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A Psychological First Aid (PFA)-Based Intervention for Children Released from
War Captivity: Results of a Mixed-Methods Study

Silvana Fennig MD, Maayan Shorer PhD, Maya Fennig PhD, Avigal Snir PhD

Schneider Children's Medical Center of Israel, Petah Tiqwa, Israel

Objectives: Interventions directed to mitigate acute distress and enhance resilience in
children released from war-captivity are sparse or non-existing. The vast majority of the
literature on war captivity has focused on adult soldiers, while the unique circumstances

of children in war captivity have been rarely studied. Given the paucity of prior research,

this mixed method study, presents the results of an implementation analysis that explores a
Psychological First Aid (PFA)-based intervention directed towards immediate distress reduction
and facilitating adaptive coping and functioning in children and adolescents (aged 3-18 years)
in the immediate aftermath of release from war captivity. Drawing on experiential insights from
providers and a fidelity questionnaire, we evaluate the feasibility and acceptability of the crisis
intervention and explore its potential in supporting the diverse immediate needs of children
exposed to captivity trauma.
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Methods: Drawing on a mixed method evaluation design, a subset of providers (n=40)-social
workers, psychologists, psychiatrists, nurses, and paediatricians—who delivered the PFA-based
intervention completed post-intervention qualitative interviews and a quantitative self-report
measure. The interview explored providers' perceptions of the intervention implementation and
its impact on children’s mental health while the questionnaire focused providers fidelity to the
intervention protocol.

Results: Results show that the principles and techniques of the PFA-based intervention

for children released from war captivity met basic standards of care . Qualitative findings
emphasize provider's perception of PFA as valuable, seen as a time-sensitive, supportive, and
practical approach as well as linked to enhanced feelings of safety and connectedness.
Conclusion: The PFA model for children release from captivity is feasible, acceptable, meets
standards of care and can be easily replicated. On the basis of our findings we propose
practice parameters and guidelines for early intervention for children released from hostage.
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B5 - Biomarkers in Psychiatry - Return of the Jedi

Co-Chairs:

Prof. Yoav Kohn, MD, MHA, Jerusalem Mental Health Center, Eitanim Psychiatric
Hospital

Dr. Tanya Goltser- Dubner, Ph.D., Department of Psychiatry, Hadassah University
Hospital

1. Biomarkers in psychiatry - past disappointments and future hopes
Yoav Kohn, MD, MHA

Jerusalem Mental Health Center, Eitanim Psychiatric Hospital

Hebrew University-Hadassah School of Medicine

The introduction of effective psychotropic drugs in the 1950's established the biological basis
of psychiatric disorders. Soon after began the search for biomarkers for these disorders. This

is obviously warranted as biomarkers can serve both for early and accurate diagnosis, and for
improvement of treatment. The elucidation of the putative mechanisms of medications used

in psychiatry first led researchers to study levels of neurotransmitters and their metabolites,

as well second messengers, in blood and CSF. As results were inconclusive, researchers
turned to endophenotyes, such as smooth pursuit eye movement (SPEM) and sensory gating
defects (P150) in schizophrenia. Pharmacological challenges were proposed (dexamethasone
suppression tests in depression), as well as imaging studies in various disorders. Still, none

of these biomarkers proved to be sensitive and specific enough for diagnosis and treatment
purposes. The promise of genetic testing in psychiatry has also not proved its efficacy yet.
Seventy years after the beginning of the search for biomarkers in psychiatry, diagnosis is still
based on subjective measures, and treatment on trial and error. Nevertheless, researchers are
turning to new avenues and some intriguing findings raise new hopes for identification of valid
biomarkers in psychiatry. In this symposium we present such findings from Israel: Yuval Dor et
al, show evidence that cell free DNA can be a biomarker for psychosis. Tanya Goltser-Dubner et
al, present their findings on Immune cell biomarkers for PTSD, and Amit Lotan et al, on iron as a
biomarker for severe forms of schizophrenia.
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2. Epigenetic liquid biopsy for psychosis

Shmuel Hart', Asael Lubotzky!, Ilana Pelov?, Ruth Shemer’, Alex Teitelbaum?, Yoav Kohn?,
Yuval Dor*

'The Hebrew University of Jerusalem and 2The Jerusalem Mental Health Center

Schizophrenia is a common, severe, and debilitating psychiatric disorder. Despite extensive
research there is as yet no biological marker that can aid in its diagnosis and course prediction.
This precludes early detection and intervention. Imaging studies suggest brain volume loss
around the onset and over the first few years of schizophrenia, and apoptosis has been
proposed as the underlying mechanism. Cell-free DNA (cfDNA) fragments are released into the
bloodstream following cell death. Tissue-specific methylation patterns allow the identification
of the tissue origins of cfDNA. We developed a cocktail of brain-specific DNA methylation
markers, and used it to assess the presence of brain-derived cfDNA in the plasma of patients
with a first psychotic episode. In a first cohort of patients, we detected a significant elevation

of brain-derived cfDNA in the plasma of patients during their first psychotic episode (n=29),
compared with healthy controls (n=31). Increased cfDNA levels were not correlated with
psychotropic medications use. In addition, we observed a general increase in the concentration
of cfDNA in patients, likely reflecting an inflammatory process. Potential interpretations of these
findings include increased brain cell death, disruption of the blood-brain barrier, or a defect

in clearance of material from dying brain cells. We are currently performing experiments on

a second, larger cohort of patients, to extend and validate these findings. Brain-specific cfDNA
methylation markers can potentially assist early detection and monitoring of schizophrenia and
thus allow early intervention and adequate therapy.

3. Immune cell biomarkers for Posttraumatic stress disorder

Tanya Goltser-Dubner*?, Amit Shalev?, Fortu Benarroch? Laura Canetti®, Maayan Yogev',
Carmel Kalla', Ranin Masarwa?, Josef Martin?, Dalya Pevzner’, Osnat 0z!, Chen Saloner’,
Reaan Amer’, Michal Lavon', Amit Lotan’, Esti Galili-Weisstub?, Ronen Segman*?

'Molecular Psychiatry Laboratory, Department of Psychiatry, Hadassah Medical Organization and
Faculty of Medicine, Hebrew University of Jerusalem, Israel

"The Herman-Danna Division of Pediatric Psychiatry, Department of Psychiatry, Hadassah
Medical Organization and Faculty of Medicine, Hebrew University of Jerusalem, Israel
‘Department of Psychology, Hebrew University of Jerusalem, Israel
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Life threatening trauma and the development of PTSD, may each associate with transcriptional
perturbation of immune cell glucocorticoid reactivity, yet their separable longer term
contributions are less clear. We were first to demonstrate genome scale transcriptional
perturbation in blood mononuclear cells harbors a specific signature that accompanies the
development of PTSD among trauma survivors. More recently, we were able to demonstrate
altered expression levels of genes encoding the glucocorticoid receptor and its co-chaperons
in immune cells at rest predict blunted cortisol response as well as altered cognitive and
emotional reactivity to simulated combat among parachute trainees exposed to trauma

in childhood. We further found that altered expression levels among adult survivors of a
suicide bombing terror attacks during childhood were associated with the development of
subsequent PTSD beyond trauma exposure. Our data suggest long-term perturbations in

the expression of immune cell glucocorticoid response transcripts persist into adulthood,
denoting chronic dysrequlation of immune stress reactivity. Beyond their obvious potential role
as PTSD susceptibility biomarkers, targeting peripheral immune cell glucocorticoid reactivity
abnormalities aimed at reducing pro-inflammatory sequel based upon specific transcriptional
alterations, may plausibly help inform individually tailored future preventive intervention efforts,
employing selective glucocorticoid receptor modulators based on individual patient profiling,
refining current strategies that employ non-selective administration of a general synthetic
cortisol analogue for PTSD prevention and treatment.

4. Brainiron dyshomeostasis as a novel biomarker in schizophrenia
Avigail Zucker, Sandra Luza?, Carlos M. Opazo® Ashley 1. Bush? Gilly Wolf', Yarden Brock’,
Jonathan Gurevitz!, Ravid Granov!, Shlomi Rachmani', Amit Lotan'

'Department of Psychiatry and the Biological Psychiatry Laboratory, Hadassah-Hebrew
University Medical Center, Jerusalem, Israel

’Melbourne Neuropsychiatry Centre, Department of Psychiatry, The University of
Melbourne & Melbourne Health, Carlton, VIC, Australia

Despite decades-long research, major culprits driving prefrontal deficits in individuals with

schizophrenia remain elusive. Focusing on iron biology, we show that compared to matched
controls, prefrontal tissue from schizophrenia cases was characterised by elevated iron,
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diminished ferritin, and most notably, an elevated iron-to-ferritin ratio. Using a prediction
model based on iron and ferritin, our data are consistent with a potential pathophysiologic
link between perturbed cortical iron biology and schizophrenia. As a prognostic biomarker,
imaging cortical iron in-vivo could shed light on a potential relationship between iron, clinical
course and treatment response, as was recently reported with early psychosis glutathione
imaging. Therapeutically, deferiprone, a BBB-permeating iron chelator traditionally used to
treat peripheral iron overload, has been investigated for the treatment of aceruloplasminemia,
pantothenate kinase-associated neurodegeneration, Friedreich’s ataxia, and PD, with
preliminary evidence indicating that removal of excess iron from disease-implicated brain
regions is accompanied by slowing of disease progression. Taken together, our findings could
provide a rationale for testing iron-modifying interventions, such as deferiprone, with the aim to
restore healthy cortical iron biology and improve cortical function in schizophrenia.
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1. Long-term exposure to anti-psychotic medications and incident breast
cancer in women with and without schizophrenia: a population-based cohort
study

Sharon Taub PhD, Geha Mental Health Center, Petah-Tikva, Israel.

The presentation addresses a critical issue in psychiatric care. The study, conducted in Israel,
examines the potential link between long-term exposure to antipsychotic medications and the
risk of breast cancer in women, with a focus on those diagnosed with schizophrenia.

The study utilized a longitudinal, nested case-control cohort design, drawing data from

a population-based database of over 4.8 million individuals. Women aged 40 and above
diagnosed with schizophrenia or other psychiatric disorders were included in the analysis.
Controls were randomly selected and matched for age and socio-economic status.

Results revealed a significant association between antipsychotic exposure and breast cancer
risk. Women with schizophrenia who were exposed to any antipsychotic medication exhibited
an increased risk of breast cancer compared to those not exposed. Furthermore, exposure

to prolactin-elevating antipsychotics was specifically associated with a higher risk of breast
cancer, with a dose-response relationship observed.

Notably, the study also found an increased risk of breast cancer in women without
schizophrenia who were prescribed antipsychotic medications for other psychiatric diagnoses.
This suggests that the observed association may extend beyond schizophrenia to other
psychiatric conditions.

The findings underscore the importance of considering the potential risks associated with
long-term antipsychotic use, particularly in women aged 40 and above. Clinicians should

be vigilant in monitoring breast health in this population and consider alternative treatment
options, especially for individuals at higher risk.

Overall, the study contributes valuable insights into the complex interplay between psychiatric
medication use and physical health outcomes, highlighting the need for further research and
informed clinical practice in this area.
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3. Drug development in schizophrenia: Past, present and future
Prof. Mark Weiser MD, Chairman- Division of Psychiatry, Sheba Medical Center. Associate
Director of Treatment Trials, Stanley Medical Research Institute.

In recent times, a renaissance in drug development for schizophrenia has emerged, marked
by significant advancements. The forefront contender, "KarXT," a combination of trospium and
xanomeline—a cholinergic antagonist and M1/M& preferring agonist, respectively—is currently
under FDA consideration for approval, anticipated in September 2024. Demonstrating efficacy
in addressing both positive and negative symptoms of schizophrenia, this novel compound
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represents a transformative breakthrough in the field.

Notably, "Craval," a company recently acquired by "AbbVie," is actively engaged in developing a
cholinergic agonist for schizophrenia treatment. Concurrently, "Sumitomo” is pioneering a Taarl
inhibitor aimed at the treatment of schizophrenia. Moreover, "Acadia” is currently developing
"Pimavanserin” a serotonergic antagonist is undergoing testing specifically for negative
symptoms, with anticipated results in 2024. "Merck” is contributing to this renaissance with the
development of a PDE10A antagonist, with results expected by the summer.

This talk explores new directions in schizophrenia research, highlighting exciting
pharmaceutical developments. These compounds, in various stages of development, signify a
collective effort to reshape treatments and improve outcomes in managing schizophrenia.
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L. GPT Versus Resident Physicians: A Benchmark Based on Official Board Scores
fINIDN7 Y'TNDD VD TNIN 1T, JNWiT 17 W93 NINNIT TN 1) "7

Artificial intelligence (Al) represents a burgeoning technological advancement with
considerable promise for influencing the field of medicine. As a preliminary step toward
integrating Al into medical practice, it is imperative to ascertain whether the model's
performance is comparable to that of physicians. In this presentation, we will present a
nationwide comparison of the performance by a large language model (LLM) versus that of

a large cohort of resident physicians. The cohort includes all residents who took the medical
specialist license examination in Israel in 2022, spanning core medical disciplines: psychiatry,
internal medicine, general surgery, pediatrics, and obstetrics and gynecology (0B/GYN)We
evaluated the performance of GPT models on the 2022 Israeli board residency examinations
and compared the results with those of 849 practicing physicians. To compare GPT and
physician performance, we computed the model's percentiles among physicians for each
examination. We accounted for model stochasticity by applying the model to each examination
120 times to investigate its variance. We also represented the performance of the model using
different parameter values as the standard. The presentation aims to highlight the comparative
performance of GPT models and medical professionals, underscoring the models' potential
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to match or surpass physicians.The study’s findings encourage the medical community to
consider the broad applications of LLM technology, suggesting a point is nearing where Al
could serve as an assistance tool in clinical practice. The advancement from GPT-35 to GPT-4
illustrates a pivotal moment in Al's journey toward integration into healthcare
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D6 - The association between ADHD and genetic-driven inflammatory disorders
Israeli Association of ADHD- ISAD

Chair: Professor A Weizman, Co-chair: Professor I. Manor

ADHD is known to be associated with various medical disorders. The immune system is
intricately involved in the development of the CNS. As such, misfunctions of the immune
system are associated with neurodevelopmental (NDD) and psychiatric disorders. The known
genetic contributors to ADHD are pleiotropic, and in recent years, their essential involvement
in immune functioning has become more evident. This symposium discusses the association
between ADHD and various aspects of inflammatory/immune disorders, well-defined genetic
inflammatory disorders, and the symptom of fever as a signal of inflammation at a young age
and its possible meaning.

Two sessions will discuss two common genetic inflammations that are common in the
Mediterranean: The association of ADHD with glucose 6-phosphate dehydrogenase (G6PD)
deficiency will be presented by Professor Iris Manor, and the association between ADHD and
Ms. Shani Medvejer will present Familial Mediterranean Fever(FMF). Dr. Eugene Merzon will
present his study about the association between fever in young children (<4 years) and a
subsequent diagnosis of ADHD. In the last session that concludes the symposium, Professor
Abraham Weizman will hold a discussion. It will include a short summation of the recent
findings in this field and open the subject of debate.

1. Febrile Repeated Episodes During Early Childhood Are Associated with
Increased Rates of Attention Deficit/Hyperactivity Disorder

Eugene Merzon, MD. Lehumit Health Services, Tel-Aviv, Israel. Adelson School of Medicine,
Ariel University, Ariel, Israel

Objective: We examined the association between the number, magnitude, and frequency of
febrile episodes during the 0-4 years of life and subsequent diagnosis of ADHD.

Methods: This population-based case-control study in an Israeli HMO, Leumit Health Services
(LHS), uses a database for all LHS members aged 5-18 between 1/1/2002 and 1/30/2022. The
number and magnitude of measured fever episodes during the 0-4 years were recorded in
individuals with ADHD (N=18,558) and individually matched non-ADHD controls in a 1:2 ratio
(N=37116).
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Results: A significant, independent association was found between the number and
magnitude of febrile episodes during the 0-4 years and the probability of a later diagnosis of
ADHD. Children who never had a measured temperature >37.5°C had a significantly lower rate of
ADHD (OR=.83495% CI 0.802-0.866,p<.0001).

Conclusions: Febrile episodes during 0-4 years are associated with a significantly increased
rate of a later diagnosis of ADHD in a dose-response relationship.

2. ABidirectional Association Between Attention Deficit/Hyperactivity Disorder
and Familial Mediterranean Fever.

Shani Medvejer, MD student, Tel Aviv University, Israel

Objective: There is growing evidence of involvement of inflammatory mechanisms in ADHD.
Previous studies found significantly higher rates of ADHD among children with FMF. The present
study examined the rate of exposure to FMF in children with a later (within a 5-year period)
diagnosis of ADHD compared to non-ADHD children.

Methods: A population-based case-control study of all children (<18 years) registered in Leumit
Health Services during 01.01.2006-06.30.2021. All cases met ICD-9/10 criteria for ADHD. They
were matched by age, sex, and socioeconomic status on a 1.2 rate to randomly selected non-
ADHD controls.

Results: Fifty-six (0.30%) children with ADHD (N=18,756) were previously diagnosed with FMF
compared to 65 of 37512 controls (0.17%). There was a significant, independent association
between a preceding FMF diagnosis and a later ADHD diagnosis [0R=1.72(95%Cl 118-2.51);
p=0.003].

Conclusions: The mechanisms underlying the association w between FMF and later ADHD
diagnosis merit further elucidation.

3. The association between G6PD deficiency and attention-deficit/hyperactivity
disorder

Iris Manor, MD. ADHD Unit, Geha Mental Health Center, Petah Tikva, Israel. Department of
Psychiatry, Faculty of Medicine, Tel Aviv University, Tel Aviv, Israel.
Background: Glucose-6-phosphate dehydrogenase (G6PD) deficiency is the most common
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enzymopathy of humans, impacting 49% of the population, with higher rates among
Mediterranean populations. G6PD deficiency (66PDD) is crucial to several metabolic pathways,
each with a possible role in the etiology of ADHD.

Methods: The study was a population-based, case-controlled study using electronic health
records (EHRs) of Leumit Health Services (LHS), a health maintenance organization (HMO) in
Israel. The study group comprised individuals with G6PDd (n=7473) strictly matching the control
group, which was non-G6PDd and randomly selected by an algorithm in a 1:4 ratio (N = 29892).
Matching included age, sex, and Socioeconomic Status (SES). The diagnosis was established
according to the Diagnostic and Statistical Manual (DSM-4 or 5, depending on the diagnosis'
year) criteria. Clinical descriptors, Fisher's Exact Tests for categorical variables, and Mann-
Whitney U tests for continuous variables were computed using R statistical software, version
404

Results: All the sociodemographic data were exact (p=1.00). The average follow-up time was
14.3 + 6.2 years. G6PDD conferred a significant 16% greater risk of having a diagnosis of adult
ADHD (OR =116 [95% CI, 1.08-1.25], p<0.001). Use of stimulants among the G6PDD subjects for
ADHD was 17-fold for methylphenidate class drugs (OR=1.17 [95% Cl, 1.08, 1.27] p<0.001), and 16-
fold for amphetamines (OR= 116 [95% CI, 1.03,1.37], p=0.047).

Conclusion: Adults with G6PD deficiency were significantly more likely to be diagnosed with and
treated for ADHD. Further research is required.

4. The Immune and the Inflammatory Pathways Associated with ADHD:
A discussion

Abraham Weizman, MD Department of Psychiatry, Faculty of Medicine, Tel Aviv University,
Tel Aviv, Israel

The role of inflammatory and immune pathways has reemerged as a "hot topic” in the
pathogenesis of attention-deficit/hyperactivity disorder (ADHD). While researchers separate
these immune-inflammatory mechanisms conceptually, in clinical reality, they are complex
systems that intertwine and communicate with each other in a multi-directional complex

of mechanisms. This symposium presents some of these associations and overviews these
immune-inflammatory pathways while touching on their complex communication.
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The Stress-Brain Connection: Implications for Psychiatric Disorders

Chair: Prof. Ravid Doron and Dr. Alon Shamir

As stress-vulnerability theory suggests, the cascade of biological-psychological events
triggered by intense stress plays a pivotal role in the onset of full-blown mental disorders.
Post-traumatic stress disorder is a typical example of how psychological trauma can lead to
such an onset. However, it has become increasingly evident that all psychiatric conditions can
be affected by stress experience. For instance, an increased emotional reaction to stressful life
events is associated with a higher risk of developing psychosis.

Dr. Alon Shamir will report on a novel way to measure stress quickly, non-invasively, and
accurately. He will show the temporal shift of volatile organic compounds (VOC) patterns before,
during, and after stress induction and discuss the potential of VOCS as a non-invasive real-time
stress prediction for mental health.

Prof. Ravid Doron will discuss the biological mechanism and the anxiolytic and antidepressant
efficacy of Crataequs pinnatifida as a novel natural treatment for anxiety and depression.

Dr. Michal Taler will share her findings on the relationship between 22q11.2DS, oxidative
stress, and schizophrenia. She will provide evidence for the dysregulation of oxidative stress
mechanisms and suggest that it may contribute to the increased prevalence of psychotic
disorders in the 22q11.2DS phenotype.

Dr. Inbal Reuveni will discuss how trauma events may affect functional brain networks and
whether it is related to increased risk for depressive and anxiety symptoms in women's
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Shifting the Responsibility: Implementation of a Comprehensive Trauma- .4
informed Screening for Children Seeking Treatment in an Outpatient Psychiatric
Public Health Setting
MIWi 7N, NT'W W11 DIT7'7 DNUND'DD NN |"0JID 17 1T 710Y) T :10¥0
Naama de la Fontaine'?, Shlomit Tsafrir,** Michal Taler', Noa Rubin’, Maya Lifshitz' & Doron
Gothelf*®
'Sheba Medical Genter, The Edmond and Lily Safra Children’s Hospital
Nale University Child Study Center
%Tel Aviv University
Childhood trauma repeatedly goes unnoticed. However, given traumatized children's’
externalized behavioral difficulties, they are habitually misdiagnosed. As a direct result, children
are referred to inappropriate and ineffective treatments which hinder their recovery. Likewise,
social, familial and parental risk factors, shown to be associated with the maintenance and
exacerbation of PTSD in children, also go unnoticed. Trauma-informed care recognizes the
importance of preventing the negative sequalae linked to traumatic exposure by placing the
responsibility for early identification of childhood exposure to violence on the various systems
responsible for their ongoing care and wellbeing. As such, the Child and Adolescent Psychiatric
Division at the Sheba Medical Center, has implemented a wide-spread, ecologically informed
and trauma-focused screening procedure. The screening, to be administered to all referred
children (n=800 annually), is implemented in a stepwise manner. Validated measures, pertinent
to social, parental and individual risk factors include the Psychosocial Assessment Tool (PAT),
the Posttraumatic Symptom Scale- (PSS-5), and the The Child PTSD Symptom Scale (CPSS),
respectively. Additionally, a trauma-focused adaptation of the Family Accommodation Scale -
Anxiety (FASA) captures problematic parental responses to children's exposure to trauma. The
current presentation will offer a) a review of this well-rounded, trauma-informed evaluation
process, b) initial findings from a sample of self-referred patients (n=60) and, ¢) future steps
towards early identification and prevention utilizing evidence-based screening within public
health.
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Prolonged Exposure Therapy (PE): State of the Science

Edna B. Foa

Professor of Psychiatry
University of Pennsylvania

Abstract

Prolonged exposure therapy (PE) is a well-established first line treatment for PTSD that is based
on emotional processing theory. PE has been rigorously evaluated and tested in a large number
of clinical trials covering a wide range of trauma populations. In this lecture, | will begin with

a brief description of the PTSD symptomatology followed by a presentation of emotional
processing theory. I will then present evidence supporting the efficacy of PE on PTSD and on
its most common comorbid conditions. There are now several trials testing PE in novel formats
that may have advantages over standard in - person PE, such as lower dropout and greater
scalability. I will present this more recent work on new models of delivering PE, including
60-sessions, massed treatment, telehealth, and brief adaptations for primary care, all of which
have potential to increase access to PE among underserved individuals. Finally, | will discuss
the dissemination of PE across countries.
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How effective is maintenance treatment with antipsychotics, or who has poor
insight, my patient suffering from schizophrenia or myself?

Prof. Michael Davidson

The target population and the duration of antipsychotic maintenance treatment in
schizophrenia continues to be a matter of debate between all patients will eventually
experience symptoms relapse/exacerbations if not treated (Gitlin et al, 2001), to drug free
patients have a better prognosis than patients on maintenance therapy (Harrow et al,

2012; Wunderink et al, 2013). The debate is fuel on one hand by metanalysis of RCT which
unequivocally indicate that patients assigned to active drug are less likely to relapse/
exacerbation than patients assigned to placebo (Leucht et al, 2012) and on the other hand, by
methodologic criticism of the same RCT. The criticisms assert that the trials are too short to
infer about a life-long chronic disease, have a too small effect size, are biased by functional
drug/placebo unmasking, patients participating in RCT might not be representative of patients
seen in clinical practice and that the rate of relapse/exacerbation on placebo is artificially
increased by abrupt rather than slow antipsychotic discontinuation before switching to placebo
(Horowitz et al, 2022).

Regardless of the debate, in real life, less than 40% of the patients adhere to maintenance
treatment as prescribed. It is assumed that because flawed judgment associated with the
schizophrenic illness, patients tend to deny or downplay the existence and consequences of
the illness as well as to misjudge the benefits/risk assessment of antipsychotic maintenance
treatment.

For both psychiatrists and patients improving quality of life is the ultimate aim of treatment.
However, it is possible that rather than poor patients' insight the different attitudes of patients
and prescribing psychiatrists towards antipsychotic maintenance medication derives from
the different point of view from which each side assesses the benefit/risk. (Agid et al,, 2015;
Krzyzanowski et al, 2021).

Biases in risk assessment such as availability of an event in recent memory, tendency to
personalize and be influenced by anecdotes, overweighting rare but impactful events

and underweighting frequent events of low impact is normative human behaviour of

which prescribing psychiatrists are not immune. Even the most emphatic prescribing
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psychiatrists would not feel accountable for the common but unavoidable adverse effects

of the antipsychotic drugs while if medication discontinuation is followed by a violent act or
hospitalization, the psychiatrist might feel accountable for her/his “mistake”.

Patients on the other hand, who are experts by experience, might consider different
components in the benefit/risk assessment and attribute different weights to each risk/
event. The most common risk related to medication discontinuation is hospitalization. For
some patients, hospitalization constitutes disruption of normal life, yet, for others, occasional
hospitalization is processed as part of one's life routine and delaying it by few months is not
necessarily worth the adverse effects of medication (Agid et al, 2015; Krzyzanowski et al, 2021;
Roe et al, 2021).

For the overwhelming majority of patients the common adverse effects such as akathisia,
stiffness, sedation, sexual disfunction, weight gain, avolition/anhedonia, are a certainty rather
than a risk and, in addition to the subjective distress, these adverse effects might be as
disruptive to patient social and vocational life as hospitalization. Therefore, with full insight
some patients might prefer the risk of earlier hospitalization rather than the certainty of adverse
effects.

This presentation is in no way an attempt to minimize the role of antipsychotic medication
maintenance treatment in schizophrenia or to claim that poor judgment and lack of insight
is not commune in patients suffering from schizophrenia. Rather it is an attempt to raise
awareness that for some of the patients the decisions to reduce or discontinue medication -
whether right or wrong-, might be a rational decision, and that insight is a two-way road.
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