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Efficacy and safety of MIN-101: A new
drug for the treatment of negative
symptoms in schizophrenia a 12-week
randomized, double blind,
placebo-controlled trial
R. Luthringer
Minerva, Neuroscience, Colamr, USA

Objective To compare the efficacy, safety, and tolerability of MIN-
101, a compound with high affinities for sigma 2 and 5-HT2A
receptors, to placebo in treating negative symptoms, in stabilized
patients with schizophrenia.
Methods This multi-national phase 2b trial enrolled 244
patients with schizophrenia who were symptomatically stable
for ≥ 3 months prior to entering the trial and had scores ≥ 20
negative subscale of the PANSS. Patients were randomized to
monotherapy with MIN-101 32 mg/day, MIN-101 64 mg/day or
placebo in a 1:1:1 ratio. The primary endpoint was the PANSS neg-
ative symptom score based on the five factors (pentagonal) model.
Results Statistically significant reduction in the primary endpoint
score was demonstrated for MIN-101 32 mg and 64 mg compared to
placebo (P ≤ 0.022, ES 0.45 and ≤ 0.003, ES 0.58, respectively). This
was supported by similar effects on most of the secondary mea-
surements including: the PANSS three factors negative symptoms
subscale, PANSS total score, CGI, BACS, CDSS, and PSP. There were
no statistically significant differences in PANSS positive subscale
scores between MIN-101 and placebo. No weight gain or clinically
significant changes in vital sings, prolactin levels, routine labora-
tory values, metabolic indices and extrapyramidal symptom scores
(EPS) were observed.
Conclusions Since positive symptoms and EPS did not change,
the improvement in negative symptoms was not secondary to
improvement in positive symptoms or EPS, suggesting that MIN-
101 might be the first specific treatment to have a direct effect on
negative symptoms.
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Introduction Adherence and tolerance to treatment are impor-
tant factors, which may predict the long-term evolution of a
psychosis. Family members may influence prognosis by modulating
emotional expressivity and treatment supervision.
Objectives To assess the role of family members in the long-term
evolution of psychoses.
Method The present study is retrospective, conducted on
patients with psychosis. Data were obtained from psychiatric
records extending for a period of four years. The following param-
eters were analyzed: socio-demographic data, family relationships
(parents, spouses) and clinical/evolutive data (onset age for psy-
chosis, number of recurrences).
Results We analyzed 71 patients, 42 (59.2%) women and 29
(40.8%) men with a mean age of 30.38 years (SD = 9.33). The sub-
jects were diagnosed according to ICD 10 criteria with acute and
transient psychotic disorder (50 patients, 70.4%), schizophrenia (13
patients, 18.3%), and schizoaffective disorder (8 patients, 11.3%).
Patients who reported conflicts between parents had significantly
more recurrences (t = –2.1, P = 0.04), while those who reported

satisfactory relationships in their family of origin had fewer recurr-
ences (t = 2.58, P = 0.01) and a later onset age (t = –2.89, P = 0.006).
Unmarried/single subjects had the psychosis onset at a significantly
earlier age (t = 4.72, P = 0.0001). In addition, these patients had more
conflicts between parents (Z = –2.02, P = 0.04) in comparison with
married ones.
Conclusions Conflicts in the family of origin may predispose to a
greater number of recurrences and to an earlier disorder onset. The
presence of a spouse may represent a protective factor.
Disclosure of interest The authors have not supplied their decla-
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Background Schizophrenia is a chronic disorder with an early
onset and high disease burden in terms of life disability. Its early
recognition may delay the resulting brain structural/functional
alterations and improve treatment outcomes. Unlike conventional
group-statistics, machine-learning techniques made it possible
to classify patients and controls based on the disease patterns
on an individual level. Diagnostic classification in first-episode
schizophrenia to date was mostly performed on sMRI or fMRI data.
DTI modalities have not gained comparable attention.
Methods We performed the classification of 77 FES patients
and 77 healthy controls matched by age and sex from fractional
anisotropy data from using linear support-vector machine (SVM).
We further analyzed the effect of medication and symptoms on
the classification performance using standard statistical meas-
ures (t-test, linear regression) and machine learning (Kernel–Ridge
regression).
Results The SVM distinguished between patients and controls
with significant accuracy of 62.34% (P = 0.005). There was no asso-
ciation between the classification performance and medication nor
symptoms. Group level statistical analysis yielded brain-wide sig-
nificant differences in FA.
Conclusion The SVM in combination with brain white-matter
fractional anisotropy might help differentiate FES from HC. The
performance of our classification model was not associated with
symptoms or medications and therefore reflects trait markers in
the early course of the disease.
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Objectives Evidence from meta-analyses of randomised clinical
trials shows interventions for young people at ultra-high risk (UHR)
of developing psychosis are effective both clinically and econom-
ically. While research evidence has begun to be integrated into
clinical guidelines, there is a lack of research on the implemen-
tation of these guidelines. This paper examines service provision
for UHR individuals in accordance with current clinical guidelines
within the National Health Service (NHS) in England.
Method A self-report online survey was completed by clinical
leaders of Early Intervention in Psychosis (EIP) teams (n = 50) within
the NHS across the UK.
Results Of the 50 EIP teams responding (from 30 NHS Trusts),
53% reported inclusion of the UHR group in their service mandate,
with age range predominantly 14–5 years (81%) and service pro-
vided for at least 12 months (53%). Provision of services according
to NICE clinical guidelines showed 50% of services offered cog-
nitive behavioural therapy (CBT) for psychosis, and 42% offered
family intervention. Contrary to guidelines, 50% of services offered
antipsychotic medication. Around half of services provided train-
ing in assessment by CAARMS, psycho-education, CBT for psychosis,
family work and treatment for anxiety and depression.
Conclusions Despite clear evidence for the benefit of early inter-
vention in this population, current provision for UHR within EIP
services in England does not match clinical guidelines. While some
argue this is due to a lack of allocated funding, it is important to
note the similar variable adherence to clinical guidelines in the
treatment of people with established schizophrenia.
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Introduction The effects of chronic antipsychotic administration
on the human brain are debated. In particular, first-generation
(FGAs) and second-generation antipsychotics (SGAs) seem to have
different impacts on brain function and structure in subjects with

schizophrenia. Few studies have investigated the effect of chronic
administration of FGAs and SGAs on indices of brain function, such
as event-related potentials (ERP) or neuropsychological perfor-
mance.
Objectives Within the Italian Network for Research on Psychoses
study, subjects stabilized on FGAs or SGAs were compared on P300,
an ERP component, thought to reflect attention, working memory
and context integration and on neurocognitive indices.
Methods ERPs were recorded in 110 chronic, stabilized patients
with Schizophrenia (28 used FGAs) during a standard auditory odd-
ball task. P300 latency and amplitude were assessed at Pz channel.
MATRICS Consensus Cognitive Battery (MCCB) was used for cogni-
tive assessment.
Results Compared with the SGAs group, patients on FGAs showed
significant increased P300 latency (P = 0.003; Cohen’s d = 0.67) and
significant decreased P300 amplitudes (P = 0.023; Cohen’s d = 0.38).
The two groups did not differ on psychopathology and MCCB scores.
Multiple linear regressions revealed that “FGAs vs. SGAs” (ˇ = 0.298,
P = 0.002) and MCCB neurocognitive composite T-score (ˇ = –0.273,
P = 0.004) were independent predictors of P300 latency, whereas
only age (ˇ = –0.220, P = 0.027) was an independent predictor of
P300 amplitude.
Conclusions FGAs seem to affect the functional brain activity
more than SGAs, particularly slowing cortical processing. Our
results suggest that discrepant findings concerning P300 latency in
schizophrenia might be related to the type of antipsychotic treat-
ment used. Longitudinal studies are needed to further address this
issue.
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Introduction Resilience is commonly defined as positive adap-
tation to adverse events or as the ability to maintain or regain
mental health after exposure to difficulties. According to the
bio-psycho-social model, resilience is influenced by self-esteem,
coping strategies and personality traits. In schizophrenic patients,
resilience seems to affect real-life functioning, while in mood dis-
orders, resilience influences the longitudinal course of the disorder,
reducing the frequency of relapses and improving drugs response.
Objectives The aim of this study is to asses levels of resilience and
self-esteem, coping strategies, perceived quality of life and temper-
ament characteristics in a sample composed by patients with major
depressive disorder and patients affected by schizophrenia.
Methods We collected a sample composed by 40 patients with
major depressive disorder and 40 patients affected by schizophre-
nia patients recruited at the “Maggiore della Carità” Hospital
in Novara, Italy. The assessment protocol included: Resilience
Scale for Adults (RSA), Coping Orientation to Problems Experi-
enced Inventory–Brief (BRIEF–COPE), Rosenberg Self-esteem Scale
(RSES), Paykel List Of Stressful Events, Temperamental and Char-
acter Inventory (TCI) and Short form 36 (SF-36). Comparison of
qualitative data was performed by means of the �2, a t-test was
performed for continuous normal-distribution variables otherwise
a non-parametric Mann–Whitney test was performed. Statistical
significance was set at P ≤ 0.05.
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