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Discussion: Adherence to study medication was relatively low in 
NEURAPRO. Poor functioning and lower levels of ω-3 PUFAs at baseline 
were associated with non-adherence. Young people who were non-adherent 
had a significantly higher risk of progressing to first episode psychosis. 
Knowledge about factors associated with adherence could help to improve 
the delivery of interventions in young people at risk of psychosis.
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Background: Atypical antipsychotics are the mainstay of treatment for 
schizophrenia, and have a meaningful effect on positive symptoms and 
agitation/aggression. More recently, treatment goals have shifted to target 
functioning; a cycle of deterioration often occurs in early schizophrenia in 
which recurring relapse results in decreased functioning.
Brexpiprazole is a serotonin-dopamine activity modulator that is a par-
tial agonist at 5-HT1A and dopamine D2 receptors, and an antagonist at 
5-HT2A and noradrenaline alpha1B/2C receptors, all at subnanomolar 
potency. The efficacy of brexpiprazole has been shown in both short- and 
long-term studies. In this post-hoc analysis from three short-term studies, 
the proportion of patients achieving symptomatic and functional response 
was assessed, grouped by age at baseline.
Methods: Efficacy and functioning data were pooled from three 6-week, 
double-blind, placebo-controlled studies in hospitalized patients with 
acute exacerbation of  schizophrenia (Vector [NCT01396421]; Beacon 
[NCT01393613]; and Lighthouse [NCT01810380]), and stratified 
according to age at baseline (18–35  years; and 36–65  years). For the 
current analyses, response was defined as reduction in PANSS score 
of  ≥30% from baseline; a CGI-I score of  1 or 2 (much improved or 
improved); or reduction in PANSS score of  ≥30% OR CGI-I score of  1 
or 2. Functional response was defined as an increase in PSP total score 
of  at least 10 points. The analyses were conducted using a mixed-model 
repeated measures (MMRM) approach with all brexpiprazole doses 
pooled (2-4mg/day).
Results: 557 patients aged 18–35 years and 857 patients aged 36–65 years 
were analysed. For patients aged 18–35  years, a statistically significantly 
greater proportion of brexpiprazole-treated vs placebo-treated patients had 
symptomatic response after 6 weeks of treatment (PANSS ≥30%: 40.5% vs 
28.7%, p<0.01; CGI-I 1 or 2: 39.9% vs 25.4%, p<0.001; PANSS ≥30% OR 
CGI-I 1 or 2: 46.2% vs 32.3%, p<0.01). Similar results were observed for 
patients aged 36–65 years (PANSS ≥30%: 48.7% vs 37.6%, p<0.01; CGI-I 1 
or 2: 47.1% vs 32.7%, p<0.0001; PANSS ≥30% OR CGI-I 1 or 2: 54.8% vs 
41.6%, p<0.001). For patients aged 18–35 years, a statistically significantly 
greater proportion of brexpiprazole-treated vs placebo-treated patients 
had functional response after 6 weeks of treatment (PSP 10 points change: 
46.3% vs 33.0%, p<0.01); similar results were observed for patients aged 
36–65 years (49.2% vs 38.2%, p<0.01).
The proportion of patients meeting both symptomatic (using ≥30% PANSS 
improvement or CGI-I score of 1 or 2) and functional response was sta-
tistically significantly greater in brexpiprazole-treated patients vs placebo-
treated patients regardless of the age group (18–35 years: 37.4% vs 25.4%, 
p<0.01; 36–65 years: 41.8% vs 30.2%, p=0.01).
Discussion: The results of these analyses confirm that 6 weeks of treat-
ment with brexpiprazole results in symptomatic and functional response 
in acutely ill schizophrenia patients in both younger patients (age 18 to 
35 years) as well as older patients (age 36–65).
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Background: The negative symptoms of schizophrenia cause significant dis-
tress and impairment. The treatment of them is a challenge, with medica-
tions having none or little effect. So, new treatments are necessary for this 
condition. The aim of the study was to ascertain the efficacy of tDCS in 
treating negative symptoms of schizophrenia
Methods: This study was designed to be a randomized, sham-controlled, 
double-blinded trial using tDCS for the treatment of negative symptoms 
of schizophrenia. One-hundred (here we analyzed only 70% of the sample, 
the remaining will be presented at the meeting) patients will be enrolled 
and submitted to ten tDCS session over the left dorsolateral prefrontal cor-
tex (anodal stimulation) and left temporo-parietal junction-left (cathodal 
stimulation), over 5 consecutive days, with 2 mA of current. Participants 
were assessed with clinical and neuropsychological tests before and after 
the intervention. The primary outcome was change (over time and across 
groups) in the scores of the Negative Subscale of Positive and Negative 
Symptoms Syndrome (PANSS). Our secondary outcomes consist of others 
scales as SANSS (Scale of Assessment of Negative Symptoms), Calgary 
and the AHRS (Auditory Hallucinations Rating Scale).
Results: From 70% of the sample the active tDCS was significantly superior 
to sham at endpoint at 6 weeks by negative sub scale of PANSS (mean 
difference, 3,5 points; SD=6.2; P<.05). The total PANSS and the halluci-
nations scale had no differences between both groups. The other times of 
analysis were not found differences between sham and active groups. The 
others scales (Calgary and SANSS have not being evaluated yet).
Discussion: The results of our studies suggests a potential role of tDCS for 
the treatment of negative symptoms of schizophrenia. The effect size was 
small. This is the biggest study with tDCS for treating negative symptoms 
of schizophrenia until now. At the meeting all the data will be analyzed (100 
patients), it these could change our preliminary results.
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PSYCHOSIS

Paul Klauser1, Lijing Xin1, Margot Fournier1, Alessandra Griffa1, 
Martine Cleusix1, Raoul Jenni1, Michel Cuenod1, Rolf Gruetter1,  
Patric Hagmann1, Philippe Conus1, Philipp Baumann*,2,  
Kim Q. Do1

1Lausanne University Hospital; 2DP-CHUV (TIPP)

Background: Beneficial effects of N-acetyl-cysteine (NAC) on negative symp-
toms in chronic schizophrenia have been reported in two studies. A  recent 
study in early psychosis from our group, did not report significant improve-
ment in negative symptoms (potentially linked to the modest baseline levels) 
but showed improvement in cognition (i.e. processing speed) and an increase 
in the brain antioxidant glutathione (GSH) levels, indicating good target 
engagement.1 Indeed, research in animal models highlights the critical role of 
redox regulation by brain GSH for white matter maturation and maintenance. 
Given the strong evidence of white matter (WM) alterations in schizophrenia 
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as well as the current lack of etiological treatments, redox dysregulation is an 
interesting target. The current study aims at investigating the impact of NAC, 
a precursor of GSH, the main antioxidant in the brain, on WM integrity in 
patients in the early psychosis phase. We focused on the fornix bundle that 
has been shown to be impaired in an animal model of oxidative stress2 (i.e. 
impaired GSH synthesis) as well as in early psychosis patients.3

Methods: WM diffusion properties were estimated using generalized frac-
tional anisotropy (gFA) computed from diffusion spectrum imaging (DSI) 
brain scans acquired in patients who received either NAC (n=10; mean 
age=25.3 ± 5.7; males/females 9/1) or placebo (n=10; mean age=24.8 ± 7.9; 
males/females 5/5) as add-on treatment over 6-months. GSH levels were 
measured in the medial prefrontal cortex using Magnetic Resonance 
Spectroscopy (MRS).
Results: A non-parametric longitudinal voxel-based analysis limited to the 
fornix revealed a time x treatment interaction which reached significance 
in the body of the fornix (corrected p<.04) with NAC patients showing 
an increase in gFA over 6-month of treatment. Importantly, improvement 
of gFA (i.e. increase) in the fornix of early psychosis patients (NAC and 
placebo) correlated with increase in cerebral GSH levels (r=.67; p<.005).
Discussion: This study is the first to assess the effect of NAC on WM integrity 
as assessed by diffusion weighted-imaging in the early phase of psychosis. 
WM alterations appear early in the illness and become widespread in a more 
chronic phase of the disease.4 To the best of our knowledge there is currently 
no approved medication for schizophrenia that show significant effect on 
WM integrity. In this study, effects of NAC on WM integrity in the fornix 
were significant despite the limited sample size. This is a small-scale proof of 
concept study, which was very demanding for early psychosis patients and 
needs replication in a larger study. Its potential properties to counteract WM 
deficits may be even more important in individuals at clinical high risk for 
psychosis. As NAC add-on treatment is safe with no side effects, this study 
paves the way for preventive approach at the early stages of psychosis.
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Background: Remote patient monitoring is critical in ensuring optimal drug 
exposure. Between 30–50% of CNS trials fail because patients are not fol-
lowing the assigned protocol. It is estimated that non-adherence based on 
pharmacokinetic (PK) data is as high as 39% in schizophrenia trials. An 
AI platform that uses software algorithms on smartphones to visually and 
automatically confirm medication ingestion has been used extensively in 
schizophrenia trials, phases I-IV. Aggregated data demonstrate the feasibil-
ity of using the technology in patients with schizophrenia – where smart-
phone ownership is estimated to be well above 50% - and the potential value 
of enhancing study design through predictive data and statistical power.

Methods: Aggregated data were collected across seven schizophrenia stud-
ies; three trials are completed and four are ongoing. Protocols varied by 
geography, treatment duration, study design, inclusion/exclusion criteria, 
dosing regimens, and assessment frequency (US and global; six to 52 weeks’ 
treatment duration, lead-in or washout periods, ages 16–65 years, dosing 
QD or BID, 1–3 units per dose, inpatient and outpatient). Study subjects 
used the AI application for each dosing administration. In addition to 
tracking medication intake, the patient-facing interface also provided auto-
mated reminders, alarms, dosing windows, clinic visit scheduling, and pro-
tocol-specific dosing instructions. Study teams and sites had access to data, 
analytics, automated notifications, and intervention dashboards.
Results: So far, 43,340 adherence parameters have been collected in studies 
with target enrollments of 1,312 subjects with schizophrenia. For randomized 
subjects who received at least 1 dose of the study drug, cumulative average 
adherence as measured by the AI platform (visual confirmation of ingestion) 
across all treatment groups, including placebo, is 83.6%. Adherence, as mea-
sured by the percentage of PK samples above the lower limit of quantification 
(LLOQ), is 91.2%. Between 3.9% and 12.5% of subjects triggered fraudulent 
activity alerts (intentional misuse of the technology). The average number of 
site interventions per subject per study was 4.7 (33.8% text messages; 34.7% 
phone calls; 31.5% in-person clinic visits). Adherence data logged on the AI 
platform were used in most studies as the primary measure of adherence (for 
at home and in-clinic dosing) and as the basis to evaluate eligibility criteria 
for randomization following placebo lead-in periods.
Discussion: Subjects with schizophrenia (stable, acute, positive and nega-
tive symptoms, cognitive impairment) treated with antipsychotics demon-
strate high rates of adherence using a smartphone-based AI application. 
Non-adherence based on PK data ranged from 8.3% to 10.4%; a significant 
reduction from the 39%-50% non-adherence rates observed in clinical trials 
and real-world settings. Traditional methods to monitor adherence – pill 
count and self-report methods – are not reliable enough to be of predic-
tive value in lead-in periods, demonstrate poor concordance with PK data, 
and do not allow sponsors to resolve issues that may affect adherence in 
real time. Use of the AI platform in schizophrenia studies demonstrates the 
potential of the technology to enhance data quality, enable the sponsor to 
estimate the effect of the investigational drug - when used as directed – and 
improve the likelihood of detecting a signal.

T54. TAILOR – TAPERED DISCONTINUATION 
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Background: Schizophrenia spectrum disorders have major implications for 
the individuals, their families and society.
Antipsychotic medication is the cornerstone in the treatment of psychotic 
symptoms and is effective in the reduction of psychotic symptoms and 
of relapse after remission of psychotic symptoms. This is the reason for 
recommending maintenance treatment with antipsychotic medication in 
national and international guidelines for the treatment of schizophrenia, 
one year after remission of psychotic symptoms in first episode psychosis.
The aim of the study is to investigate the effect of tapered discontinuation 
versus maintenance therapy with antipsychotic medication in patients with 
newly diagnosed schizophrenia or persistent delusional disorder and with 


