
hippocampal neurons, cardiovascular monitoring (non-human pri-
mate ECG), and pharmacokinetic profiling.
Results:HJ-006 is an orally active, brain penetrant, small molecule.
In vitro, HJ-006 showed significant effects on neurite-outgrowth
and synaptogenesis in primary cultures of rat cortical neurons. It
demonstrated rapid (30 min post-single dose) FST antidepressant
effects in corticosterone-induced depression and reversed CUMS-
induced deficits in FST, TST, and SPT, with efficacy sustained
≥8 days, with no hallucinogenic behavior (HTR-negative). Safety
profiles included no CPP rewarding effects, enhanced dendritogen-
esis/synaptogenesis in cortical neurons, rescued CORT-impaired
hippocampal activity (30 nM, 15 min post-treatment), 5-HT2B
antagonist activity (Ki = 2.18 nM, IC50 = 272.8 nM), favorable
brain penetration, CYP3A4 metabolism, no cardiovascular signals
in primates, and a 40× safety margin in 14-day toxicity studies.
Conclusions: HJ-006 is a first-in-class non-hallucinogenic neuro-
plastogen with rapid, sustained antidepressant-like efficacy and
improved safety, supporting its potential as a transformative
depression treatment.
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Introduction: Depression is a major contributor to global disabil-
ity, with profound personal, social, and economic costs. In Singa-
pore, while cross-sectional studies have provided valuable insights
into the prevalence of depression, data on the long-term trajectory,
outcomes, and determinants of depression remain scarce.
Objectives: This protocol describes the PREDICT study, which
seeks to address this gap by launching the nation’s first longitudinal
cohort dedicated to major depressive disorder (MDD) and subsyn-
dromal depression (SD). The objectives include examining disease
prognosis, relapse, comorbidity, suicidality, treatment response,
healthcare utilization, and mortality, identifying biopsychosocial
determinants, quantifying economic burden, and understanding
progression from SD to MDD.
Methods: The study will recruit 3,201 participants aged 18–
75 years, including those with first-episode depression, those with
a longer history of depression, individuals with SD, and matched
controls without psychiatric illness. Recruitment will be conducted
at primary and tertiary care settings as well as from population
cohorts. Participants will undergo comprehensive baseline and
annual follow-up assessments for up to five years, capturing socio-
demographic, psychosocial, physical, and biological data.

Results:We hypothesize that sociocultural factors, such as access-
ible mental healthcare, social support, strong intergenerational
relationships may confer protective effects leading to better out-
comes compared with international cohorts, and that individuals
with SD will incur higher resource use, poorer quality of life, and
increased risk of progression to major depressive disorder as com-
pared to controls.
Conclusions: Findings will provide the first comprehensive longi-
tudinal evidence on depression trajectories in Singapore. Results
will guide clinical protocols, inform national mental health strat-
egies (including Singapore’s Healthier SG initiative), and
strengthen early detection and management of depression at the
population level.
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Introduction: Aggressive behaviours affect approximately two-
thirds of autistic individuals, with significant consequences for
their own quality of life and that of their families. Risperidone is
among the most frequently prescribed medications for managing
aggression in autism. However, prior systematic reviews have
pooled heterogeneous study designs, limiting the strength of their
conclusions.
Objectives: This systematic review and meta-analysis synthesises
evidence from randomised controlled trials (RCTs) on risperi-
done’s efficacy in reducing aggression in autism and its safety
profile.
Methods: Five databases (Embase, Ovid Medline, PsycInfo, Global
Health, and PubMed) were systematically searched from inception
to 2025. Eligible studies were randomised controlled trials (RCTs)
assessing risperidone for the treatment of aggression in autistic
children, adolescents, or adults. Risk of bias was evaluated using
the Cochrane RoB tool. Random-effects models with standardised
mean differences (SMDs)were applied to compare risperidonewith
placebo.
Results: Thirteen studies met the inclusion criteria for the system-
atic review; eight RCTs (N = 445; age range 2.5–56 years) were
included in the meta-analysis. Risperidone was significantly more
effective than placebo in reducing aggression, with a large effect size
(SMD = –0.96, 95% CI [–1.37, –0.55], Z = 4.62, p < .00001).
Substantial heterogeneity was observed (I² = 73%). The most
frequently reported adverse effects were weight gain, increased
appetite, sedation, somnolence, and fatigue.
Conclusions: Risperidone reduces aggression in autistic individ-
uals but is associated with adverse side effects that restrict its long-
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