measures likely to enhance LAI utilization, such as expanding approved indications, improving hospital
access to a broader range of formulations, and implementing standardized initiation tools. These findings underscore the
importance of aligning prescribing practices with international evidence demonstrating the value of second-generation
LAIs in improving treatment continuity and outcomes in schizophrenia and related disorders. Addressing both patient-
level and system-level barriers—alongside targeted educational initiatives aimed at increasing clinicians’ familiarity and
confidence with LAIs—may facilitate more consistent and evidence-based integration of these formulations into routine
psychiatric care in Romania.

This study has several limitations. Its cross-sectional design captures psychiatrists’ attitudes only at one moment in
time, which may not reflect changes in prescribing practices. Self-reported data may introduce response bias, and the

questionnaire’s structured format limits deeper qualitative insights into clinicians’ reasoning.

Conclusion
This study offers the first systematic insight into the attitudes of Romanian psychiatrists toward second-generation long-
acting injectable antipsychotics. Aripiprazole LAI emerged as the most favorably rated option across most clinical and
practical domains, while olanzapine LAI was consistently ranked lowest, largely due to safety concerns and high
monitoring requirements. Paliperidone and risperidone LAls held an intermediate position, with specific strengths in
dosing versatility.
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