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1 Abstract:

1.1 Background- Purpose

Schizophrenia is a chronic, often progressive, and severe mental disorder that
typically requires continuous treatment with antipsychotic agents [5]. Risperidone was
the first second-generation antipsychotic introduced in long-acting injection (RLAI).
This study systematically evaluates randomized controlled trials (RCTs) on long-
acting risperidone for schizophrenia, published between 2002 and 2025, using the
CONSORT guidelines to assess reporting quality and methodological transparency.
High- quality RCTs are essential, as they play a crucial role in evidence-based
decision-making for clinical practice and policy development.

1.2 Methods

Using the PubMed database, we searched for RCTs involving patients with
schizophrenia treated with long-acting risperidone, published between 2002 and 2025.
The quality of reporting was assessed using a 37-item checklist based on the updated
CONSORT 2010 guidelines. Compliance of >75% was considered optimal-adequate.
The primary objective was to calculate the mean CONSORT compliance across the
included RCTs and further analyze compliance using descriptive statistics. Secondary
objectives included estimating compliance for each CONSORT item and analyzing
potential determinants of reporting quality —such as journal impact factor (IF),
sample size, and the year of publication — through univariate and multivariate
analyses.

1.3 Results

Thirteen studies were eligible for evaluation. The mean CONSORT compliance was
77.34%=+ 12.89% (standard deviation). Among retrieved studies, nine (69.2%)
achieved good reporting quality (>75%), while four (30.8%), were presented with
inadequate reporting (<75%). Among the 37 checklist items, 22 were reported by at
least 75% of the studies. A statistically significant positive correlation was observed
between publication year and CONSORT compliance (Spearman’s p = 0.772, p =
0.002), indicating improved reporting quality over time. Univariate analysis failed to
reveal statistically significant association between the reporting quality and the
possible determinants: IF of journal [p=0.217, OR=10.5, 95%CI= (0.668-165.114)] or
sample size [p= 0.266, OR=6, 95%CI= (0.422-85.248)]. Logistic regression failed to
demonstrate significant predictors of reporting quality, though a higher impact factor
and sample size showed a non-significant trend toward better adherence.

1.4 Discussion

The quality of RCTs on long-acting risperidone in schizophrenia appears to be
adequate, with a generally good adherence to CONSORT guidelines. Furthermore,
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our findings indicate an improvement in reporting quality over the years, suggesting
that the incorporation of CONSORT recommendations has positively influenced RCT
methodology.

Key-words: Randomized controlled trials, long-acting risperidone, TV-46000, RBP-
7000, schizophrenia, CONSORT checklist
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1. ITepiinym
1.1Ewcayoyn:

H oyloppévela amotedel o xpodvia, cvyvé TPOOSELTIKY KOl GOPapn YuyLOTPIK
dwtapoyn mov omoutel ocvveyduevn Oepameion pe aviyvyotikny oayoynq [5]. H
PLOTEPIOOVT] ElVaL TO TPMOTO AVIIYVYOTIKO OEVTEPNC YEVIAG TOV J0TEONKE GE LOPPN
paxpdac opaong (RLAI). H mapovoa perétn aloAoyel GUOTNUATIKE TUYOLOTOUEVES
eleyyoueveg dokpuég (RCTs) yio ) pokpdg opaong promeptodvn otn oytlopévia, ot
omoieg dnpoctevTnkay petald 2002 ko 2025, ¥pNGILOTOIOVTAG TIS KOTELOLVTIPLES
odnyiecc CONSORT 2010 yio v ektignon g mOWOTNTOG OVOPOPAS KOl TNG
pebodoroyikng oapdvelng. Ot vyning mowdtrag RCTs elvanr (wtikng onuaciog,
kaOdg Sadpapatilovy kabBoplotikd poOAO otV ANYN ATOPACEDY OTNV KAWVIKY
TPOKTIKY Phoel amodeiEe®v Kot 6TV ovATTLEN TOMTIKGOV GTNV LYEIM.

1.2 Mé6odot

Ae&nydn ocvotuatikny avolftnon ot Pdorn dedouéveov PubMed yio RCTs v
acleveilg mhoyovieg oand oywloppévia, Oepamevdpevoug pe PLomEPOOVI LOKPAS
dpdong, mov dnuoctevTnkay petald tov étovg 2002 kat 2025. H mowdtnta avagopdg
TV a&loAoynonke pe ) ypnon g Motag 37 onueiov PACEL TOV ETKAPOTOIUEVOV
katevbvvmplov odnyuwv CONSORT 2010. H ocvppdpowon >75% 0Oewpnbnke
enapkng. O mpoTapyKoc 6TOXOC NTAV VO VTOAOYICTEL I LEGT GLUUOPPMOGCT UE TIG
odnyiec CONSORT petald tov emieypévov RCTs kot vo de&oybel mepartépm
avéAvon G oLUUOPE®ONG UECH  TEPLYPOPIKMY OTOTIOTIKOV peBodwv. Ot
deutepebovieg oTOXOL TEPAGUPavOY TNV EKTIUNGCT NG CLUUOPP®ONG e KAOE
otoyyeio g Alotag CONSORT kot v avdivon mhovov mopayoviov Tov
emnpedlovy TNV TOWTNTA avaPOopPlG —OM®MG O GLVIEAESTNG OMNYNONG TOV
meplodwkoy, 10 péyebog  Oeiypotog kor  To  €tog  Onupooievong  —upECm
LOVOTIOPOLYOVTIKNG KO TTOAVTTOPOYOVTIKNG OVAALGNG,.

1.3 Amoteléopata

Agxatpeig peléteg mAnpovcay To KpITiplol Yo v Evrasn oty pneAétn. O pésog 6pog
coppdpewong pe g odnyiec CONSORT ntav 77.34% £ 12.89% (tuomkn amdxkiion).
Ao Tig pedéteg mov a&oroynonkav, evvéa (69.2%) mapovciacav erapkn modTnTo
avapopds (>75%), eved téooepig (30.8%) yopaktnplomKov LE OVETAPKY| OVOPOPA
(<75%). Amo ta 37 otoryeia g Alotag, ta 22 avaeépOnkav oe TovAdyiotov 75% twv
HEAETOV. AviyvedOnke OTOTIOTIKG ONUOVTIKY GLOYETION  HETAED TOL  €TOVG
onuocievong tov Gpbpov kot ™G ovupdpewong pe Tig odonyieg CONSORT
(Spearman’s p = 0.772, p = 0.002), vmodecwvioviag Pertioon g modOTNTOC
avaeopds pe v mépodo tov ypdévov. H povomapayovtikn aviivon oev avédeite
OTOTIOTIKG CMUOVTIKN) GLGYETION HETOED TNG TOOTNTOS OVOPOPES Kol TV THovVOV
KOOOPIOTIKAOV  TOPAYOVI®MV: GUVIEAECTNG amnynong Ttov meplodwol [p=0.217,
OR=10.5, 95%CI= (0.668-165.114)] 1} péyebog detypatog [p= 0.266, OR=6, 95%CI=
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(0.422-85.248)]. H avdivon AOYIOTIKNG TOAIVOPOUNCNG OV OVESEIEE GMUOVTIKOVG
TPOPAETTIKOVG TOPAYOVTEG YOl TNV TOWOTNTA OVOQOPES, OV KOl O LYNAOTEPOG
OUVTEAEGTNG OMNYNONG KOL TO HEYOAVTEPO HEYEDOC OEIYUATOC TOPOLGINGOV N
OTOTIOTIKG GNUAVTIKT TAOT Y10 KOADTEPT GUUUOPP®ON.

1.4 2vinmon

H mowdtta avoaeopds twv eheyyopevov toyotomomuévov peietov (RCTs) mov
apOPOVV TN PLoTEPLOOVN 0TI OYXILOPPEVELD QAIVETAL VA £Vl ETAPKNC, LE YEVIKA KOAN
ovppopemon pog Tig 0onyieg CONSORT. EmimAéov, ta evpfiatd Hog DTOJEIKVHOLY
Bedtimon avoapopdc Le TNV TAPOOO TV ETDV, YEYOVOS TOV KATOOEIKVOEL TN OeTikn
enidopaon g vioBétong tov odnyiwv CONSORTot pebodoroyio twv RCTs.

AéEerc-krednd: Toyotomompéves eAeyYOUEVES SOKIUES, PLOTTEPOOVT] LaKPAg dpdomg,
TV-46000, RBP-7000, oyiloppévera, Mota eréyyov CONSORT
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2. Introduction

Schizophrenia is widely regarded as one of the most complex and disabling of all
brain diseases, characterized by a range of cognitive, behavioral and emotional
dysfunctions. It affects approximately 1% of the population. It continues to be
classified and diagnosed based solely on its clinical phenomenology [16], [17].

The diagnosis requires the presence of at least two core symptoms, each occurring for
a significant duration within a one-month period (or less if successfully treated). At
least one of these symptoms must be delusions, hallucinations, or disorganized
speech. Moreover, the disorder must result in substantial impairment in at least one
major domain of functioning, such as occupational performance, interpersonal
relationships, or self-care [26].

Suicidal behavior is highly prevalent among individuals with schizophrenia, with
approximately 25% to 50% attempting suicide and up to 10% eventually succeeding.
Consequently, the mortality rate is estimated to be eight times higher than that of the
general population. In the United States, the economic burden of schizophrenia,
including both direct and indirect costs, is projected to reach tens of billions of dollars
annually. Increasing evidence indicates that the persistence of positive symptoms
accelerates the progressive loss of brain tissue associated with recurrent psychotic
episodes, frequently leading to repeated hospitalizations [16].

Despite the critical role of sustained antipsychotic treatment in schizophrenia
management, long term adherence to oral medication remains a significant therapeutic
challenge, posing substantial barriers to effective disease control [19],[20].

Evidence suggests that the use of long-acting injectable (LAI) antipsychotic agents
enhances treatment adherence in comparison to oral antipsychotics and is significantly
linked to reductions in psychotic symptom exacerbations, relapse rates, and hospital
readmissions [21-24].

Risperidone was the first second-generation antipsychotic to become available as a
long-acting depot injection and it is currently available in various formulations
designed to enhance treatment adherence and provide sustained therapeutic effects for
patients with schizophrenia and related psychosis [9].

More recent innovations include subcutaneous injections, such as RBP-7000 which
offer monthly dosing, without oral supplementation at initiation of treatment. TV-
46000, provides flexible dosing intervals of monthly and bimonthly, according to
patients needs. These developments represent significant progress in simplifying
treatment regimens and improving outcomes for individuals requiring long-term
antipsychotic therapy [5].

Institutional Repository - Library & Information Centre - University of Thessaly
06/09/2026 15:00:42 EEST - 216.73.216.250



There is evidence that the quality of reporting in randomized controlled trials (RCTs)
remains suboptimal, impeding the assessment of reliability, validity, and systematic
review inclusion. Methodological analyses reveal that poor reporting and study design
contribute to biased treatment effect estimates, undermining RCTs’ value as the gold
standard for evaluating interventions in medicine [15].

To address this challenge, a group of researchers and journal editors developed the
CONSORT (Consolidated Standards for Reporting Trials) statement, first introduced
in 1996 and later revised in 2001 and 2010. This framework includes a structured
checklist and a flow diagram designed to improve the clarity and transparency in RCT
reporting. Widely endorsed by leading medical journals, CONSORT facilitates
critical appraisal and interpretation of trial findings [15].

The 2010 revision refined checklist wording, improved clarity, and incorporated
recommendations on emerging concerns, such as selective outcome reporting bias
[15].

There is limited research comprehensively assessing the quality of reporting in
clinical trials in psychiatry [25].

This study aims to assess the reporting quality of RCTs on long-acting risperidone
(RLAI) for schizophrenia, published between 2002 and 2025, using the CONSORT
2010 guidelines. Additionally, it seeks to identify factors influencing reporting
quality, including journal impact factor, sample size, and publication year.

To our knowledge, there is no dedicated study on CONSORT compliance in long-
acting injectable antipsychotic RCTs. Furthermore, this study examines reporting
quality in both traditional intramuscular (IM) risperidone formulations (Risperdal
Consta) and newer subcutaneous depot formulations (RBP-7000, TV-46000),
providing comprehensive assessment of methodological transparency in this field.

3. Methods

3.1. Data sources and search strategies

To identify relevant randomized controlled trials (RCTs) evaluating the efficacy of
long- acting risperidone in schizophrenia we searched the PubMed database using the
key words: schizophrenia, psychosis, long-acting risperidone, efficacy, TV-46000,
RBP-7000 from 2002 until 2025.

Our search was conducted in English literature and “humans” as a filter for species.

The following query was used:

("schizophrenia" OR "psychosis")
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AND ("long-acting risperidone" OR "TV-46000" OR "RBP-7000")
AND ("efficacy")

AND ("randomized controlled trial" OR "RCT")

AND (2002:2025[dp])

AND (english[lang])

3.2. Eligibility of studies

We used the PICO (Population, Intervention, Comparison, Outcome) framework to
structure our research question and guide the selection of studies.

Eligibility criteria:

e Population: Adults (218 years old) diagnosed with schizophrenia according to
ICD-10, DSM-V or DSM-IV criteria

e Intervention: Long-acting risperidone, with any comparison group considered.

e Outcome: Clinical response measured by reduction in PANSS scale.

Excluded:

e Literature reviews

e Open-label, non-randomized studies

e Pharmacokinetic and tolerability studies

e Long-term safety, tolerability and effectiveness studies

e Observational non-interventional studies

e Studies involving patients with co morbid substance or alcohol use disorders

e Systematic reviews

e Meta- analyses

e Studies published after 2005 that do not report a trial registration number[ 18]

e Studies measuring treatment effect using imaging techniques (e.g. MRI-based
assessments)

e Relapse prevention studies

3.3. Reporting assessment tool

We used the revised CONSORT checklist, which includes a 37-item questionnaire.
The CONSORT explanation and elaboration document was used as guidance for our
process. CONSORT provides instructions for every section of an RCT article (title,
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introduction, methods, results and funding) and covers every aspect of a well-
conducted clinical trial.

3.4. Methodological evaluation

Each selected article was evaluated during the review process. Each item was scored
as follows: “yes”, worth one (1) point when accurately reported; “no” or unclear,
scoring zero (0) points for incomplete or absent reporting. An item was considered a
positive response if it was mentioned in a different section. Items market as “when
applicable”(7b), “if done”(11a), or “if relevant” in the CONSORT checklist were
scored as “non-applicable” only when it was clear that the item was either irrelevant
to the study or did not require explicit reporting. This resulted in a score range from 0
to 37.

Additional details included the publication year, the journal ranking (Journal Impact
Factor- IF), the name of the first author, the sample size and the year of publication.

3.5. Outcome measures and Statistical analysis

The primary outcome measure was the mean CONSORT adherence of RCTs for long-
acting risperidone in schizophrenia. The cut-off point for mean compliance was set at
a value greater or equal to 75%. The identification of potential factors contributing to
the reporting quality of RCTs and the calculation of compliance per CONSORT item
were the secondary objectives of our study. All parameters were firstly analyzed as
categorical variables: IF (<5.9, >5.9 based on the median of our sample), sample size
(<452, >452 based on the median of our sample).

Univariate analysis was conducted using the Pearson’s chi-square test (Fisher's exact
test was applied if the expected values in any of the cells were less than 5). A p-value
of 0.20 was arbitrarily set as the cut-off value for entry into logistic regression. A
significance level of 0.05 was established as the threshold for statistical significance.

Odds ratios (ORs), 95% confidence intervals (95% Cls), and p-values are presented.
Spearman's correlation coefficient was performed to examine potential linear
correlations  between IF, publication year and reporting  quality.
All statistical analyses were conducted using IBM SPSS Statistics Software v.29.
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4 Results

PubMed search yielded 81 articles published from 2002 to 2025. Following the initial
screening of titles and abstracts, 24 full texts were reviewed. Among them 13 articles
were considered eligible for the review.

Records excluded, n=57 Medline (PubMed); n=81

« Patients with unstable or
treatment resistant disease

* Relapse prevention studies
* Patients with alcohol use and €
substance abuse co morbidity
+ Patients with affective A 4
disease

* Pharmacokinetics

* Prospective-observational

Titles and Abstracts screened

Full texts assessed for eligibility

tac n=24
studies Records excluded, n=11
* Pragmatic studies ; :
* Safety and tolerability « | “Extension- analyses studies
analyses 2| -Post-hoc analyses
* Cost- effectiveness studies h 4 * Exploratory analyses
* Pilot studies

N L : Studies included in review
euro-imaging studies

« Not relevant n=13

Figure 1. Flow chart of the literature search.

4.1.Consort adherence

The mean compliance was 77.34 % with SD=12.89%. The median value was 81,01%.
The minimum and the maximum compliance were 54.05% and 94.59%, respectively.
Among the studies 9 (69,2%) registered a good reporting quality (275% of the items),
while 4 (30.8%) presented with suboptimal reporting (<75% of the items). The mean
proportion of adherence to the CONSORT statement for each study is presented in
Table 1.

Table 1. List of RCTs along with the CONSORT score.

Article Medical Journal Year Mean compliance score (%)
Kane et al. Am J Psychiatry 2003 59.45
Chue et al. European neuro- 2005 62.16
psychopharmacology
Bai et al. Pharmacopsychiatry 2006 54.05
Keks et al. British Journal of 2007 78.37
Psychiatry
Gaebel et al. Neuropsychopharmacology 2010 81.08
Li et al. Progress in Neuro- 2011 78.37

Psychopharmacology &
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Biological Psychiatry

Pandina et al. Progress in Neuro- 2011 86.48
Psychopharmacology &
Biological Psychiatry

Rosenheck et al. The New England Journal 2011 86.48
of Medicine

Covell et al. J Clinical Psychiatry 2012 64.86

Fleischhaker et al. International Journal of 2012 89.19
Neuropsychopharmacology

Nasser et al. Journal of Clinical 2016 83.78
Psychopharmacology

Correll et al. NPJ Schizophrenia- Nature 2020 86.49
partner journals

Kane et al. The Lancet Psychiatry 2023 94.59

Compliance per CONSORT item is presented at figure 2 and table 1.

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0% I
la 2a 3a 4a 5 6b 7b 8 10 11b 12b 13b 14b 16 17b 19 21 23 25

Figure 2. Graphical presentation of adherence per Consort item.

Out of the 37 items on the checklist, 22 were reported with at least 75% compliance
across the studies, while 17 items were consistently reported in all (100%) of the
publications. The items that were mostly underreported were la, 3b, 6b, 9, 10, 11b,
17b, 21 and 24.
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Table 2. Compliance per Consort item

Category Description Compliance
1a 5 0.38
1b 13 1.00
2a 13 1.00
2b 13 1.00
3a 8 0.62
3b 4 0.31
4a 13 1.00
4b 13 1.00
5 13 1.00
6a 13 1.00
6b 3 0.23
7a 9 0.69
7b 9 0.69
8a 11 0.85
8b 11 0.85
9 9 0.69
10 5 0.38
11a 10 0.77
11b 7 0.54
12a 13 1.00
12b 10 0.77
13a 13 1.00
13b 13 1.00
14a 9 0.69
14b 13 1.00
15 13 1.00
16 13 1.00
17a 13 1.00
17b 3 0.23
18 9 0.69
19 13 1.00
20 12 0.92
21 7 0.54
22 13 1.00
23 9 0.69
24 1 0.08
25 13 1.00

4.2 Determinants of reporting quality

We examined the association between adequate reporting, defined as CONSORT
compliance of >75%, and two categorical variables: Journal impact factor (25.9 vs.
<5.9, based on the median of our sample) and sample size (2452 vs.<452, based on
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the median of our sample). Pearson’s chi square was used to assess statistical
significance, and Fisher’s exact test was applied when expected cell counts were less
than 5. No statistically significant correlations were identified for either Journal
impact factor (p=0.217) or sample size (p=0.266).

Table 3. Univariate analysis of possible determinants of reporting quality

Parameter OR 95% CI p-value
Impact factor > 5,9 10.5 0.668-165.114 0.217
Sample size > 452 6.00 0.422-85.248 0.266

Additionally, we examined the impact factor as a continuous variable, allowing us to
evaluate any potential linear relationships between the impact factor and the reporting
quality. The range of journal impact factors in our study was 2.9 to 96.2.

Table 4. List of journal impact factors along with the CONSORT score

Medical Journal Impact Factor Mean compliance
score (%)

Am J Psychiatry 15.1 59.45
European neuro-psychopharmacology 6.1 62.16
Pharmacopsychiatry 3.6 54.05
British Journal of Psychiatry 8.7 78.37
Neuropsychopharmacology 6.6 81.08
Progress in Neuro-Psychopharmacology 5.3 78.37
& Biological Psychiatry
Progress in Neuro-Psychopharmacology 5.3 86.48
& Biological Psychiatry
The New England Journal of Medicine 96.2 86.48
J Clinical Psychiatry 5.9 64.86
International Journal of 4.8 89.19
Neuropsychopharmacology
Journal of Clinical Psychopharmacology 2.9 83.78
NPJ Schizophrenia- Nature partner 5.7 86.49
journals
The Lancet Psychiatry 30.8 94.59
14
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A Spearman correlation analysis was performed. The analysis did not reveal
statistically significant correlation between the journals’ impact factor and reporting
quality scores of the RCTs (Spearman’s Correlation p=0.09, p-value= 0.763).

Figure 3. Correlation (scatter- plot) between Impact factor and reporting quality

We further examined the relationship between the publication year of the RCTs and
the CONSORT scores to investigate potential trends in reporting quality over time.
Our findings revealed statistically significant relationship (Spearman’s Correlation

p=0.772, p-value= 0.002).

100,0000

90,0000

pliance

80,0000

of_Consort_com

70,0000

proportion

£0,0000

50,0000

2000

2005

200 2Mms 2020 2025

Year_Published

Figure 4. Correlation (scatter-plot) between Year of publication and reporting quality
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This indicated a strong positive correlation between the proportion of CONSORT
compliance and the year of publication. As the year of publication increases,
adherence to the CONSORT guidelines tends to improve.

Binary logistic regression reports that (Table 5) Impact factor has the highest impact
on the prediction model [Exp(B)= 9.818], however, it failed to determine statistical
significance for each of the independent variables: Impact factor (p=0.129) and
Sample size (p=0.265).

Table 5.Multivariate analysis of possible determinants of reporting quality

Parameter OR - Exp(B) 95% CI p-value
IF of Journal 9.818 0.513-187.726 0.129
Sample Size 5.501 0.274-110.253 0.265

5.Discussion

In this study, 13 eligible RCTs on long-acting risperidone in schizophrenia were
assessed for adherence to CONSORT guidelines. The findings indicate that reporting
quality is generally adequate with mean CONSORT compliance of 77.34%. Notably,
reporting quality has improved over time, as evidenced by the statistically significant
correlation between publication year and CONSORT adherence (Spearman’s
p=0.722, p=0.002), a finding consistent with previous research (Han et al., 2012).

However, no significant associations were found between reporting quality and
potential determinants such as journal impact factor and sample size, despite non-
significant trend suggesting that higher-impact journals and larger studies may
demonstrate better adherence.
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Despite the overall improvement in reporting quality, persistent gaps remain,
particularly in key CONSORT checklist items. The absence of explicit RCT
identification in titles (Item la, reported in only 38% of studies) and underreported
changes in methodology (Item 3b, 31%) poses challenges to trial visibility and
transparency [15]. Additionally, poor reporting of allocation concealment (Item 9,
69%) and intervention similarity (Item 11b, 54%) raises concerns regarding selection
and performance biases. Ensuring all trials are prospectively registered and their
protocols are publicly available would enhance reproducibility in psychiatric clinical
trials.

This study is subject to some limitations, most notably the relatively small number of
studies included, which may restrict the generalizability of findings.

In conclusion, these findings underscore the need for stricter journal enforcement of
CONSORT guidelines and further investigation into additional factors influencing
reporting quality.
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