
medications (≥12 weeks on current drug and ≥35 days on current
dose before treatment) who have functional impairment in day-to-
day activities and interact ≥1 hour per week with a designated study
partner. Patients with cognitive impairment due to developmental,
neurological or other disorders, with a currentDSM-5 diagnosis other
than schizophrenia or receiving cognitive remediation therapy within
12weeks prior to screening, will be excluded. Patientswill be recruited
from multiple centres across 41 countries in Asia, North and South
America, Europe and the Asia-Pacific Region, and randomised 1:1 to
receive either iclepertin 10 mg (oral administration; n=293), or
placebo (n=293) once daily for 26 weeks. The primary endpoint is
change from baseline in overall composite T-score of the Measure-
ment and Treatment Research to Improve Cognition in Schizophre-
nia Consensus Cognitive Battery. The key secondary endpoints are
change from baseline in total score on the Schizophrenia Cognition
Rating Scale and change from baseline in the adjusted total time
T-score in the Virtual Reality Functional Capacity Assessment Tool.
Results: The CONNEX programme is currently recruiting (Table);
the first patients were enrolled in Aug–Sept 2021 and completion is
expected in Q1 2025. The presentation will describe the current
study status, information relating to screening failures, and the
experience of collecting these data as part of a large multi-country,
multicentre study.

Conclusions: Iclepertin may represent the first efficacious medi-
cation for cognitive impairment associated with schizophrenia.
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Introduction: Evidence from observational and genetic studies sug-
gests a bidirectional relationship between loneliness andpsychosis. To
our knowledge, no previous study has assessed the association
between loneliness in childhood and first-episode psychosis (FEP).
Objectives: We aimed to assess the association between loneliness
in childhood and the odds of FEP and clinical variables of interest
(i.e., diagnosis and clinical and functional severity) in FEP and to
explore gender differences in this association.
Methods: This was an observational, case-control study, based on
the AGES-CM cohort, a longitudinal prospective study including
patients with FEP ages 7-40, their first-degree relatives, and an age-
and sex-matched sample of controls in seven university hospitals in
the region of Madrid. We assessed loneliness in childhood with the
question “Have you ever felt lonely formore than 6months before the
age of 12” and objetive social isolation with the peer relationships
item from the childhood subscale of the Premorbid Adjustment
Scale.We conducted logistic and linear regression analyses to assess
the association between childhood loneliness and i) the odds of
presenting a FEP and ii) clinical variables of interest (diagnosis and
scores on positive, negative, general, depressive, and manic symp-
toms and functioning), while adjusting for demographic variables.

Table. The number of patients recruited by 31 August 2023

CONNEX 1 CONNEX 2 CONNEX 3

Screened 565 521 493

Randomised 409 360 350

Completed trial medication 202 184 191
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Results:The study sample comprised 285 patients with FEP (32.6%
female, age 24.50 ± 6.2 years) and 546 controls (48.7% female, age
25.93 ± 5.5 years). Loneliness in childhood was associated with
increased odds of FEP (adjusted odds ratio; aOR: 2.17, 95% CI
[1.40-3.51], p=.002). This association remained significant after
controlling for objective social isolation in childhood (aOR:2.70,
IC 95% [1.58-4.62], p<.001).
The effect of the associationwas stronger in females (aOR:4.74, 95%
CI [2.23-10.05], p<.001) than in males (aOR:1.17, IC 95% [0.63-
2.19], p=.623). In females with FEP, loneliness in childhood was
significantly associated with increased odds of receiving a diagnosis
of other psychosis (aOR:0.155, 95% CI [0.048-0.506], p=.002)
relative to an SSD diagnosis. In the FEP sample, loneliness in
childhood was associated with greater severity of positive and
affective symptoms and worse functioning.
Conclusions: Loneliness in childhood is associated with increased
odds of FEP and clinical variables of interest. This suggests the
potential role of this phenotype as an early riskmarker for psychosis
that could help guide targeted interventions.
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Introduction: Verbal fluency, a cognitive function that reflects
executive functions and the rapid retrieval of pertinent information
from memory, has yielded inconsistent findings in previous
research on autism spectrum disorder (ASD), however in schizo-
phrenia (SCH) semantic fluency exhibits a more pronounced
impairment compared to letter fluency.
Objectives: In this study we aim to comprehensively investigate
verbal fluency in ASD, SCH, and neurotypical healthy control
individuals (NTP). The primary objective is to investigate dispar-
ities in novel response generation, specifically between the ASD,

SCH and NTP groups, using phonemic and semantic fluency tasks.
Three central inquiries guide our research: (1) whether differences
between groups (ASD, SCH, and NTP) can be identified in word
productivity, clustering, errors, and perseverations; (2) whether
participants with ASD and SCH exhibit different word production
with elevated imageability and concreteness values; and (3) if indi-
viduals with ASD and schizophrenia demonstrate reduced prod-
uctivity during the earlier phases of fluency tasks.
Methods: Forty participants with ASD (12 female, 24male, 4 other,
mean age: 30.5), 39 with SCH (10 female, 28 male, 1 other, mean
age: 34.7) and 41 NTP (13 female, 28 male, mean age: 31.0) were
recruited from the outpatient units of the Department of Psychiatry
and Psychotherapy, Semmelweis University. Participants were
requested to list as many words as they could on two phonemic
and two semantic category conditions. Audio recordings were later
transcribed. To assess concreteness and imageability, we employed
a seven-point scale and recruited independent external raters to
evaluate a total of 1481 words.
Results: Preliminary results indicate that the three study groups did
not differ significantly in phonemic fluency (F(2, 119)= 0.983,
p=0.377), during either time period. However, a significant differ-
ence was observed in semantic fluency (F(2, 119)= 6.531, p=0.002).
Post-hoc tests (Tukey corrected) revealed that this difference
stemmed from impaired performance in the SCH group. Partici-
pants with schizophrenia (SCH) exhibited reduced semantic word
productivity compared to both neurotypical (NTP) individuals and
participants with ASD (Figure 1). However, there were no signifi-
cant differences between participants with ASD and NTP individ-
uals.
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