
Methods: We studied ER stress and UPR in peripheral blood
mononuclear cells (PBMC) from 50 patients with SCH and an
equal number of patients with BD compared to their corresponding
controls in order to achieve our objectives.
Western Blot assay were performed following classical procedure ()
and the results was normalized to Ponceau as loanding control (Nie
et al. 2017; BiochemByophys Resp 12 10-13) (Sander et al. 2019; Anal
Biochem 575 44-53). Proteasome activity was assessed using Prote-
asome Activity Assay Kit (ab107921, Abcam, Cambridge, UK).
Results: ER stress was evaluated with BiP/GRP78. Our results
showed significantly increased expression in SCH (p<0,01) and
BD (p<0,05), being more increased in SCH. Proteasome activity
was increased in SCH and BD, being only statistically significant in
SQZ (p<0,05). UPR study showed IRE1a cascade significantly
activated in SCH (p<0,001) and only slight increased in BD showed
without statistical differences. ATF6a pathway is measured by
cleavage to active protein (50-kDa). Results showed higher expres-
sion in SCH than in BD and controls (p<0,001). In addition, PERK
pathway showed higher statistical levels of p-eIF2a/eiF2a ratio in
SCH than in BD and control respectively (p<0,05 and p<0,01).
Conclusions: Our results showed a greater alteration in SCH than
in BD at the level of protein synthesis, which implies a greater
toxicity at the cellular level and, therefore, a clear risk for the
survival of cells in this pathology.
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Introduction: Cognitive impairment (CI) is a major determinant
of poor functional outcome in schizophrenia and there are cur-
rently no available pharmacotherapies. Deficits in glutamatergic
signalling play a key role in the neuropathology of cognitive symp-
toms. Iclepertin (BI 425809), an inhibitor of glycine transporter-1,
enhances glutamatergic signalling by increasing synaptic levels of
the N-methyl-D-aspartate receptor co-agonist, glycine. A 12-wk,
Phase II trial (NCT02832037) in 509 patients (pts) with schizo-
phrenia demonstrated that iclepertin was well tolerated and sig-
nificantly improved cognition.
Objectives: The Phase III CONNEX programme aims to confirm
the efficacy, safety and tolerability of iclepertin in improving cog-
nition and functioning in a larger cohort of pts.

Methods: CONNEX consists of three replicate randomised,
double-blind, placebo-controlled parallel-group trials in pts with
schizophrenia (NCT04846868, NCT04846881, NCT04860830)
currently stable on antipsychotic treatment. Each trial aims to
recruit ~586 pts, 18–50 years old, treated with 1–2 antipsychotic
medications (≥12 wks on current drug; ≥35 days on current dose
prior to treatment), who have functional impairment in day-to-day
activities and interact≥1 hr per wk with a designated study partner.
Pts with CI due to developmental, neurological or other disorders,
or receiving cognitive remediation therapy within 12 wks prior to
screening, will be excluded. Pts will be recruited from 39 countries
in Asia, Australia, New Zealand, North and South America and
Europe, and randomised 1:1 to receive either oral iclepertin 10 mg
(n=293) or placebo (n=293) once daily over 26 wks. The primary
efficacy endpoint is change from baseline (CfB) in the MATRICS
Consensus Cognitive Battery overall composite T-score. Key sec-
ondary efficacy endpoints are CfB in Schizophrenia Cognition
Rating Scale total score and CfB in the adjusted total time in the
Virtual Reality Functional Capacity Assessment Tool. Long-term
safety and tolerability data will be collected in an open-label safety
extension study (CONNEX-X).
Results:The studies are currently recruiting (first pts enrolled Aug–
Sept 2021), with completion expected in Q2 2024. Here we present
an overview of the current study status, including any information
relating to screening failures and the experience of collecting these
data as part of a large multicountry, multicentre study.
Conclusions: To date, most large, industry-sponsored studies
testing various compounds to address cognitive function have
failed to show proof-of-clinical concept. Demonstration of efficacy
of iclepertin in improving cognition in this Phase III programme
would provide important insight into the role of glutamate in
cognitive symptoms, that may also have relevance for other cogni-
tive disorders. Iclepertin may represent the first efficacious medi-
cation for CI associated with schizophrenia.
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