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Abstract: Background: Pharmacological interventions
for insomnia are frequently used in severe mental
iliness, such as schizophrenia, bipolar disorder (BD) and
major depressive disorder (MDD) and contribute to the
risk of polypharmacy. There is a need for an overview
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of the efficacy and acceptability of both off-label and
licensed drugs.

Obijectives: To perform a systematic review and meta-
analysis of randomised controlled trials (RCT's)
investigating the efficacy, acceptability and safety of
pharmacological interventions for insomnia in severe
mental disorders.

Methods: We performed a systematic literature search in
March 2023 to identify all RCTs comparing any oral
pharmacological intervention for insomnia against
placebo or an active, pharmacological control in adults
(age >18 years) with a diagnosis of schizophrenia, MDD
or BD using a validated, self-rated or clinician-rated
sleep questionnaire. Screening of studies, data
extraction, and risk of bias assessment with the RoB-2
tool was performed by two independent reviewers. The
co-primary outcomes were efficacy (total sleep time and
sleep quality) and acceptability (all-cause dropout) of
the pharmacological intervention. We computed mean
differences (MD's) and standardized mean differences
(SMD's) including 95% confidence intervals (95%CIs)
for continuous outcome measures. For binary outcomes,
we calculated risk ratios (RR) including 95%CI.
Results: The systematic review identified 24 studies in
total, with the majority being in patients with MDD (17
trials, n = 2171). Very few trials were found in BD (4
trials, n = 162) and schizophrenia (3 trials, n = 115).
Studies were generally of low quality, with 21 out of 24
studies having a high risk of bias. The most frequently
studied pharmacological interventions for insomnia
were melatonin (3 RCT's), agomelatine (3 RCT's) and z-
drugs (4 RCT?s).

Compared to placebo, pharmacological interventions
improved total sleep time by 33 minutes and improved
sleep quality by a moderate effect size. Compared to
placebo, pharmacological interventions for insomnia
had similar discontinuation rates, but increased risk of
side effects. The opposite was seen when compared to
active controls, where discontinuation rates and risk of
side effects was lower in pharmacological interventions.

Conclusion:  Pharmacological interventions  for
insomnia in severe mental illness showed better
efficacy, similar acceptability, but increased risk of side
effects compared to placebo. Yet, surprisingly few
RCTs have studied this clinically important aspect,
especially in schizophrenia and BD. Furthermore,
studies were generally of poor quality. Large, high-
quality clinical trials evaluating the efficacy and safety
of pharmacological interventions for insomnia in
representative patients with severe mental illnesses are
required to better address this frequent clinical issue.
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Abstract: Major Depression Disorder is one of the most
disabling diseases worldwide, affecting 322 million
people and about 30-50% of patients fail to show a
substantial ~ clinical response to  conventional
antidepressant therapy. Individuals who are non-
responders or partial responders to antidepressants are
defined as suffering from treatment-resistant depression
(TRD). Among the various etiological hypotheses of
depression, there are the theory of neuroinflammation
and the dysregulation of the hypothalamus-pituitary-
adrenal (HPA) axis. HPA axis overactivity is often
normalized after effective antidepressant treatment and
some studies have suggested that failure of
antidepressants to normalize the HPA axis may be a
predictor of treatment resistance. Plus, data suggests that
adrenocortical activation mediates the relationship
between IL-1 and stress-induced  depression.
Specialized lipid pro-resolving mediators (SPM),
derived from omega-3 and omega-6 polyunsaturated
fatty acids (PUFAS), such as arachidonic acid (AA),
docosahexaenoic acid (DHA) and eicosapentaenoic acid
(EPA) seem to have a very important active profile for
ending inflammation and, consequently, improving
emotional behaviors related to mood disorders. The
SPMs were identified and classified into four categories:
lipoxins, resolvins, maresins and protectins. These lipids
are agonists of G protein-coupled receptors. However,
the underlying mechanisms of these remarkable effects

© 2024 SCNP

concerning depression remain unclear. It is our
hypothesis that a dysregulation of SPMs may represent
a viable approach to overcoming pharmacoresistance to
monoaminergic antidepressants, and this system could
be an effective way to improve this condition. To test
this hypothesis, we will investigate the SPMs relation on
neuron-microglia and neuron-astrocytes co-culture cells
under different insults, using human-derived iPSC cells.
First, we will analyze different types of insults (cortisol,
IL1-beta and ATP) with or without antidepressant to
quantify the SPMs in the medium and the expression of
proteins related to SPMs action (their receptors, FKBP5,
BDNF, TrkB, PSD95 and Synapto). Then, we will treat
the cells with SPMs and analyze the possible recovery
from the insults models.
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Abstract: Health anxiety (HA) is characterized by
excessive worry about being or becoming seriously ill.
There is a considerable phenomenological overlap
between HA and other anxiety disorders. This study
explored if HA could be distinguished from other
anxiety phenomena in adolescents regarding depression,
physical symptoms, bodily dissatisfaction, health-
related quality of life (HRQoL) and healthcare use.
Data from the 16/17-year follow-up (N = 2521, 16-17
years old) from the general population-based
Copenhagen Child Cohort 2000 was used. Self-report
questionnaires assessed HA, anxiety, depression,
physical symptoms, bodily dissatisfaction, and HRQoL,
and register data on healthcare use was retrieved. Latent
profile and latent class analyses were used to detect
specific anxiety profiles/classes, however
unsuccessfully. Four groups based on HA and anxiety
symptoms were created: 1) no anxieties, 2) only anxiety,
3) only HA, and 4) both HA and anxiety. Differences
between the four groups regarding the various health-
related areas of interest were examined using general
linear models.
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Of the 10.4% participants who were defined as having
high HA, almost half (4.6%) reported having only high
HA without other anxiety symptoms. The HA group
(group 3) reported significantly more physical
symptoms, fewer depressive symptoms and higher
healthcare utilization compared to group 2. Group 3
reported less favourably on all measures compared to
group 1. Adolescents who reported high levels of both
HA and other anxiety symptoms (group 4) had the most
adverse clinical profile.

Our results suggest that HA can be recognized as a
separate construct in youth. High HA was associated
with  several negative health-related outcomes
illustrating the clinical importance of recognizing HA
also in young persons. More research is required to
ensure adequate recognition and treatment of HA in
adolescence.
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Abstract: Background: Chemotherapy cause severe
sickness and cognitive disturbances (chemo-brain) in up
to 75% of the patients receiving this treatment. These
adverse effects are believed to be caused in part by an
imbalance of pro- and anti-inflammatory cytokines and
it has also been shown that the microbiota modulate the
efficacy and toxicity of chemotherapy. Parasitic worms
(helminths) can reduce inflammation, restore the gut
barrier, and beneficially modulate the host microbiota.
Molecules derived from the parasite X are a novel
source of biologic therapies, which directly modulate
the immune response and microbiota.

Obijectives: The objective of this project is to examine
the protective effects of parasite X on chemotherapy-
induced sickness and chemo-brain. Further, we will
explore which underlying biological mechanisms that
are altered by the parasite. The ultimate goal is to
alleviate chemotherapy-induced sickness and chemo-
brain.

Methods: Once weekly for 4 weeks, Sprague-Dawley
rats are treated with the chemotherapy drug doxorubicin
(DOX) and parasite X or vehicle. During the
DOX+WORM treatment the animals are housed in
Noldus Phenotyper cages which allow us to record
home-cage behaviour. Subsequently, the animals
undergo a battery of behavioural tests and tissue is
collected. Microbiome, inflammatory markers, and
monoamine levels will be examined.
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Results: We have shown that parasite X ameliorates
chemotherapy induced weight loss — a proxy for
sickness. We expect parasite X to improve cognitive
deficits caused by DOX and potentially depressive- and
anxiety-like behaviour as well, likely through direct
effects on the microbiota and restoration of gut integrity
via replenishment of intestinal stem cells

Conclusion: Helminth X improve chemotherapy-
induced sickness and we expect that cognitive
disturbances (chemo-brain) are also improved.
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Abstract: Background: Schizophrenia is a severe
mental disorder that typically presents in late
adolescence or early adulthood. Quantitative monitoring
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of the severity of illness using rating scales is likely to
improve patients’ outcomes via more informed clinical
decision-making. The brief, six-item Positive and
Negative Syndrome Scale (PANSS-6) is a measure of
the severity of core symptoms of schizophrenia, which
can be obtained via the brief Simplified Negative and
Positive Symptoms Interview (SNAPSI). Recent studies
have confirmed the validity of PANSS-6 ratings
obtained via SNAPSI among adult patients with
schizophrenia. However, the psychometric properties of
the PANSS-6 obtained via SNAPSI among adolescents
remain to be assessed.

Obijectives: The primary aim of the present project is to
evaluate the following psychometric properties: i) inter-
rater reliability (i.e., rating agreement among trained
clinicians) of the PANSS-6 obtained via the SNAPSI; ii)
criterion validity (i.e., agreement with a gold-standard
instrument) and responsiveness (i.e., sensitivity to
change) of the PANSS-6 obtained via the SNAPSI,
using the full 30-item PANSS (PANSS-30) obtained via
the Structured Clinical Interview for PANSS (SCI-
PANSS) as the reference; and iii) relationship between
PANSS-6 ratings, side effects of psychotropic
medication, and quality of life (i.e., levels of daily
functioning and psychological well-being).

Methods: The assessment of the inter-rater reliability of
the PANSS-6 via SNAPSI (aim I) has been successfully
completed. Thirteen raters (psychiatrists, medical
doctors, psychologists, and nurses) attended six brief
training sessions prior to the inter-rater reliability test.
Ten patients, aged between 12 and 18 years, diagnosed
with psychosis-spectrum disorders were recruited from
the Department of Child and Adolescent Psychiatry in
the Central Denmark Region. Each participant was
interviewed by one of the raters using SNAPSI, and the
interviews  were  video-recorded.  All  raters
independently conducted PANSS-6 ratings based on the
recorded SNAPSI interviews.

To address the remaining aims (11 and I11), we are in the
process of recruiting 80 patients, aged between 10 and
19 years, diagnosed with psychosis-spectrum disorders,
who will be interviewed independently with the
SNAPSI by a PANSS-6 rater and with SCI-PANSS by
a PANSS-30 rater. Moreover, the participants will
complete the following short questionnaires: the five-
item World Health Organization Well-being Index;
Aarhus Side Effect Assessment Questionnaire;
Strengths and Difficulties Questionnaire; Symptom
Self-rating Scale for Schizophrenia; and the Self-
evaluation of Negative Symptoms scale. Approximately
three months after the first interview, the participants
will be interviewed and complete the questionnaires
again.

Preliminary results: The intra-class correlation
coefficient for the PANSS-6 total score was 0.87, with
individual item scores ranging from 0.60 (blunted
affect) to 0.86 (hallucinatory behavior). These results
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indicate a high level of inter-rater reliability among the
thirteen raters.

As of May 2024, we have assessed a total of fourteen
participants to address aims Il and I11.

Perspectives/Conclusion:  The preliminary results
indicate promising psychometric properties of the
PANSS-6 obtained via the SNAPSI among adolescents
with psychosis-spectrum disorders. Given that the raters
were clinicians with minimal, feasible training, we
anticipate a similar level of inter-rater reliability when
implementing our approach in clinical practice,
affirming the generalizability of our findings. If our
ongoing study confirms the validity and responsiveness
of the PANSS-6 obtained via SNAPSI, it will allow for
consistent measurement of symptoms across both
research and clinical settings, thereby facilitating
measurement-based care. Furthermore, it will enhance
continuity of care during the challenging transition from
adolescent to adult psychiatric services by providing a
standardized measure across age groups.
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Abstract: Background: Obsessive-compulsive disorder
(OCD) manifests in various ways and often co-occurs
with other conditions, affecting about 70% of patients.
This study aims to explore the underlying
commonalities among OCD-affected children and
adolescents in order to better conceptualize variations in
disorder presentation.

Methods: Data from seven international programs
focusing on pediatric OCD were pooled, comprising 830
cases aged 5-19, with 54% being female. The severity
and types of OCD symptoms were assessed using the
Children’s Yale-Brown Obsessive-Compulsive Scale
(CY-BOCS), while comorbid conditions were
determined through diagnostic interviews. Dependent
mixture modeling was employed to identify latent
groups based on age, gender, symptom severity, type,
and comorbidities.

Results: The modeling revealed four distinct clusters,
primarily differentiated by symptom expression and
comorbidity types. While fit indices for 3-7 clusters
showed minimal variance, cluster characteristics
remained largely consistent across different models,
with additional smaller clusters in more complex
models.

Conclusions: Integrating dimensional, developmental,
and transdiagnostic information proved valuable in
understanding OCD in children and adolescents. The
identified clusters underscored the significance of
contamination symptoms, associations between broader
symptomatology and increased comorbidity, and the
potential for intricate neurodevelopmental profiles.
These clusters offer insights into potential adaptations
for treatment approaches.
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Abstract: Background: Chronic tic disorders are
neurodevelopmental disorders that occur relatively
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frequently in childhood. Tics can have a significant
impact on the child, both academically and socially.
Clinical guidelines recommend behaviour therapy as the
primary approach, but limited resources may pose
challenges to its implementation. International research
suggests that digital interventions may be effective in
treating tic disorders, although additional clinical trials
are necessary to confirm these findings.

Methods: This is a pilot study preceding a randomised
clinical superiority trial comparing the efficacy of app-
assisted tic training versus app-assisted tic learning. The
study evaluates the feasibility and acceptability of the
app-based treatment and participants are randomized to
either this treatment or treatment delivered by video
sessions. Both interventions implement strategies from
the well-documented manual "Nix to tics,” utilising a
combination of Habit Reversal Training (HRT) and
Exposure and Response Prevention (ERP). Thirty
participants aged between 9 and17 years were included,
fourteen of these were assigned to the app-treatment
group while the remaining sixteen were assigned to the
videoconferencing group. Two participants dropped out
of each group.

Results: The study indicates that the recruitment process
is feasible and with satisfactory adherence to the
treatment. A clinically significant reduction in total tic
severity score was observed in both groups, and the
acceptability of the app intervention indicates
satisfaction with the treatment itself and the outcome.
Furthermore, data was used for power calculations in the
randomised clinical superiority trial.
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Abstract: Self-damaging behaviors (SDB) commonly
co-occur, share etiologies and motivations, and respond
to similar interventions, yet are often treated as distinct
or unrelated phenomena. Theoretical models seek
parsimony by organizing subtypes of SDB, for instance
according to their potential for injury, intended
outcomes, or associations with dimensions of
psychopathology.

We used confirmatory factor analysis to compare these
models in two community samples of adolescents
(N=557) and first-year university students (N=704). In
both samples, fit indices favored a Hierarchical
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Taxonomy of Psychopathology (HIiTOP) informed
model, with one higher-order “dysregulated behavior”
factor and three lower-order factors that characterized
SDB subtypes: internalizing, disinhibited externalizing,
and antagonistic externalizing.

To validate this best fitting model, we examined
differential associations between latent SDB scores,
self-reported personality traits, and performance on a
computerized approach/avoidance task. As expected,
internalizing SDB had a medium negative association
with emotional stability and medium positive
association with

negative urgency, and small positive associations with
fun-seeking, behavioral inhibition, extraversion, and
lack of perseverance. Disinhibited externalizing SDB
had a medium positive associations with fun-seeking,
small positive associations with extraversion, negative
urgency, sensation seeking, and lack of premeditation,
and small negative associations with agreeableness and
behavioral inhibition. Antagonistic externalizing SDB
had medium positive associations with sensation
seeking and fun-seeking, small positive associations
with negative urgency, drive, extraversion, and task-
based approach motivation, and small negative
associations  with conscientiousness, reward
responsivity, and behavioral inhibition.

Results support the potential of a HiTOP-informed
model to advance research and treatment of co-
occurring SDB.
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Abstract: Background: Lithium blood tests should be
taken 12 hours after the last lithium dose, but the
majority are taken with wrong timing. We have
developed a new method to estimate the 12-hour lithium
level independent of when the blood test is taken, termed
eLil2. As economic evaluations can provide useful
input for the prioritization of scarce healthcare resources
supporting decision makers, we performed an early
health economic assessment on implementing eLil2
into the Danish healthcare system.

Methods: We identified studies on the effect and safety
of lithium treatment and costs of bipolar disorder. To
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estimate the expected annual consequences and cost
savings of eLil2, we identified 28,000 patients with
bipolar disorder in Denmark in 2023, whereof 34% are
treated with lithium. We applied a societal perspective
including both direct and indirect costs using a mixed-
costing approach considering Danish DRG tariffs,
primary care fee schedules, pharmacy purchase prices,
and expert knowledge. We assumed implementation
costs of DKK500.000 per Danish Region and used
different estimates on the potential improvement of
lithium treatment with eLil2 (i.e., 1%-15%
improvement on mood episodes, suicide, intoxications
and hospitalizations) to model the annual Net Monetary
Benefit (NMB) and expected reduction in productivity
costs.

Results: Implementation of eLil12 resulted in a positive
NMB between DKK14-64 million/year and a reduction
of DKK19-194 million/year in productivity costs due to
bipolar disorders based on an improvement between 1-
10%. In the scenario with 15% improvement, this
increased to DKKO98 and DKK291 million/year,
respectively. Implementation of eLil2 resulted in a
Quality Adjusted Life Years (QALY) gain for patients
in all scenarios.

Conclusions: A new method to estimate 12-hour lithium
levels, termed eLil2, is reliable and national
implementation may result in substantial savings in the
healthcare sector and reduced productivity costs.
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Abstract: Background: Personality traits are assumed to
play an important role for Functional Somatic Disorders
(FSD), but existing reviews use  narrow
operationalizations of FSD, incongruent personality
measures, and have several methodological limitations.

Objectives: The aim of the current study is to conduct a
systematic review and meta-analysis of the association
between Five-factor model (FFM) personality traits and
FSD.

Methods: Data were drawn from systematic searches in
PsyclInfo, PubMed and Embase. Studies had to include
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eligible FSD group(s), eligible control group(s) and
assess FFM traits. Results were analyzed using random-
effects models, and heterogeneity explored using sub-
group analyses.

Results: A total of k=6692 records were screened, and
k=52 included. Analyses showed that compared to
healthy/unspecified controls, FSD cases were higher on
neuroticism (k=46, g= .72) and lower on extraversion
(k=31, g= -.41) and agreeableness (k=15, g= -.22).
Compared to somatically ill controls, FSD cases were
higher on neuroticism (k=9, g= 0.26) and agreeableness
(k=4, g=.43), but did not differ on extraversion (k=6, g=
-.17). No differences were found for conscientiousness
and openness. Significant heterogeneity was observed
for most comparisons, and was only moderated by the
method used to define FSD. Only 3 studies included
psychiatric ~ controls. These studies examined
associations for neuroticism but heterogeneity was too
high to draw conclusions.

Conclusion: Significant differences on neuroticism,
agreeableness, and extraversion were found when
comparing FSD cases with healthy/unspecified and
somatic controls. This review illustrates the need for
more knowledge the causal role and clinical impact of
FFM traits for FSD.
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Abstract: Substance Use Disorders (SUDs) exhibit
consistent MRI changes in gray and white matter, along
with marked alterations in DNA methylation, possibly
linked to addiction severity and early life stress. Current
research often uses limited techniques and data
extraction methods. Determining the roles of DNA
methylation and neural markers, whether as predictors,
moderators, or mediators, is crucial for advancing
research. The Neuroimaging Epigenetics approach aims
to bridge these gaps by exploring epigenetic markers'
relationship with in vivo brain activity and their
potential to predict behavioral tendencies. Unraveling
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the developmental routes to addiction via neuroimaging
and epigenetic findings is essential to develop
hypothesis[1]driven inquiries and illuminate future
research directions. We aim to create models (Signature
and Mechanism Model) using the Neuroimaging
Epigenetics approach by connecting blood DNA
methylation to specific brain regions and clinical aspects
of SUD. Our investigation will analyze these outcomes
from dimensional and categorical perspectives to enable
tailored risk assessment and informed interventions. We
hypothesize that certain methylation sites are intricately
linked with specific neural networks in our SUD
participants, influencing functional and structural
aspects. We suggest that susceptibility to SUD arises
from epigenetic variations and neural changes during
youth, with adult influences accentuating these
vulnerabilities. The first step will be based on the
Coccaine Study (Figure 1A), a unique longitudinal
biopsychosocial study of Brazilian adults with Cocaine
Use Disorder (CUD) to investigate neurobiological
changes in CUD over time with an ongoing second
wave. The second step will be based on the Brazilian
High-Risk Cohort Study (BHRC) (Figure 1B). BHRC is
a rich longitudinal biopsychosocial dataset of school-
age children (now adults) from Brazil that aims to
investigate trajectories of psychopathology and
neurodevelopment. BHRC has three waves of data
collection. BHRC and Coccaine performed a
comprehensive cognitive, clinical, and environmental
assessment. Moreover, Magnetic Resonance Imaging
(MRI) and blood samples were collected in all sessions.
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Abstract: Purpose: Childhood vulnerabilities and early
familial adversity might contribute to the development
of Functional somatic symptoms in youth. Physiological
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regulatory problems, including problems in the area of
sleeping, feeding, and tactile reactivity, have been
associated with impairing FSS at the preschool age. We
aimed to extend findings by examining not only the
association of physiological regulatory problems, but
also emotion dysregulation and contact problems in
infancy with FSS in pre- and late adolescence.
Methods: Standardized behavioral assessments in
infancy and self-report questionnaire data in
adolescence from assessment waves at 0-1, 11-12 and
16-17 years of the population-based Copenhagen Child
Cohort (CCC2000) were linked with Danish register
data on maternal postpartum psychiatric illness and
family adversity as covariates. Multiple regression
analyses were performed to examine the association
between infancy factors and FSS in pre- and late
adolescence.

Results:  Only infancy physiological regulatory
problems were significantly  associated  with
preadolescent FSS (b = 0.38, 95% CI [0.14, 0.62]) also
when accounting for maternal postpartum psychiatric
illness and family adversity. This association was
attenuated and became non-significant for late
adolescent FSS.

Conclusion: Infancy physiological regulatory problems
may represent early signs of a dysregulated stress
system, and might play an important role in the etiology
of FSS from an early age. Implications for early FSS
prevention could include testing parent-mediated
interventions to promote infants' regulation of sleep,
feeding and tactile reactivity.
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Abstract  Background: Long-term data om
neurodevelopmental outcomes following neonatal,
invasive Group B Streptococcus disease (iGBS) is
sparse. We aimed to examine the association between
infant iIGBS (sepsis or meningitis) and the risk of
psychiatric disorders (PDs) until adolescents.

Methods: We conducted a population-based cohort
study using health care data from 1997 through 2018 in
Denmark. Exposed children had hospital-diagnosed
iGBS during the first 89 days of their life. A general
population comparison cohort was randomly sampled
and matched 10:1 to the exposed cohort by sex, year of
birth and gestational age.

PDs were defined by the International Classification of
Diseases, Tenth Revision codes (ICD-10-codes).
Cumulative risk (CR) of PD was calculated by treating
death as a competing event. Cox proportional hazards
regression was used to compute hazard ratios (HRs) and
the associated 95% confidence intervals (CIs).

Results: The CR of PDs after 18 years of follow-up from
index date was 20.4% (95% CI 17.6 — 23.4) for the iGBS
cohort compared to 15.4% (95% CI 14.6 — 16.2) in the
comparison cohort. 13% of the exposed children had
more than one PD registered after 18 years of follow up.
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iGBS disease was associated with increased risk of
nervous and stress-related disorders (HR 1.75 (95% ClI
1.37-2.24)), intellectual disabilities (HR 1.54 (95% ClI
0.98-2.42), mental developmental disorders (HR 1.31
(95% CI 1.02-1.71)) and behavioral and emotional
disorders (HR 1.46 (95% CI 1.18 — 1.81)). Premature
born children affected by iGBS had an IR of 14.97 PY
(10.56-19.02) compared to 10.59 PY (95% CI 9.46-
11.72) for the comparison cohort members born
premature after 18 years of follow-up. The HR was 1.40
(95% CI 1.03-1.90). The risk of PD between mothers
with a low educational level and mothers with a high
educational level was nearly 25%.

Conclusion: Invasive Group B Streptococcus disease is
associated with a long-term increased risk of mental
health disorders in later childhood. Premature birth, and
low maternal education modified the association.
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Abstract: The landscape around cannabis use is
dramatically changing, shifting the clinical interest
towards substance abuse during pregnancy and the long
term effects on the offspring. A9-tetrahydrocannabinol
(THC) and cannabidiol (CBD) can cross the placental
barrier and influence the long-term molecular and
behavioral outcome of the offspring, in a sex-dependent
manner. Only a limited number of studies utilizing
animal models have evaluated prenatal A9-THC
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exposure and offspring adverse outcomes, with most of
them focusing on males. Most importantly, the vast
majority of data available is over 30 years old. Despite
notable activity in recent years attempting to address the
mechanisms underlying the effects that reach
adolescence, the gap in our knowledge is still evident.
Here, we aim to understand the cellular, molecular and
phenotypic outcomes of THC and CBD exposure during
pregnancy employing a translational science approach
using animal and brain organoids models. We will
implement a whole genome single cell-approach to
explore epigenetic modifications within neurons in the
PFC and Hippocampus in both models. The results of
this study will shed light on the epigenetic pathways
implicated in cannabis consumption during pregnancy
and the protracted offspring neurodevelopmental
outcomes, revealing new targets for the development of
personalized therapies. The extent of the phenotypic and
molecular profile differentiation between male and
females will also be explored offering a better
understanding of the relevant sex-dependent
neurobiological pathways.
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