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Foreword

Dedicated to the memory of Torstein and Stig.

A pivotal life event for me was the loss of my good friend Torstein to suicide
when | was 19 years old. After this, | decided | wanted to become a
psychiatrist. Further, this motivated me to want to do research on suicide. |
know several close friends who have lost their next of kin in suicide, and |
also personally knew several of these victims. | have to especially mention
Stig, whose death made an indelible impression on me, as it taught me how
incomprehensible a suicide can appear, and how difficult it was to predict
that this might happen.

| have further lost patients at work and been involved in the peer support
group at the hospital for clinicians who lose their patients to suicide. To be
bereaved by suicide, but also as a clinician, can be one of the hardest things
to experience, and leaves an emotional mark which may last for life.

| have gained knowledge from private conversations with friends and
acquaintances who have died by suicide, and with those left behind whom in
turn have had their own stories to tell. This opened me up to a greater
understanding of motives which may form the basis of a suicidal decision.
These personal experiences thus formed a part of my pre-existing knowledge
base, but also influenced my interpretation and understanding of the
findings in Paper 1. The same experiences also drove the development of
further research questions. Few of the dead spoke explicitly of suicide ahead
of their death, but most of them were severely mental ill or under severe
pressure in life in general. Many of them were afraid of dying in the time
before they actually died. We cannot always rationally understand what
people may experience when they are irrational and in crisis or in a
desperate state. | believe and hope that these thesis findings can be of
comfort to those left behind by suicides which may have seemed completely
incomprehensible and impulsive, maybe even accidental.

| would like to mention the critics, which sharpened my writing. Six rejections
for my first paper, most of them from mainly quantitative journals, whom
still gave good feedback on the paper draft and chiselled out my



understanding of what sort of knowledge qualitative findings can inform, and
what might better be measured quantitatively...

| want to especially mention Ulrik Malt, the then leader of the Norwegian
psychiatric association, and his comment after my presentation at a
Norwegian congress in psychiatry of the findings of this thesis: “This is old
knowledge, written in teaching texts in the 1800-1900s.” His statement
made me think thoroughly about what research is, and about the validity of
my findings.

Research in many ways is a form of innovation within a field, and a potential
driver for progress within that field. The term “inventio” comes from classical
rhetoric and Plato and means “to find new in that which already exists”. |
have in other words sought and found connections which already existed,
but which were yet unexplored or not yet uncovered by scientific methods. It
is thus not a goal to always find results which seem completely contrary to
clinical experience and knowledge. A lot of knowledge about psychotic
depression exists both in clinicians and in teaching texts. But we need more
aggregated data to be made available, including to scientific search engines.
Clinical phenomena are discovered anew by each generation, and by each
clinician travelling through their career. | would therefore humbly concede
that the findings of this PhD dissertation may seem trivial or self-evident to
the experienced clinician.

In clinical practice, many wish to have an experienced clinician, both as their
supervisor or to be in charge of their mental health care. In reality, however,
many clinicians are inexperienced - coming straight into practice from their
studies. My goal is to convey knowledge so that it does not have to be
acquired so expensively by each one of them, e.g., by losing a psychotic,
depressed patient to suicide.

We have none to lose. And if this PhD dissertation builds knowledge to
prevent even one or a few suicides, the 11 years of hard work and struggle
have not been in vain.



Acknowledgements

This project involves a research collaboration between the following
research networks: The TIPS regional network for clinical psychosis by co-
supervisor and Pl Jan Olav Johannessen (MD, PhD), Wenche ten Velden
Hegelstad PhD and Liss Ggril Anda PhD; Clinic of adult psychiatry at
Stavanger University Hospital by main supervisor Helle Schgyen, MD PhD and
co-supervisor Fredrik A. Walby, M.Sc. at “National centre for suicide research
and prevention”, University of Oslo, and Bergen University Hospital; Liv
Mellesdal (deceased), Rolf Gjestad, Christoffer Bartz-Johannessen and Ketil J
@degaard.

Co-Supervisor Margrethe Aase Schaufel, MD, PhD at Bergen University
Hospital and co-author Larry Davidson, Yale University have supervised in the
qualitative part of the project.

In paper 4, co-author Arne Vaaler at St. Olav’s University Hospital,
Trondheim, and collaborators Igor Galynker, Lisa Cohen at Mont Sinai
University Hospital, New York have contributed.

Kristin Joerstad Fredriksen, MD, is working as a psychiatrist at the Clinic for
Adult Mental Health Care at Stavanger University Hospital.

| would like to thank my eminent main supervisor Helle, whom has
steadfastly and skilfully supervised this long-drawn research project. You
regularly found time for me even though you were the hospital director and
in charge of Norway’s biggest hospital construction project —impressive!

Further, a great thanks to Pl Jan Olav whom initiated this research project
and was the primus motor, and ensured | was able to do research as part of
my work hours. | honour Liv Mellesdal, PhD (deceased), former Pl in SIPEA
for her valuable input (including laughter and personal conversations) in the
whole research process. We hoped for the longest time that she would live
to experience the viva, but unfortunately this did not come to be.

Fredrik for always timely and valuable feedback and immense knowledge
within the research field. Fredrik is responsible for my choice to research
psychotic depression in particular, by pointing out that little research exists



in this field. | would further like to thank co-supervisor and friend Aase
Schaufel for her help with the qualitative part of the thesis. The hospital and
my leaders have allowed me to perform research at work during my spare
moments since 2012.

| have otherwise had immense pleasure in my collaboration with good
colleagues in TIPS: Liss Ggril Anda for very good help with writing papers and
academic input, Wenche ten velden Hegelstad for great collaboration on
paper 4. And Melissa Weibell for lively discussions and input along the way;
our days of collaboration are in no way over neither clinically nor research
wise.

Helle Schgyen, Liv Mellesdal, Fredrik Walby and | met Arne Vaaler, Igor
Galynker and Lisa Cohen in Trondheim in the spring of 2019, where several
of us heard about Suicide Crisis syndrome for the first time. Igor Galynker
then suggested to do research related to SCS based on our qualitative
findings regarding psychotic depression and suicidal behaviour. This gave rise
to an exciting collaboration around paper 4.

We would like to thank all participants who contributed their valuable time
and input to this study, as well as participating clinicians at the Department
of Psychiatry, Bergen University Hospital, Norway who conducted the clinical
assessments.

Otherwise, | have many good colleagues and leader at the Department for
Security, whom make my day rewarding, fun and exciting. The group at
Ombo have followed my joys and sorrows: Anja, Jeanette, Ingunn, Melissa,
Elise and Pernille. My most treasured friend is however Jane, wise and funny
and a supporter throughout life, as well as sharing the interest in psychiatry
and suicide.

| am forever grateful to my parents and sister for their love and support. The
most important ones remain my boys Filip, Noah, and David, whom | would
like to thank for giving so much joy and meaning to my life, and whom have
put up with this way too expansive PhD period. And Einar, with his sense of
humour, patience and role of «colleague» and boyfriend in the home. You
didn’t get much more than a few measly trips as a companion to Lucca out of

Vi



this research project, but you never complain and a day with you is never
boring. And on top of that you are handy when IT problems arise.

Summary

Background

The reasons behind suicide are multifactorial, complex, and poorly
understood. Despite decades of research, suicide rates remain elevated both
during hospitalization as well as shortly after discharge. Clinically relevant
knowledge and tools for suicide risk assessments to guide decision-making
processes in acute settings are needed.

Objectives

The thesis objective was to examine and improve understanding of the
complex relationship between psychotic depression and suicide behaviour.
We also examined risk factors of clinical relevance in hospital settings, both
during treatment, and after discharge.

Methods

This research project used a sequential exploratory strategy, commencing
with a qualitative part (paper 1-2), followed by a quantitative part (paper 3-
4).

In paper 1 and 2, we conducted qualitative interviews with nine patients
diagnosed with psychotic depression as part of uni- or bipolar disorder.
Papers 3 and 4 used data from the naturalistic prospective cohort study
Suicidality in Psychiatric Emergency Admissions. In paper 3, we included all
patients with depression (N= 1846) in a representative sample to identify risk
factors for suicide using a cox regression analysis. Paper 4 investigated a
mixed diagnostic sample of 7000 acutely admitted inpatients to identify
imminent- and short-term risk factors for suicide.

The findings from all four papers were combined into a secondary analysis,
where we thematically synthesized the perspectives of patients’ experiences
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with the main findings from the prospective cohort study based on clinical
assessment.

Results thematic summarized

Our main finding was that psychotic symptoms in depression are associated
with increased suicide risk, both short- and long-term (Paper 3). A possible
mechanism to explain this association is the combination of intense
emotional suffering and cognitive impairment which may motivate impulsive
behaviour in psychotic depression (Papers 1 and 2). Depressed mood
including overvalued ideas and delusions of self-blame and guilt predicted
suicide the first following week after admission (Paper 4).

The association of intense affective states with both imminent and long-term
suicide risk factors was supported by patient experiences of sleeplessness
and intense anxiety as warning signs for suicidal behaviour (Paper 1 and 2).
In further support of this, depression severity assessed by the Health of the
Nation Scale item 7 predicted suicide the first following week after admission
(Paper 4). We found higher short-term suicide rates in patients diagnosed
with psychotic depression as compared to those without psychotic
symptoms at all follow-up points (Paper 3). A diagnosis of psychotic
depression and depression severity assessed by MADRS depression scale as
independent predictors of suicide provided knowledge on the long-term
perspective (median 5.5 years follow-up).

Also of clinical importance is our finding that self-report of suicidal ideation is
not a good measure of imminent, short- or long-term suicide risk. Our
qualitative findings indicate that shame, psychotically motivated paranoid
ideation and impulsivity motivated underreporting of both suicidal ideation
and psychotic symptoms in themselves. This may partly explain why, despite
reporting less suicidal ideation/planning on admission, the suicide rate was
higher for patients with psychotic symptoms on admission than for those
without such symptoms (Paper 3). Although reported suicidal ideation was
less relevant for clinical risk assessment, paper 3 and 4 identified male
gender and recent suicide attempt as significant risk factors for completed
suicide.
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The last main finding was that patients found both security measures and a
treatment approach focusing on modifying psychotic experiences, intense
anxiety and sleeplessness was helpful during hospitalization. Taking the time
to talk to establish good patient relations is essential for optimal treatment
conditions.

Conclusions

The periods of acute inpatient treatment and immediately post- discharge
are associated with the highest suicide risk. High symptom load as well as a
diagnosis of psychotic depression, especially the presence of overvalued
ideas and delusions of self-blame and guilt, appear to indicate especially high
suicide risk regardless of time horizon. Identifying delusions and other
psychotic symptoms is thus of the utmost importance. Psychosis- and
depression-focused interventions and treatment approaches aiming
specifically to reduce both psychotic and affective symptom load may act as
a suicide prevention strategy for psychotic depressed patients.

We found self-report of suicidal ideation of limited relevance when assessing
suicide risk. Such assessments should thus always be combined with
thorough clinical assessment by trained staff. This is especially true when
assessing patients with psychotic depression, but especially given the
frequent underreporting of psychotic symptoms, it remains important with
any patient admitted for a depressive episode. Structured depression rating
scales for clinician use may meaningfully contribute to suicide risk
assessments. When assessing acute admission patients, we recommend
paying particularly close attention to males, and patients with prior and
recent suicide attempts.
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Background

1 Background

1.1 Symptom dimensions in depression and
psychosis

1.1.1 Depression as part of an affective disorder

Affective disorders, also called mood disorders, include severe disturbances
in mood as main symptom. Both diagnostic system, the International
Statistical Classification of Diseases and Related Health Problems (ICD-11)*
and the Diagnostic and Statistical Manual of Mental Disorders (DSM-5)?2
include different types of depression (unipolar depression) and bipolar
disorders. Unipolar depression involves only episodes of depression, while
bipolar disorders also include one or more episodes lifetime with mania or
hypomania. These symptoms do not meet criteria for
schizophrenia/schizoaffective disorder. Mood disorders may arise
spontaneous, or be triggered by e.g. environmental, drug use or biological
factors.

In unipolar disorders, a depressive episode can be categorized as single or
recurrent. In bipolar disorders, a depressive episode can be a part of the
course of the disease.

The core symptoms of a depressive episode are the subjective experience of
depressed mood, and loss of interest and enjoyment in normally enjoyable
activities 2. Many individuals with depression also suffer from reduced
energy levels, cognitive impairment, anxiety symptoms, disturbed sleep, and
appetite as well as feelings and ruminations centered on guilt or low self-
worth 3, Both in unipolar and bipolar disorders, the severity of a depressive
episode can be diagnosed as mild, moderate or severe. To fulfill diagnostic
criteria in ICD-10 for a depressive episode and for a major depressive
disorder in DSM, duration of depressive episode is at least two weeks.

Lifetime prevalence of bipolar 1 disorder is over 1%*, while it is 20% major
unipolar depressive disorder®. Depression as part of a uni- or bipolar disorder
is according to WHO a leading cause of disability worldwide and is a major
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Background

contributor to the overall global burden of disease®. About half of all suicides
have been found to suffer from affective disorders ",

1.1.2 Psychosis

A psychotic episode entails a diverse set of severe mental symptoms that
disrupt perception, cognition, emotion, and behaviour. The affected person
develops inappropriate interpretations of their environment and sense of
self and falls out of touch with reality. Psychotic symptoms may arise
spontaneous without any environmental or identified biological trigger, or by
adverse life events, psychosocial stressors, and biological factors. It may form
part of a primary psychotic disorder, of which schizophrenia is considered
the most severe, an affective disorder, or arise due to psychoactive
substance use or somatic health issues. Symptoms associated with psychosis
are often categorized as positive, negative, affective, disorganized, and
cognitive 1°, Positive symptoms include delusions and/or hallucinations.
Delusions are beliefs that are upheld contrary or in conflict with evidence
and cannot be explained by a person’s cultural or religious background.
Hallucinations include perceptual disturbances, i.e., sound or visions except
from external stimuli. Negative symptoms include loss of normal behaviour
and motivation including social withdrawal and diminished emotional
expression. Affective symptoms resemble symptoms seen in both depressive
and maniform affective disorders. Disorganized symptoms include problems
with organizing conversation (written or spoken) and behaviours. Cognitive
symptoms include impaired cognitive function can lead to function loss in
several settings as work, i.e., attention, psychomotor speed, executive
function, and memory. A psychotic episode may include some or all of these
dimensions, representing a clinically diverse population.

Few studies have examined the subjective experience of psychotic
symptoms, with most existing studies using qualitative methodology with
special emphasis on schizophrenia, in which anomalous self-experience are
central %12,
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Background

1.1.3 Psychotic depression

The diagnostic definition of psychotic depression has evolved during this PhD
project. Both international diagnostic systems used during data collection in
this PhD project, namely the International Statistical Classification of
Diseases and Related Health Problems, 10th edition (ICD-10) and the
Diagnostic and Statistical Manual of Mental Disorders, IV Edition (DSM- 4) 1*
14 define psychotic symptoms as both a subtype and a marker of severity in
depressive episodes. In ICD-11* which have not yet been officially applied in
Norway, and DSM-52 recently introduced in research, the psychosis specifier
is independent of severity, so that depression does not have to be severe to
justify a diagnosis of psychotic depression.

Psychotic symptoms during a depressive episode are characterized by the
appearance of delusions and/or hallucinations in addition to symptoms that
fulfil the criteria of a major depressive episode. Delusions in a major
depressive episode can have themes as guilt, worthlessness, being deserved
punishment, death, poverty, apocalypse, self-referential content. The same
delusional content tends to reappear if the patients have repeated episodes
1516 Delusions and hallucinations can be both mood congruent (i.e.,
reflective of a depressed mood with themes about guilt, shame punishment,
disease, death) and mood incongruent (as e.g. persecutory content,
delusions of thought insertion and broadcasting). Evidence suggests that
there is no difference in outcome between psychotic depression with mood
congruent versus mood incongruent symptoms *’. Hallucinations may occur,
predominantly auditory, but visual, olfactory and tactile hallucinations can
occur both in uni- and bipolar psychotic depression?®.

Research mainly based on ICD-10 and DSM-4 criteria found that patients
with psychotic depression exhibit more frequent relapses and recurrences
and have increased use of services, greater disability including
neuropsychological deficits 12! and poorer clinical course when compared
with non-psychotically unipolar depressed patients 1% 2% 23, Patients with
psychotic depression are at high risk for psychosis in future depressive
episodes . Unipolar psychotic depression is found to increase risk of both
suicide ideation and attempts 2* 2. However, psychotic symptoms in major
depression are often missed by clinicians because such symptoms may be
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subtle, intermittent, or concealed 2°. In addition, few studies have
systematically examined depression with psychotic depression?.

A common estimate however is that among inpatients with major depression
the rate of psychotic depression is about 25% %’. Bipolar depression in
general, and psychotic bipolar depression in particular, both remain
understudied ?®%°, However, an estimated 25% of individuals with bipolar
disorder type 1 experience psychotic symptoms during at least one
depressive episode 3% 3%, Also, there is an association between occurrence of
chronicity, with one study finding a proportion of 8.7% to be psychotic in
their first episode whilst this rose to 25% in the 15th episode2. The risk may
also increase with age, with rates of 40% found in elderly inpatients with
major depression (minimum age of 60 years) /.

1.1.3.1  Treatment for psychotic depression

Unipolar psychotic depression is described as an under-treated state .
Recent guidelines for treating uni- and bipolar psychotic depression suggest
that the therapeutic alliance and to bring hope is of the utmost importance.
Psychoeducation is also recommended 8. However, no medication has been
approved for the treatment of unipolar psychotic depression neither in
Europe nor in the United States. This may be partly due to the lack of
pharmaceutical industry interest in developing medications for the
treatment of psychotic depression 3. A Cochrain report conclude that
evidence of optimal pharmacological treatment of psychotic depression is
«heavily under-studied». Some evidence indicates that combination therapy
of an antidepressant plus an antipsychotic is more effective than either
treatment alone or placebo 34 The anti-depressive effect is equal in the most
common second generation antipsychotics for acute admitted inpatients
with psychosis®®. Guidelines also recommend sedation at night with
antipsychotics or benzodiazepines . The treatment of psychotic bipolar
depressive episodes is similarly underresearched? %, The guidelines
however again recommend the early introduction of antipsychotic
medication to alleviate psychotic and depressive symptoms, as well as
agitation and irritability. Mood stabilizers are also recommended, and
stabilizing sleep is of crucial importance 2.
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1.2 Suicide and suicidal behavior

Suicide is a leading cause of death worldwide. According to the World Health
Organization, nearly 800.000 people die every year from suicide®, which
accounts for 1.5% of all deaths worldwide®”. All ages, sexes, and regions of
the world are affected®. Suicide is considered as a serious global public
health issue, and causes great pain to those left behind®.

The global age-standardized suicide rate was 10.5 per 100 000 person-years
for 2016. The global age-standardized suicide rate was higher in males (13.7
per 100 000) than in females (7.5 per 100 000). However, the South-East Asia
Region had a much higher female age-standardized suicide rate (11.5 per 100
000) compared to the global female average.

Suicide can occur throughout the lifespan. In 2019, death rates worldwide
per 100.000 individuals was highest for 70+ years old (25.53), followed by 50-
69 years old (14.25) and 15-49 years old (11.19) “°. Suicide was the third
leading cause of death in 15-19-year-olds for both sexes ¥, which accounts
for many lost life years.

Suicide rates vary considerably between countries, between genders and
between population groups studied The risk is highest in populations of
people with mental disorders, as up to 90% of people who died by suicide
have met the criteria for a psychiatric disorder’. Within this heterogenic
group, the risk of suicide varies according to the level of mental health care
received. People receiving outpatient care had an 8 fold higher risk, and
people admitted as psychiatric inpatients within the last year had a 44-fold
higher risk of suicide compared to the general population®!. High suicide
rates during inpatient treatment are explained by selection; that people with
severe psychiatric symptoms and assessed high suicide risk are prioritized for
inpatient treatment®2,

The absolute highest suicide risk per day lived, is the first days after
admission to hospital. A quarter of inpatient suicide victims if found to have
died within the first week of admission, and of those, patients diagnosed
with a depression have the highest risk*2. Thus this PhD project focus upon
this extreme high-risk group: Acute admitted patients with severe depressive
symptoms, with follow up during hospitalization and after discharge.

18
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This PhD project’s overall aim is to identify associations between psychotic
depression and suicide risk. However, paper 3-and 4 both describe suicidal
behaviour at admission/baseline, and the qualitative part examined suicidal
behaviour related to psychotic experiences in living patients.

Thus, international definitions of suicidal behaviour are essential. Suicidal
behaviour can be categorized into suicidal thoughts, plans, suicide attempts,
and completed suicides®. Suicidal ideation is “thoughts of killing oneself”;
suicide plans entail “consideration of a specific method through which a
person intends to kill oneself”; suicide attempts are the “engagement in
potentially self-injurious behaviour in which there is some intent to die from
the behaviour”; with suicide death resulting from intended or decisively self-
injurious behaviour. Suicide attempts are up to 20 times more frequent than
are completed suicides, and in contrast to the latter, attempts are most
common in women #, The relations between suicidal ideation, suicidal
attempts and later completed suicide will be described more in detail in the
background section.

Suicide is to some extent preventable, but complex, and its risk and
protective factors incompletely understood. The etiology is multifactorial
and most likely includes both biological, genetic, psychological, social,
religious/ existential and environmental factors in a multidirectional
interaction. Several risk factors for suicide have been identified, | described
in depth below.

1.3 Methodological challenges in suicide research

Suicide is among the most incomprehensive of all human behaviours
because it fundamentally challenges the belief that humans and animals
have a drive for self-preservation. Absurdist Philosopher Camus declared
that “there is but one truly serious philosophical problem, and that is
suicide” #°. Current research in suicidology is broad and interdisciplinary,
including amongst others epidemiological studies, neurobiological studies,
psychological autopsy studies, clinical studies and treatment studies
including also randomized controlled trials between different treatments. As
establishing causality in this field is difficult, perhaps even unviable, and
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suicide is a rare outcome, effective evidence-based suicide prevention
strategies are difficult to design and evaluate.

Research into the effect of suicide prevention strategies is generally faced
with several methodological challenges. Given the rarity of suicide, studies
powered to detect risk factors must be large ¢, and intervention studies
even larger in order to assess potential effects of these on number of
completed suicides. In an ideal world, experimental research methods would
be used for research for detecting suicide prevention strategies, fulfilling all
requirements of falsifiability and generalization. However, ethics, time and
expenses all preclude this ideal scenario, and force researchers to make
design compromises.

As studies powered to detect statistically significant suicide risk factors must
be very large %, suicidal attempts as a proxy of suicide deaths are sometimes
used as the main outcome in research. However, attempts correlate to
varying degrees with actual death by suicide®’. Studies of suicide deaths are
needed for confirming generalizability of findings between the populations
as provided e.g. in large national register studies °.

An added complication is unfortunately that the main study objects are dead
by suicide and their mental state thus cannot be explored in the aftermath.
Clinical status and motive for the suicide are often unknown.

Cross-sectional studies and chart reviews can only identify what correlates
with suicide, and not identify true risk factors; for this we need prospective
studies. Psychological Autopsy (PA) studies “® based on interviews with next
of kin informants suffer from severe methodological biases *°, e.g. recall bias,
and the fact that the bereaved try to find meaning in and explanations for
the suicide in part to serve their own psychological needs. It also excludes a
not insignificant minority of suicides in which there are no next of kin
positioned to provide this information.

Lack of clarity and common ground in our understanding of suicide risk
factors may lie in differences between populations studied, as well as the use
of proxy outcome variables as described above. Some authors have called for
a hierarchical classification of suicide risk factors. One classification of risk
factors % 5! differentiates between primary (mental disorders, clinical

20



Background

warning signs, previous and recent suicide attempt, recent or ongoing
inpatient treatment), secondary (individual factors not directly related to
mental illness, or have unclear associations to such behaviour), as opposed
to tertiary (male gender, psychosocial, vulnerable periods etc.) risk factors.
Alternative categorizations of risk factors may offer other perspectives, e.g.,
dividing them into biological, psychosocial, relational and environmental, or
clinical vs. non-clinical. However, | have chosen for the purposes of this
thesis to describe risk factors based on the three-part hierarchy.

This PhD project mainly focuses on clinical risk factors as depression severity
and recent suicide attempt in acute admitted inpatients, supplemented with
suicidal ideation and gender as predictor for completed suicide. As a
diagnosis of depression is a well-established risk factor for suicide, we
decided to focus mainly on patients diagnosed with a depressive episode as
part of a uni- or bipolar disorder. Paper 4 include a mixed diagnostic
population where we also focus on depressive symptoms on a
transdiagnostic level.

1.4 Primary risk factors

1.4.1 Recent or ongoing hospital treatment

Symptoms and behaviour associated with suicide risk such as suicidal
ideation or plans, non-suicidal self-injurious behaviours and suicide attempt
are common reasons for admission to psychiatric hospital > >3, and in some
health care systems, one of very few ways to secure an admission. This may
partly explain why, despite significant developments in treatment and
general security measures *>>%; suicide risk is at its highest during, and
shortly after, psychiatric hospitalization #>°3%°, Although high suicides rates
have been found extremely elevated in psychiatric inpatients compared to
the background population, a review reports that only 0.14%—0.32% of all
psychiatric inpatients die while admitted *2. Even more suicides related to
hospital treatment occur short term after discharge 3 576!

A recent review and meta-analysis mainly based on studies conducted in
Western European and North American countries, found that 18.3% of
persons who died by suicide had made contact with inpatient mental health
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services the year before suicide *°. The suicide risk associated with
hospitalized patients is explained primarily by selection: people who are
frequently in touch with mental health services are likely to have more
severe psychiatric symptoms 4% >4,

Psychiatric emergency departments and acute wards are thus critical
locations for identifying patients at risk of suicide. However, the majority of
studies from psychiatric emergency departments *? and emergency rooms ©2
are based on small, non-representative samples, and thus lack statistical
power and generalizability. Bolton %2 commented on the lack of research
from emergency ward settings, where suicide attempters are admitted and
treated, as follows : «To address this fundamental gap, research must
employ methodologies that combine large sample sizes, longitudinal follow-
up, population representativeness, and clinical assessment.» National
register studies can provide unbiased, generalizable information on suicide
rates and risk factors®, however often lack data from clinical assessments.
Research based on routinely recorded suicidal behaviour at acute wards
remain alarmingly scarce. Only the prospective cohort study Suicidality In
Psychiatric Emergency Admittance (SIPEA) %3, a cross-sectional study from
Norway °, and a Swedish register study ®” have to our knowledge recorded
suicidal behaviour routinely. Thus, few studies can provide generalizable
findings regarding suicide behaviour at admission and future suicide risk.

Two prospective studies of acute depressed unipolar inpatients have been
published with suicide as primary outcome & %, with up to 10— and 24—years
follow-up respectively. Still, the potential difference between long-term
static versus short-term dynamic risk means that identified long-term risk
factors may be of limited clinical relevance in acutely admitted inpatients.
This thesis therefore focuses on acute inpatient settings, short-term risk and
have a particular diagnostic focus on depressive episodes using larger
samples to ensuring better statistical power.

1.4.2 Depression and suicide risk related to inpatient
treatment

Patients with depression are the largest diagnostic group associated with
suicide both during and after inpatient stays %36 57.3%70.71 ‘Syjicide risk in
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recently discharged patients also increases with the severity of their
depressive episode ¥ 32586872 A reyiew of Nordic national register based
studies, found 2%—8% of psychiatric inpatients with unipolar depression to
have died by suicide after discharge, and 4—8% of bipolar patients having
died by suicide in long term®.

Yet very few prospective studies have examined hospitalized depressive
patients. One exception is a multicenter study of patients with major
depressive disorder found that neither expressed suicidal ideation nor prior
attempts were associated with acute risk of suicide. ®. Predictors were
severe anxiety and agitation at admittance, global insomnia, severe
anhedonia, and alcohol use problems in the 12 months prior to assessment.

Depressive symptoms are found to be associated with inpatient suicides > 71,

In one review *, eight papers refer to “depressed mood” as predictors for
inpatient suicide 7 7379, However, these studies used clinical assessment to
report diagnostic depression severity, and not standardized depression
rating scales. Regarding suicide risk assessments, screening for depression is
relevant %,

Most studies of patients admitted to psychiatric departments have not used
standardized rating scales for depression and suicide behaviour at admission.
Depression rating scales are thus understudied as a potential tool for
assessing suicide risk 88, There does not exist any research on the
relationship between Montgomery—Asberg Depression Rating Scale (MADRS)
scores and suicide risk 8. Also, the predictive validity of HONOS item 7
“problems with depressed mood” on suicide completion remain unexplored.

To our knowledge, no existing studies have investigated a representative
sample of depressed inpatients assessed with a depression rating scale, and
with suicide as main outcome at follow-up. This was one of the main
motivations for including two depression scales in regression analyses with
suicide as main outcome in a representative sample of inpatients in this
thesis.
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1.4.3 Psychosis and suicide risk

Several studies have identified an association between psychotic symptoms
and suicidal risk, including patients with affective disorders 838>, Systematic
studies of patients with psychotic features and suicidal behaviour are
however limited as these patients are often excluded from clinical studies
8 A recent review of longitudinal population studies found that individuals
with psychotic experiences were at increased risk of suicidal ideation, suicide
attempts, and death by suicide ®. This review underscored that psychotic
experiences were far more prevalent than psychotic disorders, and were
associated with the full range of mental disorders .

Researchers have hypothesized that psychotic processes may transform
suicidal thoughts to suicidal acts in depressed patients 2% 28, Studies regarding
psychotic depression are difficult to perform, partly because of the practical
and ethical difficulties in enrolling patients with psychosis in studies 33, and
because it is challenging to detect and correctly diagnose psychotic
depression 2°. As psychotic depression is potentially underdiagnosed in
research samples®, this may affect estimated suicide rates.

One large Finnish prospective study of first-time hospitalized patients with
unipolar depression, reported psychotic depression as an independent
suicide risk factor in addition to well-established factors like male gender,
previous suicide attempts and depression severity ®8. Another study from the
same Finnish research group regarding discharged patients with bipolar
disorder, reported that suicide risk was strongly related to bipolar
depression, however psychotic depression was not examined as a risk factor
during the depressive episodes®.

A systematic review and meta-analysis of discharged patients (follow-up 3
months and one year) found that a patient with a psychotic disorder had
higher suicide risk compared to a patient with affective disorder *.

The role of psychotic symptoms in depression as risk of suicide has also been
a topic of controversy 3. A recent major register study concluded that
psychotic symptoms were not an independent long-term risk factor for
suicide in severe unipolar depression 7°. However, findings from studies
investigating the association between psychotic symptoms and suicide risk in
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unipolar depression over long-term intervals vary greatly, from insignificant
to elevated %2> %8 90.91 The potential impact of ameliorating psychotic
symptoms on suicidal behaviour thus also remains underexplored; however,
one review reports the risk of suicidal behaviour to remain elevated until the
remission of both depressive and psychotic symptomatology 2°. Suicide risk
in bipolar disorder is primarily associated with depressed and mixed phases
of illness, and risk especially high early in the course of illness *. Suicide risk
increases among longer duration of depressive episodes, and with a longer
duration of untreated illness.

Psychotic symptoms are understudied as a short-term predictor of suicide in
both uni- and bipolar depression 299293 A recent review of unipolar
psychotic depression ® reports only three dated studies with small study
populations including less than one-year follow-up. & °*°> The only study to
find elevated short-time suicide risk 8 has limited generalizability due to its
cross-sectional design, few participants (in total 42), retrospective assigning
of diagnoses by the authors, and use of suicide as endpoint variable without
predefined follow-up time-points. Comparable short-term suicide risk
estimates of bipolar psychotic depression do not exist at all %> %3,

1.4.4 Patients’ experiences of motivations for suicide

We do not know which factors predict the transition from suicidal thoughts
to completed suicides in mixed diagnostic samples .

Given that suicide is a personal act, understanding subjectivity is especially
important in this research field. There is little qualitative research into
motivation for suicide in inpatients. One qualitative study examined 30
patients in hospital after a suicide attempt. Patients described their reasons
as: “to get relief from a terrible state of mind or from an unbearable
situation”, “anxiety/panic and emptiness” and " loss of control" ¥’. Another
study described suicide attempt as a result of two different suicidal crises; as
a result of loss of mental control, or as an attempt to regain control %,
«Being in want of control» was the overall theme in relation to different

aspects of oneself and overall life-situation.

Although major depression and psychotic symptoms have been identified as
suicide risk factors, actual motivations for dying, as well as subjective
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interpretations of symptoms in those affected, remain largely unexplained. A
monograph from 2011 by Norwegian psychiatrist Arne Thorvik included
gualitative interviews of patients with psychotic disorders in relation to
suicide risk *°. A subgroup of informants did not relate psychotic experiences
to suicidal behaviour, and most often described the duration of the suicidal
process as “months”. Interestingly, another subgroup described vivid
psychotic symptoms motivating the suicidal process, with the suicidal
process lasting “days”. Anxiety, restlessness and fear of psychotic
experiences was described leading to intense suffering and suicide as a way
out. In conclusion, existing research gives a very sparse understanding of
motivation for suicide, and especially psychotic experiences, in relation to
suicidal behaviour. To reduce suicide rates, it is important both in clinical
practice and in research to understand mechanisms behind suicide, not only
rely on statistically derived risk factors. No published qualitative studies, to
our knowledge, have focused on inpatients with depressive psychosis. The
weak knowledge base motivated the use of a hypothesis generating
gualitative design to examine patients admitted for a psychotic depression in
this thesis.

1.4.5 Previous and/or recent suicidal attempts

Previous suicide attempts are a well-established and central risk factor for
later suicide completion %72 % However, this knowledge is predominantly
based on findings from longer-term follow-up studies. Suicide attempts is
thus unclear as a short-term risk factor in acute and emergency psychiatry

populations 6267,

1.4.6 Short-term risk assessment and suggested
presuicidal mental states

Although suicide risk assessments are commonly used in emergency
psychiatric settings %, clinically relevant evidence to guide decision making
and precautions in these settings is scarce %> %6, Reviews of the predictive
ability of suicide risk scales relevant to acute settings find no scales with
sufficient evidence to support their use 8190103 gnd their short-term
predictive value remains untested 8% 101193, This is a cause for concern given
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that clinicians primarily are expected to make decisions about acute risk
rather than decisions about risk over years, or decades. In general, very few
studies have examined clinical predictors to suicide within an immediate or
short timeframe in inpatient settings >>®2. Glenn and Nock *° state that
"alarmingly little is known about the near-term risk factors for suicide and a
review sums that “New studies with very short follow-up lengths may yield
tremendous theoretical and empirical advances” *.

Warning signs, as in symptoms or stressors observed in the final day(s)
before a suicidal event ' include anxiety and agitation 1% 1% sleep
problems 196198 nsychosis 8 1%, impulsivity 1*° and intense affective states
84,104,105, 111, 112 jnclyding depressive symptoms *> 71,

Rudd 1% refers to suggested subjective warning signs, that are observed in
the final day(s) preceding suicide completion: Hopelessness,
rage/anger/seeking revenge, acting recklessly or engaging in risky activities
seemingly without thinking, feeling trapped (like there’s no way out),
increasing alcohol or drug use, withdrawing from family
friends/family/society, anxiety/agitation, an inability to sleep or sleeping all
the time, dramatic mood changes, and no reasons for living/no sense of
purpose in life. A theoretical assumption of a “suicidal process” is important,
as it often underlies the choice of endpoint in studies; with such a process
starting with suicidal ideation and progressing to plans and sometimes to
attempts or completed suicide >4, Under a suicidal process framework
the assumption is that once a person has initiated such a process, he or she
may become more vulnerable to future suicidal behaviour as a result, due to
vulnerability accumulation or “scarring” 1> |n turn, this would imply that
effects of factors like life stress, socio-economic circumstances or mental
illness on the risk of suicidal behaviour differ according to how far individuals
have progressed through the suicidal process before.

However, there is considerable theoretical diversity in the suicide research
field, which has been described as “still in a preparadigmatic phase» *°.
Theoretical concepts relevant for this project include entrapment theory ¥’
and the Suicidal Crisis Syndrome 18120 Syicidal Crisis Syndrome is described
as a deep feeling of entrapment, affective disturbance, loss of cognitive
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control, disturbance in arousal and social withdrawal, independent of
reported suicidal ideation and diagnosis.

Models of warning signs and Suicidal Crisis Syndrome both describe
observable signs and expressed symptoms that may indicate a high risk of
suicidal behaviour in the next few minutes, hours, or days. However, as with
many other theoretical constructs, their actual relationship to suicide
completion remains unclear.

In short, there is a pressing need for research establishing reliable predictors
associated with near-term risk for death by suicide, which such predictors
are essential for clinical decision-making. There are limited relevant
knowledge and tools to guide the assessment of suicide risk in emergency
departments. Currently, such assessment relies heavily on patient self-report
of suicidal behaviour, the predictive ability of which is underexplored in
inpatient samples with an imminent/short-term perspective. Screening for
suicidal ideation or behaviour is likely no more accurate than simply
screening for depression &, but the use of structured ratings of depression
severity is understudied as a risk assessment method. In particular, psychotic
type symptoms are underexplored as a short-term predictor of suicide.

1.5 Secondary risk factors

1.5.1 Alcohol and substance abuse

Alcohol and substance abuse can increase suicide risk . In emergency
rooms, concurrent psychiatric, somatic and substance use problems are
extremely common 24122, As for substance use, a person may be acutely
intoxicated, while also suffering from abstinences due to polypharmacy
problems: Half of acute admitted patients are affected by several drugs
simultaneously 2. A recent Norwegian prospective study actually found
higher suicide rates in substance abuse disorders compared to affective
disorders . Another Swedish sample of 18.684 patients also found the
highest suicide rates within one month to be in those with substance use ©’.
Rates of comorbid substance use disorders are elevated in both uni- and
bipolar disorders, and can also complicate the treatment of psychotic
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episodes in affective disorders 8, However, although substance disorders are
relevant for suicide risk, this topic was beyond the scope of this PhD project.

1.5.2 Suicidal ideation

Suicidal ideation (SI) is quite common, with a lifetime prevalence of 10% in
the general population 24, It is even more common in acute settings, with
our own group finding that 54% of index admissions and 60% of re-
admissions were related to assessed suicide risk *2. However, only a small
minority of patients proceed to act on their thoughts. Suicidal ideation is also
strongly correlated with other predictors of completed suicide, such as
previous attempts'?. It is however uncertain to what extent reported
suicidal ideation independently predicts completed suicide. There is
substantial variation in risk ratios between suicidal ideation in different study
populations and between diagnoses ?°. One review found that risk for
completed suicide was clearly higher in people who had expressed suicidal
ideation compared with people who had not, with substantial variation
between the different populations. Absolute risk of suicide completion was
highest in the psychiatric subgroups who had expressed suicidal ideation,
with 1.4% risk first year of follow-up ¥’. Suicidal ideation is a less specific
indicator of suicide among studies of acute admitted psychiatric patients
and studies with a high proportion of people with suicidal ideation as part of
affective disorders 126127,

128

Existing quantitative studies from psychiatric emergency departments
regarding suicidal ideation and suicide risk have also been hampered by
several methodological challenges. Most studies including inpatients have
been either cross-sectional or limited to chart reviews. Few studies of post-
discharge suicides reported comparisons of those deceased through suicide
to those still alive °3; leaving it uncertain to what extent those still alive also
had reported suicidal ideation at admission. Samples have been small and
non-representative. One exception is a Swedish register study including
18,684 patients, registered suicidal ideation past month, and suicidal
behaviour past 3 months in the emergency departments by Colombia Suicide
Severity Rating Scale. Suicide completion was registered at 1 week, 1 month
and 1 year follow-up ¢, and found both suicidal ideation and behaviour to be
associated with suicide within 1 week.
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Other findings leave self-reported suicidal ideation of limited value as a
reliable risk factor in an acute setting or close-term perspective >* 105 106,

Little is known about why self-reported suicidal ideation is such an unreliable
predictor in acute settings. It is possible that qualitative studies may pave the
way to illuminating this question. This motivated this thesis to investigate
how severely depressed individuals experienced the relationship between
psychotic symptoms and suicidal ideation and behavior in this thesis.

1.5.3 Self-harm without suicidal intent

Self-harm without suicidal intent include cutting, burning, scratching etc.,
and is found in mixed diagnostic samples to be associated with future suicide
behaviour %, However, the association with completed suicide is under-
investigated. The association between self-harm and actual suicide risk has
to our knowledge not been studied in acute admitted depressive. Self-harm
without intent to die was therefore included as a variable of interest in paper
3.

1.6 Tertiary risk factors

1.6.1 Male gender

Suicide attempts are more frequent in females* although paradoxically, men
die by suicide 3-8 times more often than women in Western countries *°. An
exception is for the 15 to 19 age group in western countries where rates are
low and women dominate®”. Male gender stands out as a robust statistical
predictor from longer-term follow-up studies ® 5> 72 One reason why men
die more often than women may be explained by the fact that perhaps men
tend to use more violent and lethal suicide attempt methods *3!. Females are
also more likely to report physical and psychological symptoms and to seek
medical help, whereas men more often drop out of psychiatric treatment.
Depression symptoms may also be less typical or clear than in women,
leading to misdiagnoses i.e. of alcohol abuse and thus wrongly targeted
treatment approaches 3°, Atypical symptoms of depression may also keep
men from recognizing them as such, again preventing help seeking 3.
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However, reasons for these gender-differences are complex and
incompletely understood ¥, Testosterone has been suggested to be
involved in the pathophysiology of suicidal behaviour in men. Other
hypotheses are related to how socioeconomic factors including income and
social status may affect men and women differently 3°

1.6.2 Vulnerable periods

Recent losses and legal offences are found to be risk factors, and may be
stressors that can trigger a depressive episode or depressive symptoms
assessed in paper 3 and 4.

1.6.3 Suicide prevention during and after psychiatric
hospital admissions

Psychiatric inpatients as well as recent discharged patients constitute an
important group for suicide preventive strategies.

Key evidence-based elements for suicide prevention strategies in hospital are
individualized approaches to reduce general symptom load, and an explicit
focus on suicide risk assessment 32, Underlying psychiatric disorders must be
treated, including depression and substance abuse, as well as more general
symptoms / problems like insomnia®32,

These recommendations are not specific for patients with depressive and
psychotic symptoms, but form part of a transdiagnostic model of risk factors
including low distress tolerance, emotion dysregulation, and hopelessness!*2,
Targeted psychotherapy, e.g., dialectic behaviour therapy or cognitive
behaviour therapy to increase affect tolerance, may reduce these risk factors
and thus be suicide preventive 32,

Medication suggested to prevent suicide include lithium treatment # 133 134
and antipsychotic augmentation 3 is suggested as suicide preventive when
treating a depressive episode. Antidepressants & appear to reduce suicide
ideation and suicidal behaviour, although results are equivocal as to whether
they reduce suicide rates. Some research suggest that antidepressants
increase suicide risk and aggression, especially for young and not very ill
individuals undergoing initial treatment 3¢, In addition, this is complemented

31



Background

by research which has found that antidepressants may increase suicidal
behaviour, not suicide rates, in a subgroup of patients with bipolar disorder
%, Those aspects make antidepressants difficult to choose in the emergency
department where patients already may have suicidal or aggressive
behaviour, and diagnosis may be unclear.

Although studies have suggested sleep problems as one modifiable risk
factor and warning sign for suicidal behaviour 1”1% acute pharmacological
management of sleep as a suicide prevention strategy remains under-
investigated '*¥’. Sleep medication and anxiolytics are however recommended
based on clinical correlates of inpatients suicide 1°> %2, Benzodiazepine
reduction have been related to increased suicide risk '3, and one study
recommend “aggressive” pharmacological treatment of severe anxiety
symptoms %, International guidelines recommend benzodiazepines for a
broad specter of acute psychiatric states, including psychoses and agitation
with or without substance abuse 23, and benzodiazepines may have a place
when patients are intoxicated and agitated 2%, Both antipsychotics and
benzodiazepines are recommended to treat psychomotor agitation °,
Recently, esketamin (Ketamine) is found to reduce suicidal ideation in
treatment-resistant depression %141, |t is however unclear to what extent
these drugs reduce long-term risk of suicide.

Electroconvulsive therapy (ECT) may reduce suicidal ideation and intent in
acutely depressed patients with mood and psychotic disorders *2, however
this has not been studied with suicide as a primary outcome. Reducing
access to lethal means also remains relevant both in outpatient and inpatient
settings 80132,

Existing intervention studies thus often have inadequate sample sizes and/or
insufficient duration 1*3, and in turn suffer from limited ability to detect any
effects of interventions intended to reduce suicides. There is a risk that
treatment effects may thus have been overlooked (i.e., type 2 error).

As research has identified some medications as suicide preventive, thus lack
of diagnoses and treatment of mood disorder may result in suicides that
could have been preventable. Even though, the research base is weak
regarding suicide prevention strategies for patients with psychotic
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depression in hospital, largely due to methodological difficulties. We need a
deeper understanding why interventions may work in a psychotic phase.

1.6.4 Patient experiences of suicide prevention
strategies

During suicide risk assessments in clinical settings, results of controlled
experiments cannot form the sole basis for clinical decision-making or
guidelines for treatment. People are complicated, unique and sentient
beings, and it is highly unlikely that we behave in a linear cause-and-effect
way. A review of qualitative studies of how people live with or get over being
suicidal *** identified five themes: the experience of suffering, struggle,
connection, turning points and of coping. However, the reviewed papers did
not focus on interventions during hospital stays. Mechanisms and processes
facilitating general recovery from a psychotic episode have been studied by
qualitative, explorative methods 4> 14®, However, the potential impact of
improvement in psychotic symptoms on suicidal behaviour remains
underexplored.

There is a lack of studies exploring what patients subjectively find to be
meaningful suicide prevention strategies during inpatient treatment. One
gualitative study examining inpatient care experiences of recovering from
suicidal crises in a mixed diagnostic sample found three overall themes: « (1)
being recognized as suicidal, (2) receiving tailor-made treatment and (3)
being protected by adaptive practice». Informants also described struggling
to communicate suicidal ideations¥’. The same authors conducted a
systematic literature review and concluded by calling for further exploration
of experiences of suicidal patients from specific diagnostic groups, suggesting
in particular to study patients with psychotic symptoms %8, We have
however not been unable to identify any studies heeding this call.

We have limited understanding of patient experiences during a psychotic
episode and know even less of whether they experience suicide prevention
strategies in hospital as helpful.
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1.6.5 Security measures

Restriction to lethal means (e.g. pesticides, firearms, certain medications) is
evidence based suicide prevention strategy &, also recommended by WHO?®.
These general recommendations are especially relevant if the patient is
going on leave or after discharge.

Providing a safe environment forms an important part of psychiatric ward
interventions, including providing help to rebuild basic routines including
sleep-wake cycles, set mealtimes, exercising and socializing. Safety also
includes building an environment designed to preclude suicide attempts. The
most frequent suicide method on psychiatric ward is by
hanging/strangulation *2. In a qualitative study interviewing suicide survivors,
participants described selecting this method due to anticipating a certain,
rapid and painless death with little awareness of dying. They were able to
use easily accessed materials and there was little need for planning and
technological knowledge *°. Removal of ligature points from wards **,
checklists to remove suicide hazards from inpatient mental health units
found to reduce suicide rates. Suicide prevention strategies in hospital also
include locked doors for security reasons, partly to reduce risk of absconding.
Nevertheless, evidence regarding if locked doors is suicide preventive, is
diverging %133, A review of qualitative studies evaluating patients and staff
experiences of locked doors in acute inpatient psychiatry reported both
advantages and disadvantages of locked doors 1°2. However, the effect of
psychosis on the experience of locked doors was not explored in the review.

and
151 iS

1.7 Summarizing background

We desperately need more knowledge on how to prioritize inpatient
admissions, how to enhance patient safety during admission and on post-
discharge follow-up in order to saves lives. This has lead us in this PhD
project to study high-risk groups of acute admitted inpatients and recently
discharged patients with a special focus on depression, depressive symptoms
and psychosis.
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2 Aims

This PhD project’s overall aim is to identify associations between psychotic
depression and suicide risk associated with hospital stays. We hope to
increase our understanding of the relationship between psychotic depression
and suicidal behaviour both by patient descriptions of subjective experience,
and by calculations of the statistical association between psychotic
symptoms and suicide risk in a prospective cohort study. Outcome was
different, as the qualitative part examined suicidal behaviour related to
psychotic experiences in living patients, and paper 3-and 4 both describe
completed suicide as main outcome at follow-up.

Overall, we hope that this mixed methods study will provide clinical
meaningful data relevant for future suicide risk assessments and suicide
prevention strategies.

To achieve the main aim, the study consists of four objectives:

1. Toinvestigate how severely depressed individuals understand and
describe the relationship between psychotic symptoms, and suicidal
ideation and behaviour

2. Toinvestigate which factors individuals with a psychotic depression
experience as preventive of suicide during hospitalization

3. To investigate the role of depression severity in suicide risk, by studying
the predictive value of psychotic symptoms and depression scale scores,
controlled for suicidal behaviour and gender

4. To prospectively investigate the predictive value of diagnosis, suicidal
behaviour, and subjectively experienced depressed mood for imminent
risk of suicide death
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3 Methodology

3.1 Mixed methods design

Qualitative research aims are ideal in the early phases of a research project
where the main goal is to increase our understanding and to develop
descriptions, theoretical models or new hypotheses **. Quantitative
research on the other hand, counts and classifies features, constructing
statistical models and figures to explain the observed, resulting in accepting
or rejecting hypotheses.

We chose mixed methods design primarily to explore a complex
phenomenon; suicide and a severe clinical status; psychotic depression. In
principle, quantitative tells us “If”; qualitative tells us “How or why”, and we
searched for both perspectives. In the qualitative part, we thus had a clear
patient- oriented perspective.

In the quantitative part, data was assessments by clinicians and due to large
sample size and statistics, possible to enhance generalizability of our
findings. By this design, we sought to overcome some of the limitations
associated with both qualitative and quantitative design when performed
separately®*. We used a sequential exploratory strategy, a commonly
accepted mixed-methods design.

The collection and analysis of qualitative data (paper 1-2) was followed by
the analysis of quantitative data (paper 3-4). Equal priorities were given to
the two phases. A strength is the relatively straight forward research process
due to clear, distinct stages.

The qualitative part started in 2011/2012. The cooperation with SIPEA

Quantitative
Data
Collection

Qualitative

Quantitative
Data Analysis

Qualitative

PRI Data Analysis

Collection

Interpretation

started in 2018 making it possible to test hypotheses generated from the
qualitative part the PhD project.
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We integrated data during the secondary analysis, thus defining this overall
project a mixed methods design.

3.1.1 Paper 1 and 2: Qualitative designs

Qualitative research methods are strategies for systematic collection,
organization, and interpretation of textual material obtained from talk or
observation **1%¢ Smaller, but focused, samples are more often used than
large samples. Qualitative researchers aim to gather in-depth understanding
of human behaviour and reasons that govern such behaviour. Qualitative
research searches for subjective aspects and findings may contain ambiguity,
ambivalence and contradictions. Philosopher Gadamer however describes
medicine not only as a "science of health”, but as an "art" of hermeneutic
relevance, requiring the exercise of practical judgment and personal
interpretation **’. In suicide research, this means that qualitative research is
crucial, in that it gives us an opportunity to gain an in-depth understanding of
the patient’s self-understanding and subjectively experienced factors
triggering suicidal behaviour, and can contain any paradoxes and
contradictions arising between individual accounts. Clinical descriptions,
concepts or theoretical models may then evolve from this understanding.

Qualitative analysis was performed using systematic text condensation. This
method aims for a thematic analysis across individual participant cases, and
is suitable to develop knowledge about individuals’ perspectives and
symptom descriptions in medical research '*8. An inductive analysis was
performed, with categories developed from the empirical data **°. Data
collection was by purposive sampling®®,

3.1.2 Paper 3 and 4: Quantitative designs
Hypotheses generated from the qualitative study:
1. Psychotic symptoms during a depressive episode predict suicide

2. Suicide ideation/plans are not a good predictor of suicide, as they are
underreported by patients
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Justification for choice of methods:

We chose a prospective cohort design to test our hypotheses. This design
enables us to identify risk factors for suicide, not only associations which e.g.,
cross-sectional studies can provide. Prospective cohort are also being less
prone to bias !, The living patients at follow up represent a statistical
control group for the patients dead by suicide. To use a large representative
sample from a catchment area, result is easy generalizable to other acute
hospital settings where patients are not included and excluded based on
criteria as economy, diagnosis and suicidal behavior.

Our goal was to identify significant predictors to suicide, using cox regression
models. We aimed to identify short-term risk factors relevant for do
meaningful suicide risk assessments, and prioritizing treatment.

Regarding psychotic depression, research was especially weak regarding
short-term suicide risk, and the relation between this mental state and the
patients self-report of suicidal ideation and plans. In general, for a mixed
diagnostic sample, we didn’t have any clinical data from prospective studies
of what predicted suicide first 1-2 weeks following acute admission. These
research questions regarding clinical predictors of suicide with imminent and
short-time follow-up can be examined by this prospective design and with a
database with more clinical data than most register studies.

To address gaps in the research field, we meet this by combining a relative
large sample size, longitudinal follow-up, population representativeness, and
clinical assessment in the emergency rooms in line with recommendations by
Bolton 2,

3.2 Overall setting in the Norwegian mental health
care

Suicide rates in Norway have remained relative stable last ten years,
constituting among 600 suicides every year, and 2/3 victims men 12,

The Norwegian psychiatric health care system is catchment area based and
publicly funded independent of social background and status. There are no
privately run acute inpatient facilities. A central principle for specialized

38



Methodology

psychiatric health care in Norway is that patients are to receive treatment at
the lowest effective level of care. Accordingly, patients who are admitted to
psychiatric acute wards with locked doors represent a selected group, being
characterized by a severe clinical condition, typically with the need of acute

treatment and protection.

3.2.1 Research setting for paper 1 and 2

We recruited patients from a Norwegian university psychiatric hospital
between September 2012 and May 2013 covering a population of 350 000
inhabitants. Acute admitted patients are first admitted to an acute ward,
and the acute psychiatric ward were managing over 2500 admissions a year.

3.21.1 Participants

Inclusion process: Health care professionals on the acute ward reported
potential participants to KJF. Participants were enrolled on the ward by KJF
during their first week of hospital admission if they consented to. A
purposive sample was sought out, aiming for diversity in age, gender, type of
psychotic symptoms and religious affiliation. We suspected different
pathways to suicidal behaviour especially depending on psychotic symptoms,
gender and age. Several potential participants were not recruited based on
their gender and age, as it was easier to recruit women and younger
patients. We recruited nine individuals aged 19-55 years. We used
qguotations named with pseudonyms and by not specifying the name of the
hospital for confidential reasons due to small sample.

Inclusion criteria: A major depressive episode with psychotic symptoms
which fulfilled the diagnostic criteria of either a unipolar or bipolar disorder
according to the DSM-IV, Text Revision 63164 Participants were also required
to be fluent in Norwegian. Exclusion criteria: Diagnoses of a primary
psychotic disorder (F20-29 in ICD-10), 1Q below 70.

3.2.1.2 Assessments and data collection

| have collected demographics and course of illness variables. For
diagnostics, the Structured Clinical Interview for DSM-IV Axis | Disorders
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(SCID-1) 1% was administered to participants by experienced research
personnel trained at TIPS during the hospital stay. Psychotic symptoms were
assessed and verified using the Positive and Negative Syndrome Scale
(PANSS)® first week of hospital stay. Good interrater reliability for SCID-I
and PANSS has been achieved within the research group 1°®.

When each participant was approaching his or her time of discharge, |
conducted a semi-structured interview. The interview guide contained open-
ended questions such as “What do you think triggered your thoughts and
plans about dying?” and “What kind of feelings accompanied these unusual
experiences?”, “What was the turning point? Was it relief of psychotic
symptoms or other factors?” and “How did your perception of yourself
change?” The interview guide was revised after two pilot interviews to omit
the word “suicide”, as participants did not always see their life-threatening
situations in the psychotic episode as a suicide attempt.

However, the complexity was rich, and not all perspectives under each
category could be described in detail. Analytic themes were discussed in the
group throughout the analytic process by the research team to ensure
feedback and credibility of the themes.

Data were collected in a stepwise manner in paper 1, in order to adjust the
interview guide and research focus according to what emerges as main
important experiences by the informants. The interview guide was revised
after two pilot interviews. The word “suicide” was omitted as it appeared not
to comprehensively cover the nature of the life threatening situations
participants reported finding themselves in. First two interviews collected
and analyzed, followed by a new data collection and analysis of three
interviews. The four last interviews did not alter our category classification.

The sample size was assessed to be adequate due to rich data to answer the
research question. We had a narrow aim, dense specificity and a strong
dialogue, and at the point of nine analyzed interviews, the developed
categories were large and rich enough for thorough description of the

experiences investigated.
The concept of “information power” 1% is more specific than the often used

term “saturation” to describe characteristics of a sufficient data material in
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gualitative research. In study two, all nine interviews were conducted before
starting the analytic process. Information power was assessed to be achieved
also here €,

3.2.1.3 Qualitative analysis

Before the initial coding of two interviews in paper 1. Helle Schgyen,
Margrethe Aase Schaufel and | separately read the interview transcripts and
met to identify themes together. Analysis proceeded through the following
stages: (1) reading all of the material to obtain an overall impression,
bracketing preconceptions; (2) identifying and coding units of meaning
representing different aspects of the participants’ psychotic experiences
which were linked to suicidal behaviour; (3) abstracting and condensing
meaning within each of the coded groups; and finally (4) summarizing to
generalized descriptions and contents the material within each code group,
to reflect the most important psychotic experiences relevant to suicidal
behaviour as reported by the participants. .

In paper 2, we didn"t have a stepwise data collection and analysis, all
interviews were analyzed together. We therefore could not examine in more
detail perspectives that should have been illuminated more. Themes and
development of categories were anyhow discussed in the team.

The original aim of this project is to explore patients' subjective experiences
of hospitalization and treatment, and whether and how psychotic symptoms
influenced their suicidal behaviour.

During analysis we found the aims were too wide, and the information rich.
We then split the aim into two sub aims.

3.2.13.1 Paper 1

We looked at the research question “Do depressed patients experience that
psychotic symptoms influence their suicidality, and in case how?”

We conducted a stepwise analysis. The themes “directed” and “chased”
were identified as a category from the first two interviews. The themes
“trapped” and “deprived mental control” developed gradually throughout
three successive interviews in the second analytic round.
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The phenomenon of being “trapped” was first identified as a broad theme
and described how patients were victims of the psychotic processes.
Psychosis appeared as chaotic experiences affecting both thoughts, emotions
and life situation. These descriptions were included both delusions, chaotic
and irrational thoughts. Throughout the analytic process to develop
categories, it was difficult to categorize those all-consuming experiences of
entrapment and relation to suicidal behaviour. The “deprived of mental
control”- category emerged when we divided the delusions from other
thought disturbances affecting suicidal behaviour. In the “trapped” category,
we still placed thoughts about death were influenced by depressive
delusions and an experience of self-loss. The trapped category described
more planned deaths, even though justifications based on delusions. The
“deprived of mental control” category was included descriptions of thought
disturbances leading to impulsive behaviour. Patients described being an
“action mode” without anticipate potential consequences was a different
phenomenon than being influenced by delusions. In addition, description
why patients were underreporting both psychotic experiences and suicidal
behaviour was better coded in “deprived mental control”.

Even though, we had to accept that the content of our four categories clearly
overlapped. One example is being “directed” by command hallucinations
also describe phenomena of being left bereft of mental control. The four last
interviews didn’t alter our category classification.

Figure 1 illustrates keywords during the development of categories, as well
as the non-linearity of the analytic process. Codes are malleable and vary in
the course of analysis. Analysis was performed stepwise, with new individual
interviews supplementing the sample. Categories and findings were
developed from the empirical data using editing analysis style.
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dangerous thoughts processes disappear
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Figure 1 Overview of analysis in paper 1.

3.2.1.3.2 Paper 2

In paper 2, we did not conduct a stepwise analysis. All interviews were
analysed altogether. The analytic process took place over 4 years with low
intensity and time spent on this project, and further 2 years before
publication. It was complicated to categorize effect on suicidal behaviour
regarding multiple interventions during hospital stay. Patients did not always
say direct which intervention worked, and KJF not actively asked specifically
about experiences regarding various interventions.
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The original research question was: “What was the turning point?” meaning
what contributed to turn the suicidal behaviour. Existing qualitative studies
regarding psychotic depressed inpatients were totally lacking. We wanted to
focus on a defined mental state, on symptoms and interventions during
hospital stay.

Our preunderstanding was the importance of security measures on the ward,
but also to take control in chaos by multiple treatment interventions. Our
research question was narrowed to try to focus on treatment interventions
during hospital stay. That included interventions that relieved symptom load,
and to physical barriers that stopped or abrupt suicide attempts.

During the process, we found it difficult to distinguish interventions relieving
psychotic symptoms from other suicide prevention strategies. We did not
examine specific treatment interventions but allowed participants to talk
freely about factors they experienced as having an impact. The themes of
“protection” and “finding a hiding place” appeared early in the analytical
process, while how to code and differentiate the non-medical aspects and
medical treatment gradually developed throughout the analytic process. In
the start of the analytic process, we had the theme “regained mental
control”, that constituted experiences of both non-medical and medical
interventions. At that point, we did not find it necessary to describe the
interventions, but rather categorize in themes how several different
interventions turned suicidal behaviour/relieved symptoms.

During the analytical process, we revised the research question to: How do
psychotic depressed patients experience recovery of suicidal behaviour
during inpatients treatment? The aim was to investigate the prevention of
suicide in individuals with psychotic depression, based on their experience of
acute hospitalization.

KJF and HKS found the medication findings of importance, and MAS
emphasized empathy and talk. Discussing what this paper adds to existing
knowledge, it was not previously described experiences of acute
psychopharmacological treatment in hospital for patients diagnosed with
psychotic depression. Although it may seem obvious, patient’s experiences
of acute treatment and relation to suicide prevention add knowledge to the
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field. We narrowed our focus on treatment in hospital, and not i.e., the
importance of support from family members during hospital stay.

The research question was defined as “To explore whether and how
hospitalization in the acute psychotic phase reduces suicidal behaviour.”

Figure 2 illustrates keywords during the development of categories, as well
as the non-linearity of the analytic process. Codes are malleable and vary in
the course of analysis.

suicide attempts
being physically
interrupted or
prevented

were prevented
from acting
impulsively

receiving medical
received medical treatment to
treatment for alleviate
talk and unbearable unbearfa\ble
support symptoms suffering

finding refuge
got a hiding place where they behind locked

Regained .
could start over again doors

control .
Controlling chaos by external

means; routines, restrictions receiving guidance
and conversations to redefine their
identity and

Medicines situation

ECT

Figure 2. Overview of analysis in paper 2.

3.2.2 Research setting for paper 3 and 4

This work was part of the prospective cohort study Suicidality in Psychiatric
Emergency Admissions (SIPEA) run by the Department of Psychiatry,
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Haukeland University Hospital, Norway. The study cohort consisted of 7000
unique patients, and 18.000 admissions consecutively admitted to the
Psychiatric Emergency Department at Haukeland University Hospital from
May 2005 to June 2014 5253167 Haukeland University Hospital covers a
population of approximately 400,000. The work resulted in paper 3 and 4.

3.2.3 Participants

In paper 3, patients were included from the SIPEA cohort if they fulfilled the
ICD-10 criteria for a depressive episode as part of unipolar or bipolar
disorder as a primary or secondary diagnosis. Patients with a primary or
secondary diagnosis of F20—29 (Schizophrenia, schizotypal and delusional
disorders), and patients with a diagnosis of F31.8 (Other bipolar disorders),
which does not include a psychosis sub-specifier, were excluded from the
study. In total, 1846 patients were included. In paper 4, we included a mixed
diagnostic sample of 7000 patients. 38.5% were sectioned, i.e., admitted
involuntarily.

3.2.3.1 Assessments

All raters, both clinicians and trained research assistants, were part of the
staff at the hospital where the participants were admitted. They collected
and coded demographic and clinical data on admission as a routine clinical
evaluation. After admission and assessments in the acute ward, patients
were then either moved to other hospital ward or discharged. All data used
in paper 3 and 4 were collected in the acute ward.

In cases with several admissions during the study period, we used data from
the most recent admission.

3.23.1.1 Demographics

Clinicians and trained research assistants collected and coded demographic
and clinical data.

46



Methodology

3.2.3.1.2 Diagnoses

In the acute admissions ward, psychiatrists, residents under supervision or
clinical psychologists assess for clinical ICD-10 diagnoses and further
treatment needs.

According to ICD-10%3, core symptoms of a unipolar depressive episode is
depressed mood, loss of interest or pleasure and decreased energy.
Accompanying symptoms are loss of confidence and self-esteem, self-
reproach /inappropriate guilt, thoughts of death or suicide, diminished
ability to think/concentrate, agitation or retardation, sleep disturbance of
any type and change in appetite. Severe unipolar depression includes 3 core
symptoms and minimum 5 accompanying symptoms. Duration at least 2
weeks, no underlying organic cause and no previous episodes of hypomania,
mania or mixed symptoms. Severe depression with psychotic features (F32.3
& F33.3) meets criteria for severe unipolar depression, include presence of
delusions and/or hallucinations and/or stupor, and does not meet criteria for
schizophrenia /schizoaffective disorder. In a severe depressive episode with
psychotic symptoms as part of a bipolar disorder (F31.5), similar diagnostic
criteria for a depressive episode with psychotic symptoms as in unipolar
depressive episode must be fulfilled (F32.3). In addition, diagnostic criteria
include one or more episodes lifetime with mania or hypomania.

We have chosen to compile uni- and bipolar patients in the same statistical
analyses, as severity criteria for a depressive episode including criteria for a
depressive episode with psychotic symptoms is coincident for both uni- and
bipolar disorders.

Patients with a diagnosis of F31.8 (Other bipolar disorders) were excluded
from paper 3, and not included in the group of patients diagnosed with
depression in paper 4 (appendix). This is because the ICD-10 diagnosis does
not include a specifier whether the current episode was a hypomania or a
depression, and not include a psychosis sub-specifier.

3.2.3.1.3 Suicidal behaviour

Clinicians made qualitative assessments of current suicidal behaviour over
the past seven days, using a standardized rating form in which only one of
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the following items (the most severe) could be rated positive: no suicidal
ideation, passive death wishes, suicidal ideation, suicide plans made, self-
harm without suicidal intent, and suicide attempt. Suicide attempt would be
considered the most severe, and no suicidal ideation would be considered
the least severe. In this study, we use the following definition of self-harm in
SIPEA: Self-harm without suicidal intent, excluding intention to die. This
commonly involves self-poisoning with medication or self-injury by cutting.
All available information was used to code this variable, including the
patient’s self-report, information from referring physicians, and information
from any known somatic hospital admissions for suicide attempts or self-
harm.

3.23.14 Montgomery—,&sberg Depression Rating Scale

Intake clinicians rated symptom severity using the Montgomery—Asberg
Depression Rating Scale (MADRS), which consists of 10 items rated for
severity on a Likert ordinal ranging from 0 to 6. The scale is an adaption of
the Hamilton Depression Rating scale and has a greater sensitivity to change
over time (APA). The total score may be seen as indicating mild (12—-20),
moderate (21-29), or severe depression (> 30). The observation time for the
MADRS was the previous 72 hours. MADRS is extensively used worldwide in
clinical research to assess severity of depression and have good reliability
and validity 168170,

3.2.3.1.5  Health of the Nation Outcome Scales (HoONOS)

Mental health status were assessed using the Health of the Nation Outcome
Scales (HoNOS) "%, a scale widely used in clinical practice and research for
over 20-years 172, A review of psychometric properties found the
instruments' validity to be good, and the reliability adequate 3.

This scale covers mental health status and social functioning and was
administered by clinicians on the admission day. It consists of 12 items
(scales), recording information about the last 14 days including admission
day: Aggression, Self-harm, Drug or alcohol use, Cognitive problems, Physical
illness and disability, Hallucinations and delusions, Depression, Other mental
and behavioural problems, Problems with relationships, Problems with
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activities of daily living, Problems with living conditions, and Problems with
occupation and activities.

Each item/scale is scored on a five-point scale representing maximum
severity over the rating period (0O=no problem; 1=minor problem requiring no
action; 2=mild problem but definitely present; 3=moderately severe
problem; 4=severe to very severe problem). Health of the Nation Outcome
Scales item 7 “problems with depressed mood” was used as a measure of
affective state, and a cut-off score of 3 was chosen to indicate “severely
depressed mood”. These scores are 7*: Score 3 Depression with
inappropriate self-blame; preoccupation with feelings of guilt, and Score 4
Severe or very severe depression, with guilt or self-accusation. Symptoms are
rated at scale 7 irrespective of diagnosis. Rating instructions focus on the
cognitive, affective or behavioural aspects of depressed mood (e.g., loss of
interest or pleasure; lack of energy; loss of self-esteem; feelings of guilt).

HoNOS item 7 has been evaluated in one German study investigating 132
adults with depressive disorder, finding that HONOS differentiated
significantly between patients with moderate versus severe depression at
baseline (p<0,05) .

3.2.3.2 Statistical Analyses

3.23.21 Outcome

We obtained suicide data by linking each patient’s 11-digit birth number to
the Norwegian Cause of Death Registry (CDR) up to December 31, 2015,
representing a mean follow-up time of 5.5 years. The CDR contains
information about Norwegian residents death, both in Norway and abroad,
and has a completeness rate of > 98% 176,

Suicide was primary outcome for both paper 3 and 4. At follow up in Dec
2015, median 5.5 years, 988 patients (14%) were dead, all causes, including
152 patients (2.2%) dead by suicide (unpublished). At one-year follow up,
101 patients were dead by suicide (paper 4, in review).
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3.2.3.2.2 Paper 3

As a rule of thumb, the number of outcome events per predictor variable
should be 10 or more in Cox regression models ”7. We used 6 predictor
variables in the main analysis, and the number of outcome events (deaths)
was 48. This resulted in 8 deaths per variable, which is not ideal from a
statistical point of view. However, Vittinghoff et al. ¥’ concluded that 5-9
outcome events per variable are usually sufficient. Cox regression analyses
were used to investigate six predictor variables (depression with psychosis
vs. non-psychotic depression, reporting suicide ideation/plan, non-suicidal
self-harm, suicide attempt, men vs. women, and MADRS sum score). There
were included in the first step based on a priori hypotheses. In a second step
the variable measuring passive death wishes was entered. This failed to
statistically significantly improve the model, thus we the results from the first
step are reported. Correlation analyses of predictor variables indicated that
multicollinearity was not present. In a sub-analysis including only patients
diagnosed with a severe depressive episode as part of a unipolar or bipolar
disorder, we used the Kaplan-Meier Wilcoxon test to compare those with
psychosis to those without psychosis.

All tests were two-tailed and a P-value < .05 was considered statistically
significant. SPSS software (v. 24; IBM SPSS, Armonk, NY, USA) was used in all
analyses.

3.23.2.3 Paper 4

Descriptive analyses were used to describe clinical and demographic
characteristics of the participants at admission. Sl and SA were categorical
variables: present or not. 4175/7000 had score 0 on both variables. Time to
suicide was analysed with the Kaplan—Meier method to provide survival
probability within the first year following admission. We censored patients if
they died of other reasons than suicide. Cox Regression Models (missing data
on 177 subjects; N= 6823) were fitted with time to suicide as outcome. There
is no consensus regarding a definition of “Imminent” suicide risk. We defined
one-week follow up as imminent, and up to 1 year as short-term timeframe.

Predictors chosen were based on hypotheses from our qualitative study and
clinical experience that near-delusions would predict imminent suicide risk,
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and reported suicidal ideation would not. In addition, in line with the Suicidal
crisis syndrome model, we assumed high depressive symptom severity to
predict imminent suicide risk. Predictors in the first model were a diagnosis
of depressive disorder within the F30-39 chapter of the ICD-10 (see
appendix), suicidal ideation and attempts. Because of the low base rate of
the outcome variable (completed suicide, i.e., 10 suicides after 7 days), the
number of predictors per model had to be limited to three. The second
model included the predictor from our second research aim; severely
depressed mood, suicide ideation and attempt. A diagnosis of depressive
disorder was excluded, as it did not contribute to model 1. To conclude we
conducted a new Cox regression with only diagnosis of depression and
Health of the Nation Outcome Scales item 7 (model 3).

Analyses were repeated for the imminent (within one week) and short-term
(two weeks, one month, six months and up to one year post admission)
follow-ups. At the one-year follow up, we added gender as predictor
variable. This was in order to adjust for gender, as male gender is a well-
established risk factor for suicide during inpatient stay and shortly after
discharge %4%56:57.64 70 A|| tests were two-tailed and a P-value < .05 was
considered statistically significant. We used the statistical software R 1’8 for
all analyses.

3.3 Secondary analysis

The objective in this PhD project was to examine the complexity of the
overall research question of relationship of psychotic depression and suicide
behaviour. The original data consisted of three samples (1 sample with two
sub-studies), and 2 different samples from the same prospective cohort
study). We collected main thematic findings from all four studies with a
mixed methods approach.

| used some elements from “Integrative review” to synthesize both
qualitative and quantitative findings ’°. The four categories were
constructed by finding common themes and subthemes across all four sub-
studies.
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Table 1 Overview of samples in the secondary analysis

Sample 1 2 3

(Paper 1 and 2) (Paper 3) (Paper 3)
Unit of Patient Clinical assessment and registration
analysis experience
Participants 9 patients 1846 patients 7000 patients
Data - Individual - Demographic variables (education level,
collection interviews income, marital status, housing, gender, age)
methods - Demographics | - Assessment of suicidal behaviour

- SCID-1 - Linkage to the Cause of Death Registry

- PANSS - ICD-10 diagnosis

MADRS HoNOS

Importantly, paper 1 and 2 draw upon the perspectives of patients’
experiences, and paper 3-and 4 incorporate clinical data from a prospective
cohort study. Outcome was different, as the qualitative part examined
suicidal behaviour related to psychotic experiences in living patients,
whereas paper 3-and 4 have completed suicide as main outcome at follow-

up.
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4 Ethics

4.1 Research as an ethical imperative and an
ethical problem

Despite the body of research published on psychotic depression, depression
and suicide risk in the last decade, no findings have been ground-breaking in
the sense of effecting changed practices in emergency rooms, psychiatric
inpatient treatment, or meaningfully reduced suicide rates for this group.
How to identify potential victims and prevent suicide is of clear importance.
However, suicide research including suicidal inpatients poses multiple
philosophical and ethical questions and dilemmas. Ethical challenges have
resulted in a reluctance among some researchers to engage directly with
patients who may be suicidal 8% 8! with suicidal patients often excluded e.g.
from clinical intervention studies #’. Intervention studies about suicide
prevention for patients with depressive psychosis are thus doubly difficult,
for both ethical and practical reasons 8 18218 |n suicide-specific clinical
trials, psychotic patients are often excluded %,

One reason that persons at high risk for suicide are excluded from treatment
or intervention trials is that the use of “placebo”, waitlist, or minimal-care
groups is ethically problematic given the potential risk that a person might
complete suicide. Furthermore, determining the competency of suicidal
people to provide informed consent to participation in research is
problematic.

Although basic moral principles in medical ethics including respect for
autonomy, non-maleficence, beneficence, and justice 4 is difficult to fully
comply with when planning research projects involving participants with
elevated risk of suicide. Our qualitative study was approved by the Regional
Committee for Medical Research Ethics, West Norway (humber 2012/740).
Even though, the study arises many ethical questions of autonomy and
written informed consent in patients with psychotic depression and doing in-
depths interviews on a vulnerable patient group.

However, this is a case where moral good principles to protect participants
may become the enemy of the good, because this might mean that some
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groups i.e., diagnosed with psychosis do not get investigated at all. Basic
moral principles may conflict with each other, and we need to weigh them
against each other. Our quantitative study raised i.e., questions if it is
ethically justifiable to conduct research without informed consent.

4.2 Ethical positions and narrative ethics

Normative ethics examines standards for the rightness and wrongness of
actions. In the case of psychiatry assuming that we should base our decisions
on medical moral principles like respect for autonomy, non-maleficence,
beneficence, and justice'®. However, | will limit this current discussion to
describing the key aspects of consequentialism and narrative ethics.

Consequentialism is a normative, ethical theory describing that a morally
right action is one that produces a good outcome. Consequences of an action
can outweigh other considerations®. The goal is the “greatest good for the
greatest number” or avoid misfortune for as many people as possible
(negative utilitarianism). With a consequence-ethical justification for
recruiting a representative sample of inpatients, we hope to provide clinical
meaningful data relevant for future prevention strategies.

Narrative ethics is an approach that focuses on personal identity through the
life story of the individual, assuming that “Humans are narrative beings who
make sense of themselves, others, and the world in and through narrative”
185 In suicide research, this supports the necessity of applying qualitative
research to gather in-depth understanding of the patient’s self-
understanding and factors triggering suicidal behaviour, as every patient
have their unique story.
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5 Results

5.1 Paper 1: Psychotic depression and suicidal behaviour
186

The aim was to investigate how severely depressed individuals experienced
the relationship between psychotic symptoms and suicidal ideation and
behaviour. Main outcomes were accounts of participants’ psychotic
experiences related to suicidal ideation, plans and attempts.

Four main themes described their experiences during the acute, psychotic
phase. Participants experienced 1) being directed to perform impulsive
potentially fatal actions, 2) feeling hounded to death, 3) becoming trapped in
an inescapable darkness, and 4) being left bereft of mental control. They
described how impulsivity directed by delusions and hallucinations resulted
in unpredictable actions with only moments from decision to conduct. This
paper demonstrated that individuals with severe depression might view
suicide both as a strategy to escape from and as a consequence of psychotic
experiences. Suicide was seen as an escape not only from life problems, but
also from psychotic experiences and intense anxiety. Participants reported
being in a chaotic state, unable to think rationally or anticipate the
consequences of their actions. Their ability to identify and communicate
psychotic symptoms and suicidal ideation and behaviour was compromised,
leaving them to struggle alone with these terrifying experiences. Participants
experienced intense shame due to mood-congruent delusions, in
combination with negatively grandiose delusions about their impact on those
around them. The accompanying anxiety linked to potential exposure of this
shame, or delusions of being exposed, was associated with withdrawal and
avoidance rather than with communication and help-seeking behaviour.

The findings imply that psychotic experiences override mental control.
Impulsive suicidal behaviour and under communication towards health-
personnel illustrate why suicide risk assessments is challenging. Shame and
paranoid ideas towards hospital staff are possible hindrances for self-report.
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5.2 Paper 2: Preventing suicide among psychiatric
inpatients with psychotic depression %’

This paper involves the same interview material as in paper 1. The aim was
to investigate which factors individuals with a psychotic depression
experience as preventive of suicide while being hospitalized. Four main
themes emerged in accounts of participants’ experiences of suicide
prevention measures and treatment, and how these affected suicidal
ideation, plans, and attempts. Participants experienced (1) suicide attempts
being physically interrupted or prevented; (2) receiving medical treatment to
alleviate unbearable suffering; (3) finding refuge behind locked doors; (4)
receiving guidance to redefine their identity and situation. At time of
discharge, participants reported no psychotically motivated suicidal
thoughts. They described a new, insightful self-view and acknowledged
having been severely mentally ill. Empathic and caring attitudes in hospital
staff are crucial in order to gain patients' trust and for patients to accept
help. Patients emphasize that having time to talk is crucial to this process.

Participants in our study described psychosis as stripping them of their
autonomy for as long as it lasted, leaving them unable to make rational
choices or take care of their own basic needs.

This study demonstrates how several individuals hospitalized for psychotic
depression experienced pharmacological management of anxiety, psychosis
and insomnia, ward security measures and time to talk as necessary to
prevent suicidal behaviour in an acute, psychotic phase. These interventions
helped alleviate their intense suffering as well as reducing suicidal ideation
and behaviour.
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5.3 Paper 3: High scores on the MADRS depression rating
scale and psychotic symptoms predict suicide: -A
prospective cohort study of psychiatric acute ward
patients 5

In this paper, we wanted to investigate the role of depression severity in
suicide risk, by studying the predictive value of psychotic symptoms and
depression scale scores, controlled for suicidal behaviour and gender.

Data was collected from the prospective cohort study SIPEA (Suicidality in
Psychiatric Emergency Admissions). Inclusion criteria were an ICD-10
diagnosis of unipolar or bipolar depression with a current depressive episode
(N= 1846), with depression severity measured by the Montgomery—Asberg
Depression Rating Scale. Patients were assessed for suicidal
ideation/planning, self-harm, and recent suicide attempts on admission. 46
patients died by suicide during the follow-up period, 30 (65%) within the year
following admission. Psychotic depression (P =.014), admission
Montgomery—Asberg Depression Rating Scale score (P = .006), suicide
attempts (P =.021), and male gender (P = .043) significantly predicted
suicide. Suicidal ideation and self-harm did not predict suicide. The
cumulative suicide risk in psychotic depression was 1.7% after 12 weeks, and
3.0% after 52 weeks.

We revealed a dose-response effect of baseline ICD-10 severity criteria for
depression on risk of suicide: Mild to moderate depression entailed 1.7%
suicide risk. A severe depressive episode was associated with 3.3% risk, while
a severe depressive episode with psychosis had a higher risk of 4.7%. We
found no significant differences in suicide risk between unipolar and bipolar
groups (P = .77). Admission Montgomery—Asberg Depression Rating Scale
score predicted suicide (P = .006). We compared MADRS sum scores
between patients who died by suicide to the scores of those who did not.
Group level sum scores differed significantly groups (P = .003), with the
baseline mean sum score of suicide victims exceeding that of suicide
survivors by nearly 4 points in the sample.
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5.4 Paper 4: Imminent and very short-term risk of death
by suicide in 7000 acutely admitted psychiatric
inpatients 188

The aim of this study was to identify factors conveying imminent suicide risk
in acutely admitted inpatients. We conducted a naturalistic prospective
cohort study covering consecutive psychiatric acute ward admissions
between 2005 and 2014 from a Norwegian catchment area. In total, 7000
patients were included.

Data indicated that severely depressed mood was the only significant
predictor the following first week after admission in analyses including a
diagnosis of depressive disorder, suicidal ideation or recent suicide attempt.

A diagnosis of depressive disorder, including both mild, moderate and severe
depressive episodes, did not indicate increased neither imminent nor longer-
term risk of suicide.

Suicidal ideation predicted suicide throughout the follow-up period;
however, when adjusted for severely depressed mood, it did not predict
suicide within the first week. Suicide attempts the last week prior admission
predicted suicide at, and after, one month when adjusted for severely
depressed mood.

After one year, 101 (1.44%) participants had died by suicide. Almost 70%
decedents were men.

We believe that these results may have clinical implications for guiding
decision-making in the assessment and treatment of imminent suicide risk.
We argue that suicide risk assessments in acute settings should be based on
clinical examination rather than interview-based assessments of suicidal
behaviour.
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5.5 Synthesizing the main findings across sub-
studies

Through synthesizing the perspectives of patients’ experiences with findings
from the prospective study based on assessments of clinicians, four main
themes emerged.

Summary: Psychosis and intense affective states increase suicide risk in both
an immediate, short-term and long-term time frame. Patients self-report of
suicidal behaviour has neither in qualitative nor in quantitative studies been
easy to rely on when assessing suicide risk. Findings suggest a psychosis- and
depression focused treatment approach to prevent suicide both during
hospitalization and after discharge.

The table below gives an overview of the synthesis with common themes
and respective paper findings.
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Table 2 Overview of the synthesis

Main theme Psychosis and intense affective states increase suicide risk in both immediate, short-term, and long-
term
Sub theme Psychotic symptoms Intense affective states Self-report of Psychosis- and
increase suicide risk increase suicide risk suicidal ideation is depression focused
not a good measure | treatment approach to
of imminent, short- prevent suicide
or long-term suicide
risk
Patients’ Psychotic experiences | Severe depressed Suicidal behaviour Medical treatment, talk

perspective
Paper 1 and 2

override mental
control

Autonomy
compromised by
intense suffering and
chaos, impulsive
behaviour.

symptoms, intense

anxiety, entrapment,
sleeplessness, shame,
guilt, cognitive chaos,

Remission of psychotic
symptoms reduced
suicidal behaviour

was underreported

with staff and routines
to regain mental
control and reduce
symptom load

Statistical analyses
Paper 3

Psychotic depression
significant predict
suicide.

Psychotic depression
has increased suicide
risk after 1- and 4-weeks
follow-up

Suicidal ideation
does not predict
suicide for the whole
depression group
Patients with
psychotic depression
are significantly less
likely to report SI,
however higher
suicide rates.

Treatment approach
focusing on modifying
psychotic and severe
depressive symptoms.

Statistical analyses
Paper 4

Severe depressive
symptoms (including
psychosis-like ideas of
self-blame) predict
imminent suicide

Severe depressive
symptoms predict
imminent suicide risk

Suicidal ideation
doesn’t predict
imminent suicide
risk

Severely depressed
mood should be
assessed and treated
carefully
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6 Discussion of main findings

6.1 Psychotic symptoms increase suicide risk

Psychotic depression significantly predicted suicide (P = .014). Those with
psychotic depression had a suicide risk of 1.7% after 3 months following
admission, 3% at one-year follow up, and almost 5% after 5.5 years follow-up
®4, Our findings are in line with two existing reviews, which have already
established that unipolar psychotic depression predicts long-term suicide
risk?> %°, However, these reviews did not include any prospective or
retrospectively defined time points/intervals to determine the imminent- or
short-term suicide risk of psychotic depression and found very limited data
for evaluating short-term suicide risk. Short-term suicide risk of psychotic
depression was not either calculated in the huge prospective study by
Aaltonen ® The important new finding of the current thesis is that a higher
proportion of patients with psychotic depression compared to non-psychotic
died by suicide at every time-points following admission, including short-
term (1, 4, 12 and 26 weeks) following admission. Our findings may thus
inform clinical practice for inpatient treatment, with particular attention paid
to this group, as well as how we prioritize outpatient treatment after
discharge because of the high risk for relapse of psychosis in future
depressive episodes °,

The qualitative studies in this thesis also provide another conflicting
hypothesis of short-term risk: The statistical association between psychotic
depression and suicide risk may be even stronger than it appears, given that
participants reported significant difficulties in acknowledging, interpreting,
and talking about psychotic experiences when they occurred.
Underreporting of such symptoms may lead some to be wrongfully
diagnosed as non-psychotic. Two of the participants in fact described
psychotic symptoms as coinciding in time with their suicide attempt. Had the
outcomes of their attempts been fatal, their psychotic symptoms before
death would never have come to light. Findings are in line with Rotschild
describing the psychosis to be subtle, intermittent, or concealed . Clinicians
or researchers may sometimes fail to detect psychotic symptoms present
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immediately preceding a suicide, thereby risking underdiagnosing, which
might again bias studies examining clinical risk factors for suicide.

Our qualitative findings also highlight how psychotic symptoms may trigger
impulsive suicidal behaviour %87 psychotic experiences and intense
suffering may combine to override perceived mental control, leading to
impulsive suicidal behaviour as well as potentially life-threatening situations
and accidents. Our findings indicating that a wide range of psychosis
symptoms affected suicidal behaviour in the imminent/acute phase may help
us understand the reason behind increased suicide rates in the acute
psychotic phase and why it is higher than for non-psychotic depressed.

The overall symptom complex described in papers 1 and 2 was one of chaos,
stress, anxiety, and experience self-loss without an awareness of prevailing
severe mental illness. Existing neuroimaging and neuropsychological
research have found a stress-responsive hypothalamic—pituitary—adrenal
(HPA) axis and a cortico-limbic dysfunction in psychosis, depression and in
suicide attempters 8919 and leading to hypofrontality and impulsive
behaviour. These completely different research approaches, qualitative
studies and neuroimaging and neuropsychological research provide findings
not strictly comparable, but interestingly describe the same phenomena of
loss of control over emotional regulation, planning, problem solving and
regulation of impulses. Our findings illuminating impulsivity as central for
suicidal behaviour are in accordance with research proposing impulsivity as a
risk factor for suicidal attempts across diagnostic boundaries 110 194

Participants in our study described an intense feeling of shame in
combination with delusions about their negative impact on those around
them. This motivated them to want to die. They also described deep inner
ambivalence with a fear of dying coinciding with suicidal behaviour. The
diagnostic criteria of psychotic depression, with its emphasis on positive
symptoms over cognitive and disorganized ones, do not seem to cover the
wide range of symptoms described by the participants in the study. This may
lead the clinicians not to search for and validate these symptoms as a part of
the psychotic state.

The subjective descriptions of the psychotic state included in this thesis may
also increase understanding of why this state is difficult both to diagnose and
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the risk of suicidal behaviour. Paranoid ideas prevent both help seeking and
connecting with staff. Psychosis affects both the brain- and core emotional
experiences, preventing self-insight and resulting in an entrapped state.
Suicide in the mind of a psychotic person can thus make remarkably good
sense as a way to escape this inner prison. Our findings thus support
hypotheses that delusional processes may transform suicidal thoughts to
completed suicide 25 8,

Our qualitative findings of residual psychotic symptoms at discharge may
also explain both increased short-term risk and post-discharge suicide.
Findings of increased length of stay in paper 3 in psychotic depression
compared to non-psychotic depressed, also show that patients with
psychotic depression have a poorer clinical course when compared with non-
psychotically unipolar depressed patients ¢ %223 indicating more time spent
in this high suicide risk state.

Findings of cognitive symptoms in the acute psychotic state are in line with
results from quantitative research of poorer daily functioning and
neuropsychological deficits 2%, Neuropsychological deficits are not
described in detail diagnostic criteria in ICD-11 beyond that “psychomotor
retardation, or stupor so severe that ordinary social activities are
impossible”®. This may lead clinicians to overlook that these symptoms and
psychomotor agitation that may follow a psychotic depression, and lead to
impulsive behaviour and compromised autonomy. In DSM-11 2, the psychotic
symptoms are described as delusions and/or hallucinations that are
frequently consistent with depressive themes of guilt and worthlessness. Our
findings complement neuropsychological research and provides an ethical
imperative to protect this patient group with psychotic depression in the
acute, psychotic phase when their cognitive autonomy is impaired.

Our findings challenge our view of suicide as an individual choice.
Participants describe intense anxiety and fear of death at the same time as
they may engage in “unconscious” suicidal behaviour. These findings have
implications for clinicians when assessing criteria for involuntary
hospitalization for patients with psychotic symptoms.

Paper four found that severe depressive symptoms including feelings of guilt
or self-accusation predicted suicide at one-week follow-up. Even if scores 3
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and 4 on HoNOS measure (inappropriate self-blame; preoccupation with
feelings of guilt) are not defined as psychosis specific in HONOS, firmly held
overvalued and unrealistic ideas are per definition a delusion.

Our qualitative study illuminated interesting aspects of the association
between self-understanding/awareness and shame experiences during
depressive psychosis. Participants described believing they were subject to
the incredibly negative attention of others, which | understand as «negative
grandiosity». Grandiosity is thus not the total opposite of a depressive
state/position: Dying can be a kind of sacrifice made in the name of love.
«Negative grandiosity» thus may be a warning sign for suicide risk, since law-
abiding and conscientious people do not want to harm loved ones, even if
they believe avoiding this can only be achieved by suicide. The
transdiagnostic phenomenon of severe depressed symptoms with (near)
delusional content, highlights the importance of identifying and treating
delusional thought content, including shame and self-blame, in acute
settings. Major mood and psychotic disorders are not static, sharply defined
ilinesses with separate etiologies and courses, but rather syndromes that
overlap and develop in stages 1°>1%_ A clinical staging model, with stages
determined by severity of symptoms in several dimensions, as well as
distress and disturbances in functioning, may bring us closer to more
transdiagnostic clinical tools for assessing imminent suicide risk.

In line with diagnostic criteria in ICD-11 and DSM-5, we found no correlation
between severity of depressive symptoms and psychotic symptoms 1729,
suggesting an individual variation in susceptibility to psychosis during mood
episodes, which is at least in part divested from severity.

6.2 Intense affective states increase suicide risk

Our studies revealed a variety of symptoms in time-near relation to suicidal
behaviour and suicide. Paper 1 and 2 found descriptions of intense anxiety,
panic attacks, insomnia, bodily pain, loss of mental control and severe
depressive symptoms including thoughts of shame and guilt, leading to
intense suffering. This supports results from quantitative research finding
anxiety and agitation %1% psychosis 8 1%, impulsivity !*° and intense
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84,104, 105, 111, 112 42,71

affective states including depressive symptoms and sleep

problems 16108 3¢ clinical warning signs for suicidality.

We also found the experience of relational and existential isolation to be
reported as immediately preceding a suicide attempt. The narratives of
entrapment and isolation may increase our understanding of how death may
seem like the only way out. These experiences of being entrapped have
similarities with theoretical perspectives of suicide as an escape from an
entrapped state 2°! and Suicide Crisis Syndrome, where entrapment is a
central criterion in the presuicidal state 1% 120,202,

High scores on depression rating scales (Both HONOS item 7 and MARDS) are
compatible with elements as including ruminative flooding and emotional
pain and entrapment Suicide Crisis Syndrome (SCS) 11120, suggested suicide
warning signs by Rudd * and “intense affective states” 2. Our project adds
the first test of these variables with suicide as main outcome. Severe
depressive symptoms including inappropriate self-blame and guilt may a
factor in the transition from suicidal ideation to behaviour, as HoNOS item 7
was found as a significant predictor for suicide first following week after
clinical evaluation at admission. Intense affective states like that assessed by
HoNOS item 7 may be modifiable by treatment over the course of an
admission and after discharge. As such, item 7 by HONOS may be relevant for
future suicide risk assessment tools. Madsen et al *? proposed for future
studies of large study samples focusing on modifiable predictors over the
course of an admission, such as hopelessness, depressive symptoms to
develop future risk assessment tools, and with this project, our studies may
expand the evidence base.

In Paper 3, the severity of depressive symptoms as measured by MADRS sum
score predicted suicide. We also found a dose-response effect of both
baseline ICD-10 severity criteria for depression and suicide risk. High scores
on MADRS both with or without psychotic symptoms may be viewed as an
intensive affective state; 2. The finding of dose-response effect of baseline
ICD-10 severity criteria on risk of suicide are otherwise in line with other

studies following previous hospitalized patients with a depressive episode *
32,68
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Contrary to our expectations, we found in paper 4 that samples of patients
with affective disorders did not have a particularly high suicide rate
compared to other diagnostic groups. Results are however in line with
findings in a major systematic review of patients discharged from inpatients
treatment 3. Findings that 24.7 % of total suicides occurred in the group of
substance abuse (table 1, paper 4), constituting a suicide rate of 2% after one
year, supports a recent Norwegian prospective study of discharged
inpatients which also found higher suicide rates in substance abuse disorders
compared to affective disorders ®°. Another Swedish sample of 18684
individuals, similarly found the highest suicide rates among substance use
disorders after one month . Severe symptom load and intensive affective
states assessed by HONOS 7 is not present only in patients diagnosed with
affective disorders. Table 1 in paper 4, illuminate that 35.6% of suicide
victims score >2 on HoNOS item 7, however only 15.8% of suicide victims
also received a diagnosis of depression. In other words, 20% of suicide
victims had severe depressive mood as assessed by HONOS 7 but were not
diagnosed with a depression. Substance abuse may be a comorbid disorder,
not excluding depressive disorders, and especially in male substance abuse
patients, depression may be underdiagnosed and undertreated. Men are
generally thought to be underdiagnosed for depression, which may again can
be a reason for their increased suicide rates **°. The diagnostic practice and a
clinical snapshot in the acute ward may have profound impact for both the
right to treatment, and your likelihood of receiving the right symptomatic
treatment fori.e., depression which may in turn reduce symptom load and
suicide risk & 132 |f your main diagnosis is substance use, you may not get
the lifesaving depression treatment and symptomatic treatment of i.e.,
anxiety and sleeplessness, regardless of depression scores.

Our findings should be taken in favour of considering a more transdiagnostic
view of the phenomenon of intensely negative affective states. Severely
depressed mood may not exclusively be part of a diagnosed affective
disorder. In emergency rooms and when assessing suicide risk for inpatients,
we need to focus on clinical states. Depression scales as MADRS and HoNOS
item 7, may be relevant tools for assessing depression severity, and a
component in suicide risk assessment for both imminent, short- and long-
term suicide risk. Our findings support a review suggesting screening for
depression is relevant in suicide risk assessments regardless of previous
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diagnoses &. Our paper 4 identified severe depressive mood as predictor of
imminent suicide risk, while reported suicidal ideation and a diagnosis of
depression didn't predict imminent suicide risk. This further support the
theory of suicide crisis syndrome that is described independent of diagnoses
and self-report of suicidal ideation 1% 120:202 As no previous studies have
found depression scale relevant for use in suicide risk assessments of
inpatients 882, our finding may add knowledge to the field and warrant
further research.

Our results of increased suicide risk for the mixed diagnostic study
population in SIPEA (1.4 % after one year) support existing research that
highlights the overall increased suicide risk after discharge®. In paper 4, we
found increased suicide rates in diagnostic groups as substance abuse,
psychotic disorders, and mood disorders at one-year follow-up. Variables
other than intensive affective states at admission thus potentially and likely
play a role but were not explored in this thesis. Symptoms identified at
admission are not static. They are more like snapshots, and fluctuate for the
whole study population, regardless of admission HONOS scores. Further
studies should assess symptom development over time to obtain
measurements leading up to the time of any suicide attempts, rather than
relying on a single measurement at admission at last admission before
suicide.

6.3 Self-report of suicidal ideation is not a good
measure of imminent, short- or long-term
suicide risk

6.3.1 Acute admitted inpatients

Systematically assessment of suicidal ideation and behaviour at admission in
all consecutively admitted acute psychiatric ward patients, combined with
clinical data, have to our knowledge never previously been conducted in a
prospective cohort study. The Colombia-Suicide Severity Rating Scale (C-
SSRS) which is currently being tested ©’, covers suicidal ideation in the past
month, whereas SIPEA only covers suicidal ideation and plans last week,
admission day included. SIPEA thus presents data on more immediately
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present suicidal ideation/plans, over chronic suicidal ideation/plans. Both
SIPEA findings and Bjureberg’s register study ®’ find self-report of suicidal
ideation of limited relevance alone, indicating that it must be combined with
a more thorough clinical assessment.

Patients’ self-report of suicidal ideation in Paper 4 was a less significant
predictor than were severe depressive symptoms in an imminent follow-up
perspective. Even if suicidal ideation is a suicide risk factor in population
studies > 1?7, this factor appears to be of less importance in hospitalized
patients 2. Suicidal ideation still predicted death by suicide at two weeks
and all follow-up time points after. These findings alone however provide
limited clinical implications for suicide risk assessments, given that as many
as 30.9% of patients reported suicide ideation/plans at admission. Our
significant findings that suicidal ideation predicts suicide support existing
research that suicidal ideation/plans predicted suicide in mixed diagnostic
samples >> %7, and our study adds significant findings that this is also true
after only 14 days follow-up as well as later.

Our findings and existing knowledge call into question the entire practice of
suicide risk assessments in acute settings based on patients’ self-report of
suicidal ideation/plans. Special attention when assessing suicide risk should
however be made when recent suicide attempts and male gender. Despite
promising findings of clinical predictors of suicide risk, recent suicide
attempts have the highest hazard ratio in paper 3 and most significant
results after one-month follow-up in paper 4 when adjusted for severely
depressed mood. This support a wide range of existing research of different
study populations *4%5%203 and support recommendations of asking patients
about prior suicide attempts also when patients are acute admitted. Our
findings also replicate male gender as robust risk factors in relation to
inpatient treatment % 42565770 a5 glmost 70% of patients dead by suicide
after one year were men (paper 4), and male gender significant predict
suicide in paper 3.
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6.3.2 Depression group

In paper 3, we found that suicidal ideation/plans did not predict suicide in
the depression group as a whole (median 5.5 years follow-up). Suicidal
ideation is found to be a less important suicide risk factor in affective
disorders 125127 Many clinical studies lack a control group presenting self-
reports of suicide survivors > 1% Qur results thus support existing research
regarding affective disorders, however with a strength of its prospective
design.

6.3.3 Psychotic depression group

Patients with psychotic depression reported less extent suicidal behaviour at
admission, however had a two-fold suicide risk at follow-up compared to the
non-psychotic counterparts. Findings are in line with our qualitative findings
of patients with psychotic depression indicating that they may underreport
suicidal behaviour during the actively psychotic phase of their illness & 187,
Participants in paper 1 described underreporting of suicidal behaviour due to
paranoia towards health personnel, shame and impulsive behaviour. Shame
has previously been highlighted as a significant dynamic factor in suicidal
behaviour 2%, Psychoanalyst Leon Wurmser 2% describes “shame anxiety” as
the fear of dishonour: the fear of being looked upon with contempt for
something we have done, or something we are, and shameful experiences
may be described as “secrets too terrible for words” 2°°. This is illustrated by
certain participants in our paper 1 who experienced intense shame due to
mood-congruent delusions in combination with delusions about their impact
on those around them. The accompanying anxiety linked to potential
exposure of this shame, or delusions of being exposed, was associated with
withdrawal and avoidance rather than with communication and help-seeking
behaviour.

The phenomenon of not cognitive understanding their own suicidal process,
and therefore being unable to communicate this, was also described. The
psychotic world made them not see experiences as symptoms that needed
to be reported, and motivations for dying had an inner logic. An important
clinical consequence is that questions about “suicide” in suicide risk
assessments may be easy to deny especially by individuals with psychosis.
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Both underreporting of suicidal ideation and psychotic symptoms may
mislead the clinicians to assess risk as low, and hinder the right treatment,
security measures and follow-up after discharge. Self-reports include several
biases, both as severe mental illnesses affect brain functions, patients may
not have insight in their mental illness. Reporting inner thoughts and
identifying semiconscious processes requires a great deal of mental control.

Our findings of less reporting of suicidal behaviour in psychotic depression
compared to non-psychotic depressed, is in contrast to a review reporting
increased suicidal ideation in hospitalized patients of unipolar psychotic
depression contrary to non-psychotic depressed 2°. However, studies
referred in this review were small, dated and did not include representative
samples 920729 |n total, studies in the review included 255 patients
(Nelson: 25 patients, Miller: 45 patients, Hori: 93 patients and Woldersdorf:
92 patients), whilst our study of 1846 patients in contrast have higher power
to say something certain about psychotic depression and reporting of
suicidal ideation at admission.

6.4 Psychosis- and depression focused treatment
approach to prevent suicide

All papers lead us to conclude that focus upon identification and treatment
of severe affective states is the most tangible way to prevent suicide during
hospital and after discharge. Intensive treatment and care will potentially
reduce inpatients and post-discharge suicides. Depressive symptoms and
psychotic symptoms may be modifiable factors over the course of an
admission and after discharge. This may contribute to a more optimistic view
of suicide prevention strategies related to hospital treatment.

Paper 1 illuminated that lack of insight into their severe mental iliness and
underreporting of psychotic symptoms may hinder help seeking, may lead to
misdiagnosis after admission, and may not prioritize for inpatient treatment
including providing security measures and hinder psychosis-focused
treatment approach. The study suggested a need for intervening with
intensive treatment and security measures.
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In paper 2, hospital treatment was experienced to have great impact on
suicide risk. The participants underlined the need for both security measures
and a treatment approach focusing on modifying psychotic experiences and
intense anxiety. Patients were helped to control chaos by external means as
routines (sleep-wake cycles, set mealtimes) and conversations. In addition,
by stay on a locked ward, they were shielded from too many sensory
impressions. Several participants in paper 2 reported being protected from
suicidal impulses and imagined persecutors in a secure environment included
locked doors with staff present.

Suicidal behaviour can arise as an impulsive response to perceived acute
stress and suffering %% 110194 One study found that in nearly half of cases, the
period between first current suicidal ideation and actual attempt was only 10
minutes or less 21°. This requires staff to intervene quickly and decisively to
prevent lethal incidents. Even if evidence regarding if locked doors is suicide
preventive is diverging °> 1°3, qualitative studies of psychotic motivations for
inpatients to find locked doors comforting or distressing is lacking 1°2. As
many suicide prevention studies are conducted on mixed diagnostic samples,
this may be one reason outcomes and results diverge. One review suggest
reducing accessibility to the means and possibilities for absconding while
hospitalized 2, whereas a recent large scale observational study comparing
completed suicide rates in hospitals or wards with or without locked doors
failed to find a difference between the two 3. The latter by Huber and co-
workers finding no suicide prevention effect of locked doors was performed
as a large naturalistic observational study comparing open and locked wards,
including patients with all types of diagnoses *3. This may have
overshadowed that some patient groups have had the effect of locked doors
as an intervention, while another groups may have had opposite effect.
Increased understanding of why/how some interventions may be suicide
preventive for some patients, and maybe not effective or even harmful for
other patients seems clinically relevant.

Another hypothesis our study may suggest, is that an intervention may have
suicide prevention effect in an acute phase, while existing studies i.e.,
focusing on locked doors do not divide interventions effect in short and long
terms- effect in reducing suicide risk. Phase-specific suicide prevention
strategies during inpatient treatment seems warranted.
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People experiencing psychosis may need to be protected from themselves,
but the qualitative study emphasize their equally pressing need for
compassion, understanding, containment and empathy even, or especially,
when most ill. Dialogue can also break pathological shame. Being in want of
control is a key issue in the experience of being suicidal is supported by
several interview studies *8. The theme in paper 1 «Bereft mental control»
also illuminates this, as they were in different ways out of mental control,
also because of psychosis, anxiety and sleeplessness. Treatment thus can be
a way of regarding control, both talking, medicines and routines at the wards
etc.

Medical treatment was described to alleviate psychosis, sleeplessness and
intense anxiety (paper 2). Our results are also in line with Bjgrnestad et al,
whose participants with non-affective psychoses described antipsychotic
treatment as helpful in reducing mental chaos and stress during the acute
phase, thus increasing subjective experience of control *°.

This is in line with guidelines and recommendations treating underlying
psychiatric disorders as psychoses, including substance abuse and insomnia
18,132 Eyen though not described as explicitly connected by the patients in
paper 2, improved sleep due to medication was experienced as crucial in
reducing the overall symptom load, including anxiety, agitation, and somatic
pain as well as psychotic and depressive symptoms. This is In line with
researchers suggesting sleep problems as warning signs 196108 As
intervention studies are difficult to conduct because of i.e., ethical reasons
and the very large study population to identify eventual suicide reduction
effects, qualitative studies can provide knowledge regarding effect on suicide
prevention not easily accessible by other research methods.

Paper 2 described that antipsychotic treatment reduced suicidal behaviour,
even if depressive symptoms still were present. At time of discharge,
participants reported no psychotic motivations for suicide, i.e., wanting to
pre-empt imagined certain death, saving those around them from further
destruction, or wanting to obey commanding hallucinations. Our qualitative
findings may complement a review of quantitative data that conclude that
the risk of suicide remains increased until the patient has had remission of
their depressive and psychotic symptomatology .
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In paper 3 and 4, we found high suicide rates both first three months, and
first year following admission related to patients with severe depressive
symptoms, in line with a major review>? and a large national cohort study *’.
Findings support prioritizing follow-up first year and a particular concern the
first months after discharge.
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7 Discussion of methods
7.1 Paper1and 2

7.1.1 Reflexivity

It is of utmost importance to avoid a framework that sticks to the
researchers’ preconceptions ¥ Preconceptions can be defined as researcher
experiences, hypotheses, perspectives, prejudices, and frames of reference
that can influence any part of the research process **1°¢, The role of the
researchers’ preconceptions is important to acknowledge, as it clearly affects
the data collection phase and how to follow-up questions, and how to
interpret findings in the analytic phase. Our first paper describes how we
dealt with this issue. Categories were be developed from the empirical data
while at the same time acknowledging that the theoretical and clinical
understanding by me (KJF) and Helle K. Schgyen (HKS) may have influenced
the patterns identified. HKS and | are specialists in psychiatry, and our clinical
experience was that patients with psychotic depression were at particular
risk of suicide. However, by the inclusion of a third supervisor Margrethe
Aase Schaefer (MAS) whose clinical training was in cardiology, findings were
assessed and interpreted not only from a psychiatric point of view. This
broadened perspectives and brought about critical discussions of traditional
psychiatric views.

In paper 2, our preconception was that patient would say that medicines
helped and that security measures were important. This was based on KJF
and HKS'’s clinical experience and knowledge of, for example, lithium as an
effective symptom-reducing drug. An example of different preconception
and weighting of which findings that provide new knowledge in paper 2, is
i.e., that KJF and HKS found the medication findings of importance, but MAS
found the empathy and talk more important. Also, other co-authors brought
in perspectives from their clinical and research in the fields of psychosis,
recovery processes and suicide research. This broadened perspectives and
brought about critical discussions of our findings and the transferability to
other settings.
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7.1.2 Validity

There is a great responsibility resting on the researcher when doing analysis
and extracting meaning from narrative interviews in such a complex research
field. Validity and credibility in qualitative studies largely determined by the
skills of the researchers’ 211, and guidelines to address validity of the findings
have been made

7.1.2.1 Internal validity

The interview guide was developed based on our preconceptions as we
didn’t find much research to substantiate the questions in the interview
guide. We had a clinical experience leading to a special concern regarding
command hallucinations when they consist of suicide-related commands. We
suspected existential thought content was instrumental in a death wish
arising, and therefore included a question regarding this theme in the
interview guide. We also suspected different pathways to suicidal behaviour
to be highly individual in nature, and especially depending on age, gender,
type of psychotic symptoms, and religious affiliation, criteria we had as a
basis for the purposive sample strategy.

The interview guide contains several closed questions. Even if questions
were conducted in a flexible manner, some aspects may have disappeared,
as there was no opening to answer. On the other side, KIF experienced that
without some closed questions, participants find it hard and chaotic to
describe their psychotic experiences. An important way to open up questions
in this project, was to ask the patient to give a descriptive example if the
participant only answered i.e., “yes” or “no”. Then the genuine psychosis
experience emerged well in the patient's own words.

| conducted interviews during my specialist training in psychiatry and had
extensive clinical experience and personal knowledge of each patient from
the time of enrolment in the study. This may have made it easier to select
relevant follow-up questions during interviews and strengthened the internal
validity of the study.

Rather than basing categories on predefined theoretical concepts, an
inductive analysis was performed, with categories developed from the
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empirical data **°. This helped us to free ourselves from the theory of suicidal
process starting with suicidal ideation and progressing to plans and
sometimes to attempts or completed suicide '3, and the somewhat one-
sided focus on psychotropic drugs as a suicide prevention strategy in
psychiatric research.

In paper 1, the validity of this study is strengthened by findings that were not
consistent with our presumptions: unexpected findings were the participants
did not seem to complete a rational thought and planning process prior to a
suicide attempt, and that some denied suicidal ideation in suicide
assessments, but reported suicidal thoughts after symptom improvement.
Our findings also surprisingly revealed how some of the participants had
motivations and explanations for dying that differed significant from what
they associate with the word “suicide”. The perspective of suicide as an
accident were also not in our presumption, and their preparations on a
“subconscious” level, even we know that patients with psychosis have
thought disturbances. Suicide as a possible accident caused by psychotic
experiences was also a surprising finding.

In paper 2, the interview guide had open-ended questions to avoid leading
questions about medicines and security measures as lifesaving confirming
our preconceptions. We could have had advantage of asked more in detail
and focused about factors that were perceived as effective during inpatient
treatment. Patients in this study also talked of factors outside hospital
treatment, i.e., talk to relatives, friends, employer that we did not include in
the paper, as it was outside the research question.

Validity was strengthened by findings that were not consistent with our
presumptions: The paradox of fearing death at the same time as beingin a
suicidal process, some time on a sub-conscious level, may help us
understand the ambivalence and chaos patients may experience when
receiving treatment and protective measures in hospital. Another example is
where participants describe how psychotic motivations for locked doors
comforting. Hospital became a safe refuge from the outside world, both
physically and psychologically, where the hospital became a hiding place, and
the psychotic motivation for dying disappeared. This was an unexpected
finding not earlier described in existing literature. Qualitative interviews may
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be a tool to highlighting and understanding diverging research findings. i.e.,
how we found that locked doors at the hospital may prevent suicide, when
most studies conclude that locked doors fail to reduce suicide rates %13,
Our findings suggest that locked doors may be experienced as a helpful
intervention for certain patients, and the “counter story” of locked doors not
preventing suicide, needs to be challenged and nuanced. Our “counter
stories” within the study illuminate that everyone experienced the hospital
as a safe haven during the acute phase. Patients themselves pointed
specifically to sleep as the major factor that reduced suicidal behaviour, an
unexpected finding that strengthened the validity.

The use of narratives in qualitative research rises several ethical and
methodological considerations. The characterization of others in the analysis
based on the written material can give the researcher power to define a
reality that is not shared by the research participant.

Another issue is that participants might not however provide truthful
responses, thereby undermining the integrity of the research ¥, One could
assume i.e., they would report that hospitalization was more helpful than it
was, maybe to please KJF who was an “insider”, a member of the hospital
staff as well as a researcher. We tried to overcome this by not recruiting
participants that had ever been in contact with KIF. What strengthen
credibility, was that several participants described negative circumstances at
the ward they were admitted to, and especially the fact that the treating
doctor did not have enough time to talk to them.

7.1.2.2 External validity

Validity and credibility in qualitative studies are to a large extent determined
by the skills of the researchers’ ?'?, and guidelines to address validity of the
findings have been made **°,

The qualitative study involved a small inpatient sample and cannot predict
the distribution or prevalence of these phenomena in inpatients with
psychotic depression. Generalizability in qualitative methodology is on a
theory level only and may provide new hypotheses.
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Our study involved a small sample of hospitalized individuals, for whom the
content of some delusions was contextual and culturally influenced. One
should avoid overemphasis on one or few stories. In a way, the systematic
nature of the qualitative analysis performed using systematic text
condensation 8 helped us in this regard. This method aims for a thematic
analysis across individual participant cases, and is suitable to develop
knowledge about individuals’ perspectives and symptom descriptions in
medical research '*8, The diversity of ages, genders, psychotic symptoms and
religious background represented among participants increases the
transferability of our findings to other clinical inpatient settings in western
health care systems. In e.g., China, where more women than men die by
suicide, they use other suicide methods as pesticides, and there may be
other cultural reasons for suicide not related to mental illness. The
enrolment process and the need to obtain written informed consent during
the first week of hospitalization made it impossible to include some of the
most severely depressed patients for practical and ethical reasons. Thus,
findings are maybe not transferable to most severe ill patients, where their
severe symptoms may have a different and unknown relationship to suicide
risk.

Without thinking about diagnostic criteria for psychosis, in a way we
categorized psychotic symptoms the same way by dividing delusions from
thought disturbances. The transferability is achieved if the reader becomes
familiar with the rich symptoms descriptions and finds some findings
recognizable in his own clinical work. Then the reader can decide whether
the findings are transferable to their context. Symptom descriptions in the
two papers relevant for suicidal behaviour may help e.g., clinicians in
psychiatric outpatient clinics to justify hospitalization of patients with
psychotic depression.

Qualitative studies can support and challenge experimental studies in natural
sciences paradigms ** and vice versa. Our study illuminates that professional
conduct and relation building in inpatient treatment were not only
therapeutic in their own right but could facilitate administration of such
biological treatments. Findings can be relevant when evaluating medical
treatment and electroconvulsive therapy (ECT) in psychotic depression 2% 3%
213 35 suicide preventive. The transferability of the findings is strengthened in
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this PhD project, as some findings are tested by quantitative methods, and
thus can generalize findings. The claim from the qualitative study that
psychotic symptoms may constitute a key factor triggering suicidal ideation
and behaviour is confirmed by increased suicide rates of patients diagnosed
with psychotic depression as described in paper 3. And the conclusion in the
qualitative paper 1 that “Suicide risk assessments based on verbal reports
from individuals with psychotic depression may not always be valid due to
potential impulsivity and underreporting of suicidal ideation”, have a
guantitative follow-up that can generalize findings. Despite reporting less
suicidal ideation/planning on admission, patients with psychotic depression
were at increased risk of suicide (paper 3).

7.2 Paper 3 and 4

7.2.1 Strengths

7.2.1.1 Health care system

In Norway, contact rates with mental health services have been found to be
above 45% in the year before suicide *°. We thus have clinical data on a
relatively large proportion of suicide victims in our catchment area the year
before suicide. The completeness of the Norwegian Cause of Death Registry
is a strength and made it possible to identify and follow every patient after
discharge. Other unnatural death causes as accidents and intoxes; events of
undetermined intent to die, i.e., are not included in the suicide data.
Including only well-defines suicides makes our data more precise.

The SIPEA study provide data on a clinically representative high-risk
population of acutely admitted patients without any exclusion criteria. The
SIPEA study recruited patients at a single hospital and had one project
manager (Liv Mellesdal) for several years in the data collection period. It may
thus have a more unidirectional way of coding. Both the SIPEA study and our
statistical analyses included all patients above 18 years. This is regarded as a
strength as most studies regarding unipolar psychotic depression and suicide
risk have exclude patients above 60 years °.
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7.2.1.2 Design and statistics

To produce clinically useful research findings, we need prospective cohort
studies with short-time follow-up time to identify significant clinical
predictors of suicide.

Prospective cohort studies have been described as more appropriate than
retrospective studies for identifying suicide risk factors, while also being less
prone to bias 1. The SIPEA prospective study include large sample sizes,
longitudinal follow-up, population representativeness, and clinical
assessments from the emergency room. Patients with psychosis, increased
suicide risk and with involuntary admissions were not excluded, which is
often the case in clinical trials #”- 8¢,

Existing studies regarding short-term risk for psychotic depression have small
sizes 889495 Only one study with 42 participants has found an short-term
association between psychotic depression and suicide . Our follow-up
points of psychotic symptoms on suicide risk in the first year after a
depressive episode as part of a unipolar or bipolar disorder is a strength, and
to our knowledge, this has not been studied before in a prospective study.

7.2.13 Acute time perspective

A one-year prospective cohort study with completed suicides at one and two
weeks, and one, six and twelve months to our knowledge has never been
conducted before.

Studies with shorter timeframes are necessary to inform clinical practice,
both during inpatient treatment, but also of discharged patients. The acute
perspective is a strength- both regarding assessing only acute symptoms, and
the short follow-up, thus we can assess some clinical “states” and not only
“traits” regarding suicide risk. We have data on the acute state including
more accurate measurement of severity of depressive symptoms (HoNOS
and MADRS last week, admission day included), and suicidal behaviour last
week. Thus, we do not collect historical data of suicide attempt and clinical
history that may have recall bias.

Our clinical data of diagnostics, suicidal behaviour, and HoNOS represent the
psychiatric acute population at admission; “real world” data generalizable to
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other acute settings. Relation between diagnosis, HONOS, suicidal behaviour
and completed suicide have the most exact data at the first follow up point
of 1 week, even if Cl is broader. Clinical state (HoONOS item 7, diagnostics and
suicidal behaviour) may shift over time after first assessment in the acute
ward. The later follow up points have narrower Cl and p-values, though
results are associated with greater uncertainty regarding clinical utility. This
is the case with all research with long follow-up time, which impede clinical
utility of the findings. | find the greatest strength of the SIPEA material is the
symptom-assessments by HONOS and MADRS that no register study so far
has not been able to provide.

7.2.14 Assessments

Systematically assessment of suicidal behaviour at admission (both
suicidal/ideation/plans, passive death wishes, self-harm and suicide attempt)
in all consecutively admitted acute ward patients has to our knowledge
never previously been conducted in a prospective cohort study combined
with clinical data. However, systematic assessment is done in a smaller cross-
sectional study in Norway ®, and in a Swedish register study of 18684
patients . The Swedish register study however have 20.9% missing on rating
of suicidal ideation/behaviour, compared to SIPEA with very low missing
rates of registered suicidal behaviour (177 of 7000, 2.5%). Whereas SIPEA
register suicidal behaviour with an acute term perspective of presence only
last week, the Swedish recorded suicidal ideation past month and behaviour
past 3 months before admission ®”. SIPEA thus provide data on acute suicidal
behaviour and acute severe depressive mood (by HONOS) before admission,
constituting data to our knowledge not provided before.

It should be noted that the high percentage reporting suicidal ideation in this
SIPEA (30.9% of patients reported suicide ideation/plans) might reflect the
criteria required for admission to acute wards in Norway.
Deinstitutionalization have resulted in more strict criteria for admission in
Norway than a few decades ago, like in many countries in the western world,
leading to increased illness severity among those who are prioritized for
admission %2 |n addition, elevated suicide risk combined with identified or
suspected severe mental illness meets legal conditions for involuntary
hospitalization, and patients reporting suicidal behaviour may thus be
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prioritized for hospitalization over those reporting only depression severity.
When psychotic depression is identified however, patients can more easily
be admitted due to their severe mental state, also under the Norwegian
Mental Health Act mental act, without additional criteria of identified suicide
risk. This selection bias in inpatients may be a factor in explaining our
findings.

7.2.2 Limitations

7.2.2.1 Design/setting and statistics

The SIPEA study is from one Norwegian hospital. A limitation may be some
local traditions i.e., for diagnostics, and which patients the hospital
prioritizes for acute hospitalization affecting generalizability.

One main limitation is a low base rate of suicides, resulting in wide
confidence-intervals in paper 4 especially regarding one and two week follow
up. This prevented inclusion of potential confounders and other candidate
predictors, or interaction effects. We fully agree that other factors, included
unmeasured factors may be associated with suicide risk. Ideally, the SIPEA
cohort should have been even larger. Large, real-world prospective studies,
i.e., multi-site studies ought to be the definitive methodology for validating
instruments as depression ratings scales and identify clinical high-risk
symptoms predicting imminent/short-term suicide risk.

The cohort in paper 3 cohort is smaller and number of events fewer than
register-based studies regarding psychotic depression % 7°. This also meant
we were unable to explore several potential risk factors or protective factors
for suicide which may be pertinent, including age, socioeconomic status
measured by educational level, paid employment, and being
married/cohabitant. A larger study sample may have allowed us to combine
identified predictors of suicide in this study to identify and study a
potentially ultra-high-risk group. We found no difference in death by suicide
when comparing those with and without psychosis from the group with a
severe depressive episode only. This is contrary to a recent review and meta-
analysis which found increased risk of suicide in psychotic depression. * Our
finding may be due to type two error given the small size of the sample.
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Considering our attempts to assess whether suicidal ideation and depression
severity predicts suicide, it is in fact possible that successful interventions
affected our findings. Assuming this was the case, this would limit the
predictive value of our findings. This limitation is shared with the majority of
international research into suicide risk factors. E.g. research using register
data often includes less in-depth clinical data than did the SIPEA project.

7.2.2.2 Acute time perspective

When hospitalized, patients are in a protected period for which they are at
reduced risk of suicide. This may understate imminent risk of variables
chosen in paper 4.

In the SIPEA Study, we cannot know whether patients died by suicide on the
day they were discharged, or during their hospitalization. In paper 4 about
imminent suicide risk, we are thus unable to assess whether these patients
were discharged prematurely.

7.2.2.3 Assessments

7.2.23.1 Diagnostics

Using clinical diagnoses assessment may suffer from a limited diagnostic
validity. Inter-rater reliability for diagnosis and HONOS was not established.
However, three studies validating clinical diagnoses in register data in the
affective spectrum found the highest validity for cases in the severe end of
the spectrum 2> 216, This, psychotic disorders, an exclusion criterion in paper
3, is hopefully in a large extent high diagnostic validity, and the right
psychotic patients excluded from the participant group and patients with
depression and affective disorders as main psychiatric disorder.

Because our sample included both bipolar and unipolar patients, and both
inpatient and outpatient suicides, suicide rates are not directly comparable
to those of other studies.
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Diagnostic instability is a common weakness in longitudinal studies including
ours, as we used the diagnoses at last admission in the inclusion period. Such
instability makes it difficult to examine the specific ways in which psychotic
symptoms induce suicidal behaviour, especially given that we don’t know the
clinical state at the time of suicide. However, clinical examination at point of
suicide is missing in almost all studies.

7.2.2.3.2 MADRS and HoNOS

In our study, test-retest stability and interrater reliability was not tested. In
SIPEA, we only have available MADRS sum score. For future studies, single
items of each symptom are of outermost importance to study warning signs
with suicide as main outcome. Sleeplessness, item four in MADRS, is to my
opinion one item of great research interest.

Score of HONOS and MADRS would have been interesting to have available
at discharge. Then we could have investigated if it were patients without
treatment response during hospital that died by suicide.

In HONOS item 7, score 3 and 4, we don’t know what kind of content of
delusions increase suicide risk, and if near-delusions are mood congruent or
mood incongruent. The assessment gives a relatively superficial measure of
the symptom load, and thus our findings are complemented by the
gualitative part (paper 1 and 2) that provide in-depth knowledge about how
delusions may appear during a depressive episode.

7.2.2.3.3 Suicidal behaviour

Our study evaluated suicidal behaviour at admission, and patients may have
reported more suicidal thoughts/behaviours at a later stage during their
admission. Caution generalizing findings to other none-acute, longer-term
settings.

7.2.23.4 Statistics

Today, most suicide research do many of the same regression analysis, or
even more simple descriptions of their material as we also did, including
diagnostic distribution of the included patients’ material and of suicide
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victims. It is also possible to do more advanced statistic, sequence analyses,
to estimate symptom progress over time before suicide. This is possible for
patients that have been admitted several times in the inclusion period. In
this project, we have relied on one single assessments during the last
admission before an eventual suicide. Statistical sequence analysis of
symptom progression before suicide could have been done, if several
admissions in the inclusion period, and would definitively had added
knowledge to the research field.

7.3 Mixed methods

Most research in suicidology rely on the paradigm of modern natural science
providing empirical knowledge characterized by “objectivity” and
“universality” **’. Many existing studies in suicide research use hypothesis-
deductive or experimental methodology originating from the natural
sciences and the biomedical illness model. Researchers are looking for
statistical associations based on numerical materials. It has been argued that
suicide research would benefit from incorporating elements of the
hermeneutic approach to understand the complexity of human nature and
behaviour 2%, Clinical knowledge in medicine incorporates facts, skills, and
experience -the latter should thus also include knowledge of patients’
subjective experiences as uncovered by qualitative studies. The patient’s
narrative and behaviour including clinical signs are essential for decision-
making by health personnel.

Although major depression and psychotic symptoms have been identified to
be statistical risk factors for suicide in several studies, the specific ways in
which these factors may induce the suicidal behaviour remains largely
unexplained. A deeper understanding may contribute to improve suicide
prevention strategies for affected individuals. Mixed methods research may
provide a better understanding of complex issues and incorporate both
perspectives of “objective” ratings of clinicians in the quantitative part and
“subjective” experiences told by living patients in the qualitative part.

Mixed methods design when investigating the complex association between
psychotic depression and suicidal behaviour thus is seen as a strength.
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It is possible that e.g. a diagnosis of depression and reported suicidal
thoughts and plans would have been even more predictive of suicide in the
guantitative papers if the study participants had not been receiving
psychiatric treatment. Potentially interfering factors may have happened
both during and after hospitalization, and include medical and psychological
treatment, security measures as well general post-discharge care. Results of
quantitative research are to a certain extent outcomes of treatment
interventions and interpretations of the clinicians who coded symptom and
diagnostic variables®®*. In this regard, our paper 2¥” may filla gap in a
method limitation in our quantitative research by increasing our
understanding of how treatment during hospitalization may reduce symptom
load assessed by variables (e.g. psychotic symptoms) at admission, and then
reduce suicide risk.

A strength with the sequential exploratory strategy, is the relatively straight
forward due to clear, distinct stages. Weakness is i.e., very time consuming
especially as both phases were given equal consideration and priority.

7.4 Generalizability of the findings after
secondary analysis of the findings

The qualitative studies provide empirical descriptions of how the unbearable
suffering during the psychotic depression torments the participants both
physically, mentally, and relationally. Our use of rigorous, qualitative
methods has ensured the voice and language of the patients to be heard and
taken seriously and has obtained new knowledge that cannot be detected
through quantitative approaches. The quantitative part reveals the increased
suicide risk by several findings assessing the severity of depressive symptoms
and psychotic symptoms. Even though we can assume some factors that are
associated with increased suicide risk at an aggregate level, it should be
interpreted cautiously and are not necessarily applicable to individual
patient.

Some of the psychotic experiences described in paper 1 and 2 may not only
be relevant for psychotic depression, but also present in other psychotic
disorders. Research suggest a transdiagnostic psychosis phenotype that
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overlaps affective and non-affective psychotic syndromes 218219 both in
inpatient- and population-based samples.
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8 Discussion of ethical issues

Even if we have an ethical imperative to do suicide research, still, this project
also involves ethical dilemmas. | will discuss the ethical dilemmas pertaining
to the planning-, implementation- and analysis-phase.

Overall, | have identified three themes, (1) Autonomy and written informed
consent in patients with psychotic symptoms. (2) Research without informed
consent and (3) Is it ethically justified to undertake narrative interviews on
vulnerable patient populations?

8.1 Autonomy and written informed consent

One commonly accepted principle of health care ethics is respect for
autonomy. This principle is founded in cognitivist ethics, based on the view
that humans have the capacity to make decision based on reason.
Philosopher Hacker describes humans as beings with consciousness,
intentionality, imagination, memory, senses and perceptions 2%, A
philosophical question is whether autonomy presupposes a healthy brain. In
a psychotic depression, neuropsychological deficits are common %%,
personality traits can temporarily change, and especially in the case of
psychosis, severe conflict between reason and emotions appears evident.
Participants in our study described psychosis as stripping them of their
autonomy and insight into their severe mental illness for the duration of
their episode, leaving them unable to make rational choices or take care of
their own basic needs ¥, Psychotic experiences by definition override
mental control. lllogical thought processes dominated, with arguments for
and against suicide at times partly or completely based on delusional
ideation. Psychotic symptoms effectively deprived patients of both
autonomy and insight into potential consequences of their actions.
Autonomy as a prerequisite for research thus have had major consequences
for patients with severe mental illnesses. Patients with psychotic depression
as part of a uni- or bipolar disorder are admitted to hospital, but evidence
base is very weak to guide clinicians in decision making. Thus, the research
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field is not making sufficient progress in developing suicide prevention
strategies affecting a large number of patients worldwide.

While informed consent is a crucial aspect in all medical research, impaired
brain functions as well as psychotic symptoms and lack of insight presents
particular challenges. These impairments can affect patients’ abilities both to
understand and to make fully informed decisions about care and research
participation. Ensuring that consent for treatment is informed, voluntary,
and genuine can thus become difficult. Being suicidal might in itself be
considered as an indicator of inability to give informed consent, as the
inherent devaluation of their own health and safety indicates they are
unable to make a sound judgement about any risks or drawbacks to
participation &,

As representatives of biomedicine, researchers and institutions are charged
with the responsibility of protecting the welfare of currently suicidal subjects
181 The interest of scientific advance in order to help future patients may be
seen as conflicting with this. Researchers can thus be seen as generally
biased to favour societal utility over individual subjects’ rights. However, an
example how this was resolved, was that included patients could withdraw
from the study at any point without consequence, and two included patients
did so, and therefore weren't interviewed at discharge.

In some cases, in clinical practice, upholding the ethical medical principles of
beneficence and non-maleficence means failing to respect a person’s
autonomy to die by suicide. This was illustrated by our inpatient participants
being subjected to hospital security measures, e.g., locked doors and tamper
proof windows. In practical terms, the participants were denied the choice to
perform a suicide, even if they had strong impulses to do so. A moral conflict
thus exists between the respect for autonomy and the staff mandate of
saving lives, and their choice to override the respect for autonomy for a
limited period. The patient’s autonomy and right to self-determination must
always be weighed against his or her safety during hospital stay and during
the research process. This is in line with general psychiatric practice and the
law in Norway, where patients are not regarded as genuinely free to select
death by suicide if they have a severe mental illness, e.g., psychosis.
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The question still remains however whether patients under strict protective
measures simultaneously may be deemed able to give truly informed
consent to participate in research. Given that suicide is a personal act, we
argue that subjectivity is especially important to explore in this research
field. In qualitative paper 1 and 2 1 187 patients were included in the study
after having been fully informed written and oral about the study procedure.
Written informed consent was obtained from all participants and they could
withdraw their consent at any point. In this thesis, we thus assumed that
active psychosis did not automatically preclude meaningful informed consent
on the part of the patient, but that any potential vulnerabilities had to be
considered realistically on an individual basis. This meant, for instance, that
some of the most severely depressed patients were unable to be enrolled
given that recruitment happened during the first week of. These challenges
in the recruiting process are consistent with Rothschild 82, who notes that
systematic studies of depression with psychotic features are inherently
limited by the difficulty of enrolling patients with this disorder.

In interviews at the time of discharge, participants reported no psychotically
motivated suicidal thoughts, and a new, insightful self-view which included
acknowledging they had been severely mentally ill. They described their
autonomy as having been compromised by intense suffering and chaos in the
psychotic phase, which left them unable to make rational choices or take
care of their own basic needs. Ability to provide informed consent was
individually assessed in each case, a highly complex ethical decision-making
process given that psychotic symptoms and suicidal behaviour often were
still present at inclusion. We also had to carefully consider ethical dilemmas
around performing interviews with participants who had recently gone
through a severe mental state associated with suicidal behaviour. To
illustrate, one patient cried when planning the interview, and did not want to
talk about the terrible experiences she had in the psychosis. We therefore
agreed to make the interview as short as possible. However, themes raised
by the interviews did differ greatly from questions asked of patients during
routine treatment in hospital. Using a skilled clinician, experienced in talking
to this patient group, as the interviewer was also intended to minimize any
patient distress. Attention was constantly paid to the interviewee’s well-
being and state-of-mind, and although we were ready to terminate any
interview, if necessary, we did not find this was required. Procedures to
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protect participants included follow-up on their ward t if they felt mental
unrest after the interview and alerting the treating physician if the
participants were considered to still be in danger of dying by suicide.

Participant’s ability to provide truly informed consent at inclusion could of
course be debated. However, at the time of discharge, consent competence
was clearly regained by all participants, and the principle of autonomy were
safeguarded.

8.2 Research without informed consent

The Regional Committee for Medical Research Ethics (REK 2009/1057) and
the Norwegian Social Science Data Service approved the study (NSD 11237).
The Norwegian Directorate of Health Care authorized the use of patient
information (SHDIR 07/2558). The SIPEA study was exempted by these
boards from requiring written or oral informed consent, because the
collected data were part of standard assessments on admission to inpatient
psychiatric care. All data were stored and analysed anonymously. All data
were stored and analysed anonymously.

Consequentialism can be used to justify doing research on vulnerable, high-
risk groups like patients with psychotic depression. The project is of
significant importance to society. At best, SIPEA may contribute new and
significant hypotheses for the prevention of suicidal behaviour when
designing both future research and clinical services, which in turn would
benefit individual patients and society at large. Research about this life-
threatening condition is sorely needed 221,

Paper 4 included all 7000 SIPEA patients, many without consent competence
because of i.e., mental retardation, psychosis, dementia and mania. For
instance, 38.5% were committed under the Norwegian Mental Health Act,
and a high proportion of them are not assessed as consent competent due to
psychosis. The lack of exclusion criteria means findings have greater
ecological validity and are more generalizable to other acute settings,
nationally and internationally. Requiring informed consent would mean
these vulnerable groups could not be studied at all, which would make
findings less clinically relevant.
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8.3 Can we justify performing narrative interviews
with vulnerable patients?

Psychiatric patients in general are a vulnerable participant group 2%, and
suicide research in particular requires procedures to protect participants and
an ongoing process of ethical considerations %, When encountering any
ethical dilemma, we may need to determine which moral concerns outweigh
the others, with the purpose of applying the best moral judgement to a
difficult medical situation. An example of an ethical dilemma is having to
juggle multiple possible costs/harm dilemmas for each individual participant:
Patients for papers | were contacted and recruited in a vulnerable period of
hospital stay. It may be difficult to refuse participation and patients may be
especially prone to either feeling or actually being manipulated into
participation. Suicidality or severe symptoms may be exacerbated by
bringing their attention to their recent psychotic episode. Several patients
described it as upsetting to talk about their experiences when recovered,
some cried during the interview and reported unease, which on one hand
may be ethically problematic. On the other hand, the inconvenience and risk
they were exposed to was limited to a single open-ended interview. Such
interviews are quite similar with regular individual consultations on the
ward. In our case we believe that allowing a small amount of discomfort to
interviewees is justified for the greater moral concern of preventing future
suicides. Previous studies have also shown that it is not dangerous to talk
about suicide #222% and we believe that performing this type of research
helps deconstruct stigma and misunderstandings that asking about suicide
somehow increases suicide risk. It can however be ethically valuable to
discuss to what extent we should expect people to tolerate having to revisit
difficult experiences and existential questions in the name of research.

In light of narrative ethics, what happens in the face of the individual during
the interview is central and not easy to measure objectively. The
researcher’s competency is essential to not harm the participant. Handling a
situation inappropriately, being over-intrusive, insensitive, or saying
something offensive that may cause distress and at worst, encourage suicidal
behaviour #, An example of how narrative ethics applies to suicide research
is the importance of maintaining focus on the wellbeing of each participant
during the dynamic interview situation.
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However, participants in our qualitative study often reported that the
interviews were beneficial, and for some, they increased well-being. They
appreciated the time to talk, gained self-understanding, felt that it was an
altruistic thing to do, and found comfort in learning that they were not alone
and that others suffer similarly, in other words, experiencing a kind of
utilitarianism from a participant perspective. It is almost impossible to say
upfront which participants will have a more positive experience and who will
find the experience harder to bear. In addition, excluding the perspectives of
the latter group would mean missing very important patient voices and
narratives. Last, feeling that something is challenging and finding reward in
altruistic activities are by no means exclusive.
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9 Conclusion

In psychiatry and regarding suicide prevention, it is of utmost importance to
understand both the patients and the disease. We will probably never be
able to predict with 100% certainty which patients will die by suicide. Our
patients are too complex, they are impulsive, and factors outside hospital
treatment play a substantial role that health care personnel are unable to
control. A substantial part of suicides is in fact out of the hands of both
hospital staff and next of kin.

Findings of this thesis support that severe depressive symptom, including
guild and self-blame as revealed by thorough clinical examination in acute
psychiatric emergencies, is indicative of imminent risk of death by suicide,
and should be followed by careful further measures. The identification of
severely depressed mood might aid prioritizing in hospital intake processes,
ensuring adequate treatment and security measures are applied where
needed.

Depression rating scale MADRS sum score and HoNOS item 7 may be useful
tools in assessing depression severity, and for prioritizing treatment which
may also have suicide preventive outcomes. Identified warning signs
including sleeplessness, thought disturbances, psychosis and intense anxiety
should become a guiding focus for symptomatic treatment. Patients with
severe depressive symptoms and psychotic symptoms should receive
treatment aimed at alleviating psychotic symptoms as this may reduce their
risk of suicide.

Based on findings from 7000 acute admitted patients, findings regarding
suicide risk of hospitalized patients also give an optimistic view of hospital
treatment and security measures. In total, 30.9 % of patients reported
suicidal ideation/plans, and 7.1% reported a recent suicide attempt.
However, the 10 suicides, which happened during the first week of
admission, makes up only 0.1% of the patients. Even if every such loss is
immensely tragic, hospital treatment has likely saved and provided adequate
safeguards for a much high number of very high-risk individuals. We cannot
report patients saved, but we study patients lost and predictors for those. In
a way, we find predictors of our unwanted outcomes in statistical methods,
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but to a much lesser extent do we have data of what we did right during a
hospital stay. In this regard, qualitative findings from suicidal patients who
lived through their hospital stays may better identify better how suicide
preventive strategies might be further improved for future clinical practice.
Sleeping aids, sedatives, and medicines for uni- and bipolar disorder should
also not be disregarded. Relations and staff actually seeing the patients and
having time for the patients is very important. If we want people to live, we
cannot cut costs and staff. Gaining anxious and paranoid patients' trust is
also essential to build motivation for medical treatment. Suicide prevention
may be a positive side effect of more intensive care.

9.1 Implications for clinical practice

There are many paths to suicide, and for each path, the risk factors and
decision-making processes differ. Some diagnostic states may have some
distinct risk profiles, as psychotic depression that can be characterized by
underreporting of suicidal behaviour and impulsivity. As suicide is a
subjective act, even if not always self-chosen and may be directed by
psychotic impulses, the uncovering of subjective distress and the mental
chaos is of crucial importance. On another side, there seem to be to be
aware of some transdiagnostic phenomenon regarding depressive and
psychotic symptoms. Feelings of shame, guilt, remorse, and entrapment
especially should thus be thoroughly assessed when caring for depressed
inpatients. Depression scales can be a helpful tool as part of the suicide risk
assessment, and for evaluating symptoms development during inpatient stay
and after discharge. Self-report of suicidal ideation of limited relevance as it
is so unspecific and must be combined with thorough clinical assessment.
Our data support previous research identifying suicide attempts and male
gender as predictors of suicide, and particular care should thus be paid to
these subgroups of patients.

Suicide can be seen as a symptom and end-stage of a serious mental illness
or an adverse event, not a specific target for intervention. Many risk factors
studies, including this PhD project, support the notion that the general
clinical load, and treatment aiming to alleviate this, is the best place to start
if we want to prevent suicides. Intense treatment of depressive- and
psychotic symptoms, including anxiety and sleeplessness is therefore also
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suggested as this is our best chance at alleviating intolerable subjective
states. Ideally, all patients with psychotic depression should be offered
individualized follow-up in the first year following admission to hospital, as
they should not be considered cured at the time of discharge. That would
probably be suicide preventive, because any relapse of psychotic episodes
would likely be discovered, so that appropriate measures like readmission
and medication interventions for sleep deprivation may be provided in a
timely manner. This is however not feasible even in Norway, the world’s
richest country, both for economic reasons and for lack of available
professionals. However, more could be done to increase knowledge and
awareness about psychotic depression, e.g., through more detailed
descriptions of symptoms in formal diagnostic criteria texts and in textbooks
for health care staff. Our qualitative research indicates that the psychotic
symptoms are more vivid and complex that described in diagnostic criteria,
and we must work to close this gap.

Patients described not feeling in control of their own actions during the
psychotic phase. They were not rational nor able to organize themselves to
seek help. This indicates a need for locked doors and involuntary admissions
in the most severe phase of illness for this group. Patients reported being
thankful for the hospital treatment, and in several instances described such
security measures as lifesaving. Such experiences should thus form part of
our knowledge base when discussing use of involuntary hospitalization and
security measures in hospitals. A deeper understanding of how suicide
preventative interventions are experienced while in a state of psychotic
depression may provide avenues for improved suicide prevention strategies
during inpatient treatment.

9.2 Implications for further research

Research on suicide prevention strategies remains scarce and we
recommend further studies identifying suicide prevention strategies for high-
risk clinical states. Lack of knowledge of suicide prevention strategies
especially in psychotic depression is striking, despite more research focusing
on this high-risk state over the past decade. Both systematic studies of
pharmacological treatment and other suicide prevention strategies are
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needed for psychotic depressed inpatients and acute admitted inpatients in
general.

We also generally need more focus on isolated clinical states, not “mixed
diagnostic samples» which have been used in many research studies. We
need more prospective studies of short-term (1 week or less) suicide rates in
psychotic depression with large samples. We also need more research
regarding both subjective experiences of clinical states and how suicidal
ideation in e.g., psychotic states may increase in the risk of transition from
suicidal ideation to actual attempt/suicide. Shame or shameful delusions
(and delusional guilt) have not been extensively studied as a potential
predictor of suicidal behaviour in psychotic depression specifically, and our
findings warrant further investigation of how apparent or expressed feelings
of shame might provide an important indicator of unreported suicidal intent
or potential for impulsive suicidal actions in this disorder.

We also of course need more research focusing on predictors of imminent
suicide risk in high-risk samples which are from mixed diagnostic and acute
hospitalized patient groups. Prediction windows should ideally resemble
clinical practice with timeframes of minutes, hours, days, and weeks.
Longitudinal, multicenter studies of acute admitted inpatients are essential
to achieve the statistical power needed for such important research.

Our results of the three first papers were collected and analysed before we
met Galynker and Cohen talking about Suicide Crisis Syndrome. As this
theoretical model make sense to clinical practice and our research findings, |
hope this model will be tested more with suicide as main outcome.

And finally, more advanced research into symptom development over time
before suicide for both depressive and psychotic symptoms is needed, not
only statistical analyses of one single assessment of each patient as was the
case in this prospective study.
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