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Preface to "Preventing Suicide in Patients with Mental
Disorders”

Suicide is a multi-factorial, highly prevalent clinical condition; it is estimated that every
30 seconds a person worldwide commits suicide. Moreover, it represents the second most common
cause of death in adolescents, and it is a major health problem, which requires the development and
adoption of appropriate preventive strategies.

Suicide is a complex phenomenon that is now considered understood as a neurodevelopmental
condition encompassing childhood experiences and proximal conditions, such as mental disorders
and adverse life events. Individuals in crisis may face overwhelming psychological pain, which in
some cases may overcome the threshold of each unique individual for whom suicide is considered the
best option to deal with such pain. However, many socio-demographic, personal, or temperamental
variables have been investigated for their causal association with suicide risk, but, to date, no single
factor has clearly demonstrated an association with suicide. The mental disorders most frequently
associated with suicide risk include bipolar disorders and major unipolar depression, substance use
disorders, and schizophrenia. However, anxiety, personality, eating, and trauma-related disorders,
as well as organic mental disorders, also contribute to suicidal risk. Moreover, in modern society,
the presence of social uncertainty, changes in family models, development of social media, and loss
of face-to-face interaction can have an impact on suicide risk, particularly in the younger generation.

We are pleased to invite you and your co-workers to contribute to this Special Issue with
original research reports, reviews, or meta-analyses on the topics of suicide and mental disorders,
the social and personal burden of suicide, and the possible preventive strategies to be implemented
for reducing suicidal risk for each mental disorder considered. All mental disorders as well as mental
health problems associated with an increased risk of suicide can be considered for publication in this

Special Issue.

Maurizio Pompili, Andrea Fiorillo
Editors
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Abstract: Background and Objectives: Suicide is the leading cause of death in patients with Bipolar
Disorder (BD). In particular, the high mortality rate is due to violent suicide attempts. Several
risk factors associated with suicide attempts in patients with BD have been identified. Affective
temperaments are associated with suicidal risk, but their predictive role is still understudied. The aim
of this study is to assess the relationship between affective temperaments and personal history of
violent suicide attempts. Materials and Methods: 74 patients with Bipolar Disorder type I (BD-I) or I
(BD-II) were included. All patients filled in the short version of Munster Temperament Evaluation
of the Memphis, Pisa, Paris and San Diego (short TEMPS-M) and the Temperament and Character
Inventory, revised version (TCI-R). The sample was divided into two groups on the basis of a positive
history for suicidal attempts and the suicidal group was further divided into two subgroups according
to violent suicide attempts. Results: Violent suicide attempts were positively associated with the
cyclothymic temperament and inversely to the hyperthymic one. BD-I patients and patients with a
clinical history of rapid cycling were significantly more represented in the group of patients with
a history of violent suicide attempts. Conclusions: Our study highlights that several clinical and
temperamental characteristics are associated with violent suicide attempts, suggesting the importance
of affective temperaments in the clinical management of patients with BPI.

Keywords: bipolar; suicide; affective temperament; violent suicide; aggressive behaviors

1. Introduction

According to the World Health Organization (WHO), suicide is one of the leading causes of death
worldwide accounting for nearly 800,000 deaths every year [1]. Psychiatric disorders are an important
contributing factor to suicide attempts [2] and bipolar disorders (BDs) are associated with the highest
suicide risk [3], which is 15-30 times higher than the general population. Up to one-half of patients
with BDs attempt suicide in their lifetime [4].

Suicide is a complex and multivariate phenomenon, defined as “death caused by self-directed
injurious behavior with intent to die” [5] which can be performed by several means, including
violent and non-violent methods. Suicide methods are noteworthy to be characterized, since they can
contribute defining a suicidal subpopulation more vulnerable to suicide completion. In fact, violent
suicide attempters have been proved to have an elevated risk of future suicide attempts [6], as well as
a higher immediate lethality of an attempt [7] with a fatality rate over 70% [8]. Although a violent
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suicide attempt is usually defined by the method, there is no clear consensus about its definition.
Asberg [9] identifies a few violent attempts (i.e., hanging, gas poisoning and drowning), whereas
drug overdoses are considered to be non-violent suicide attempts. Subsequently, Giner (2014) [10]
and Penas-Lledo (2015) [11] adopted and extended Asberg’s criteria by including in the definition of
“violent attempts” the use of firearms, jumping from heights, several deep cuts, car crash, burning,
electrocution, and jumping under a train. Likewise, Dumais (2005) [12] enlarges the list of non-violent
suicide attempts by adding drowning and gas poisoning. The identification of a subpopulation, such
as the violent suicide attempters, of patients with mental disorders at higher risk to commit suicide
and the identification of the risk factors of suicide attempts is a stepping stone in the development of a
better suicide prevention strategy.

Several risk factors linked to suicide attempts in patients with BD have been identified in previous
studies, including a long duration of illness, untreated BD, female sex, positive history for suicide
attempts, comorbidity with substance abuse or personality disorders, anxiety, depressive polarity [13],
recent affective episodes, and recent psychiatric inpatient care [14]. Personality and temperamental
traits have also been considered, and anger, impulsivity, aggression, anxiety and two factors (i.e., “harm
avoidance” and “novelty seeking”) of the Temperament and Character Inventory (TCI) have been
identified to be associated with suicide attempts [15]. Only recently temperament and, in particular,
affective temperaments have been considered as possible factors linked to suicide attempts [16].
Temperament represents the “temporally stable biological core of personality” affecting several aspects
of an individual’s life (activity level, thythms, moods and related cognitions) while personality,
a broader phenotype, also refers to “acquired characterological determinants and interpersonal
operations” [16]. Akiskal et al. conceptualized a spectrum of affective conditions ranging from
temperament to clinical episodes [17] and proposed criteria defining five temperaments: (1) Cyclothymic
temperament, characterized by chronic cycling between mood polarities and unstable self-esteem
and energy; (2) hyperthymic temperament, characterized by increased energy and optimism [17];
(8) irritable temperament, characterized by irritable and angry behavior; (4) anxious temperament,
characterized by a tendency to worry; (5) depressive temperament, characterized by low levels of
energy, introversion and worrying [18]. Affective temperaments, conceptualized as stable, subclinical
forms of the manic-depressive illness by Akiskal (1983), have a role in the clinical evolution of the mood
disorders and the outcome, including the risk of suicide attempts [19]. In particular, hyperthymic
temperament has been shown to be associated with a reduced risk of suicide attempts [20,21], whereas
cyclothymic, irritable, depressive and anxious temperaments are more present in patients with a
positive history of suicide attempts [22,23]. Besides, cyclothymic and irritable temperaments are
highly connected with both aggression [24] and impulsivity [25], which play a role in suicidal behavior.
A widely used questionnaire to evaluate affective temperaments is the Temperament Evaluation of
Memphis, Pisa, Paris and San Diego (TEMPS) [18,26] which has been developed in different formats
and used in clinical and research settings [27]. It has been documented that affective temperaments
individually considered, have reduced predictive power if used to anticipate suicidal risk [28], while
composite TEMPS-A score yields stronger associations with suicidal risk and better identify subjects at
risk for suicide attempts [20]. A few data on the clinical characteristics of violent attempters with BDs
are available. Existing data suggest that violent attempters are more likely to be men [29], have the
first episode of manic/hypomanic type [30] and carry the serotonin transporter gene S allele [31].

To our knowledge, there are no previous studies that specifically addressed the issue of the
association between affective temperament subtypes and a history of violent suicide attempts in BDs.
Thus, the aim of our study is to investigate the relationship between affective temperaments and
personal history of violent suicide attempts, defined according to Asberg’s criteria, in a clinical sample
of bipolar patients.
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2. Materials and Methods

The exploratory study was carried out in the bipolar outpatient unit of the Department of
Psychiatry of the University of Campania “Luigi Vanvitelli”, in Naples between January and June
2018. The only inclusion criterion was a diagnosis of bipolar disorder type I or II according to the
DSM 5 criteria. Patients were excluded if they have presented affective illness as a consequence of
alcohol/substance abuse or dependence, medical illness, an organic brain disorder or medication, and
if not able to provide written informed consent (i.e., dementia, cognitive impairment or delirium).
The study was approved by the local ethical review board (N001567/28.01.2018).

All patients filled in the short version of the Munster Temperament Evaluation of the Memphis,
Pisa, Paris and San Diego (short TEMPS-M) [32,33], a 35 items questionnaire used to assess affective
temperaments described by Akiskal (depressive, anxious, hyperthymic, cyclothymic and irritable)
using a dimensional approach with a five-point Likert type scale ranging from 1 to 5 (1 = “not at
all”; 2 = “a little”; 3 = “moderately”; 4 = “much”; 5 “very much”) [34] and the Temperament and
Character Inventory, revised version (TCI-R) [35]. The TCI was developed by Cloninger, with the
goal of assessing factors underlying the psychobiological aspect of personality. The revised version
(TCI-R) is a questionnaire consisting of 240 items, with a 5-point Likert-type scale, grouped into four
temperament dimensions, novelty seeking (NS), harm avoidance (HA), reward dependence (RD) and
persistence (PS), and three character dimensions, self-directiveness (SD), cooperativeness (CO) and
self-transcendence (ST) samples [36].

Patients” and clinicians’ socio-demographic and clinical characteristics were analyzed using
descriptive and frequency counts, as appropriate. The sample was divided into two groups on the
basis of a positive history for a suicidal attempt. Differences among groups were evaluated using x? or
Bonferroni-adjusted T-test, as appropriate. Suicidal patients were further divided into two subgroups
according to the history of violent suicide attempts, in line with Asberg’s criteria (1976). A logistic
multivariable regression model was performed in order to identify factors associated with a positive
history of suicidal behavior. All possible confounders were entered in the model. Statistical analyses
were performed using SPSS version 18, the level of statistical significance was set at the level of p < 0.05.

3. Results

The sample consists of 74 patients. Patients’ sociodemographic characteristics, as well as patients’
clinical features, are reported in Table 1. The sample is composed by 36 men (48.7%) and 38 women
(51.3%), with a mean age of 48.92 years (SD = 12.38), the most frequent diagnosis was bipolar II disorder
(59.5%). The samples grouped according to a positive history of suicide attempts (Table 2). Forty
patients have a positive history of suicide attempts (45.9%). Psychotic symptoms are more frequent in
patients with a history of suicide attempts compared to patients without a history of suicide attempts
(p < 0.019), and particularly during mixed episodes (p < 0.008). Furthermore, suicidal attempters
show a higher rate of aggressive behaviors, but no differences were found between the two groups
in terms of the clinical course of the disease, number of psychiatric admissions, number of affective
episodes and seasonality. Depressive, anxious and cyclothymic temperaments are more represented in
suicidal attempters, while hyperthymic in non-suicidal ones. Suicidal attempters have been further
divided into two subgroups according to violent suicide attempts in line with Asberg’s criteria (Table 3).
Twenty-four patients report a history of violent suicide attempts, 54.2% being females and 45.8% males
with a mean age of 49.46 (SD = 13.02); the most frequent diagnosis is BDI (75%); 41.7% of violent
attempters and 45.83% of non-violent attempters were on lithium therapy. A clinical course of rapid
cycling (4 or more affective episodes during a year) is significantly more represented in the group of
patients with a history of violent suicide attempts. Furthermore, violent attempters show a higher rate
of cyclothymic temperament and lower rates of hyperthymic temperament. At the multivariate logistic
regression, we found that the hyperthymic temperament reduces the likelihood to have a positive
history of suicidal attempts (p < 0.01) (Table 4).
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Table 1. Socio-demographic and clinical characteristics of the sample (N = 74).

Gender, male (N; %) (36; 48.6)
Diagnosis, Bipolar disorder type I (N; %) (30; 40.5%)
Age (mean * SD) (48.92 +12.38)
Age at illness onset (mean + SD) (27.71 £9.8)
Duration of illness (mean + SD) (16.07 + 9.46)
Number of depressive episodes (mean + SD) (7.1£5.22)
Number of manic episodes (mean + SD) (3.79 £ 2.06)
Number of hypomanic episodes (mean + SD) (6.48 +£4.5)
Number of mixed episodes (mean + SD) (2.53 £ 1.16)
Lifetime number of affective episodes (mean + SD) (14.17 £ 9.59)
Number of affective episodes during last year (mean + SD) (2.04 +2.28)
Lifetime number of psychiatric admissions (mean * SD) (0.493 + 0.92)
Duration of psychiatric admissions (mean + SD) (0.7 +1.44)
Clinical Course (N; %)

Mania-Depression-Interval (MDI) (11; 14.9)
Depression—-Mania-Interval (DMI) (10; 13.5)
Mania-Interval-Depression (MID) (8;10.8)
Depression-Interval-Mania (DIM) (3;4.1)
Rapid cycling (8;10.8)
Irregular cycling (25; 33.8)
History of suicide attempts (N; %) (40; 54.1)
Presence of psychotic symptoms, yes (N; %) (36; 49.3)
during depressive episodes (13;9.5)
during manic episodes (7;17.6)
during mixed episodes (15;20.3)
Aggressive behaviours (N; %) (32;43.2)
brief TEMPS-M subscores (mean + SD)

Depressive (dep) (23.58 + 5.93)
Cyclothymic (cyc) (23.76 £7.1)
Irritable (irr) (18.96 + 7.59)
Anxious (anx) (19.82 + 6.3)
Hyperthymic (hyp) (19.97 + 6.3)

Table 2. Socio-demographic and clinical characteristics of the sample divided by history of suicide attempts.

Factors Suicidal Non-Suicidal
Cases (N; %) 40; 45.9% 34; 54.1%
Gender, male (N; %) 19;47.5 17; 50
Diagnosis, Bipolar disorder type I, (N; %) 18; 45% 12; 30%
Age (mean * SD) 49.53 +13.16 48.21 £ 11.56
Age at illness onset (mean + SD) 26.76 +9.230 28.67 +10.45
Duration of illness (mean + SD) 16.69 + 8.92 15.34 +£10.14
Number of depressive episodes (mean + SD) 6.49 + 3.55 7.82 + 6.67
Number of manic episodes (mean + SD) 3.93 +£1.92 3.62+2.24
Number of hypomanic episodes (mean + SD) 5.61 +2.48 7.50 + 5.96
Number of mixed episodes (mean + SD) 2.55 + 0.86 251+ 145
Lifetime number of affective episodes (mean + SD) 12.97 £5.92 15.59 + 12.57
Number of affective episodes during last year (mean + SD) 1.74 £ 0.68 2.39 +3.28
Lifetime number of psychiatric admissions (mean * SD) 0.58 + 1.07 0.38 +0.69
Duration of psychiatric admissions (mean + SD) 0.800 + 1.63 0.588 + 1.2090
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Table 2. Cont.

Factors Suicidal Non-Suicidal
Clinical Course (N; %)
Mania—-Depression-Interval (MDI) 6; 15 5;14.7
Depression-Mania-Interval (DMI) 6; 15 4:11.8
Mania-Interval-Depression (MID) 3,75 5;14.7
Depression-Interval-Mania (DIM) 2;5 1,29
Rapid cycling 2;5 6;17.6
Irregular cycling 12;30 13;38.2
Presence of psychotic symptoms, yes (N; %) 25;62.5* 11;32.4
during depressive episodes 4,10 3,88
during manic episodes 8; 20 5;,14.7
during mixed episodes 13;32.5* 2;5.9
Seasonality (N; %) 16; 40.0 15;32.4
Aggressive behaviours (N; %) 21;52.5% 11;32.3
brief TEMPS-M subscores (mean + SD)
Depressive (dep) 25 +5.54 21.91 + 6.01
Cyclothymic (cyc) 25.7 + 6.38 2147 +73
Irritable (irr) 19.68 + 7.86 1812 +7.29
Anxious (anx) 21.33 £ 6.31 18.06 £ 5.9
Hyperthymic (hyp) 18.13 £ 6.38 * 22.15+5.53
TCI-R subscores (mean + SD)
NS total score 107.04 + 18.19 106.34 +17.20
HA total score 113.85 + 23.03 107.44 + 23.87
RD total score 99.61 + 16.54 99.04 + 16.54
PS total score 100.09 + 26.47 109.6 + 24.85
SD total score 1154 +22.16 123.2 +21.72
C total score 122.8 + 16.14 124.3 +20.93
ST total score 7313 £17.75 71.27 £13.25

Abbreviations: novelty seeking (NS), harm avoidance (HA), reward dependence (RD) and persistence (PS),
self-directiveness (SD), cooperativeness (CO) and self-transcendence (ST). * p < 0.002 (Bonferroni).

Table 3. Socio-demographic and clinical characteristics of patients with a history of violent suicide
attempts (N = 24).

Gender, male (N; %) 11;45.8
Diagnosis, Bipolar disorder type I, (N; %) 18; 75%

Age (mean * SD) 49.46 + 13.02
Age at illness onset (mean * SD) 27.09 +£8.73
Duration of illness (mean + SD) 15.94 + 10.42
Number of depressive episodes (mean + SD) 7.57 +5.89
Number of manic episodes (mean + SD) 3.76 £ 1.94
Number of hypomanic episodes (mean + SD) 7.01 £5.20
Number of mixed episodes (mean + SD) 2.52 +1.19
Lifetime number of affective episodes (mean + SD) 14.88 + 11.01
Number of affective episodes during last year (mean * SD) 2.23 +11.01
Lifetime number of psychiatric admissions (mean + SD) 0.380 £ 0.69
Duration of psychiatric admissions (mean + SD) 0.56 +1.12

Clinical Course (N; %)

Mania-Depression-Interval (MDI) 4;16.7
Depression-Mania—-Interval (DMI) 5;20.8
Mania-Interval-Depression (MID) 3;12.5
Depression-Interval-Mania (DIM) 1,42
Rapid cycling 8,33.3*
Irregular cycling 7;29.2
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Table 3. Cont.

Presence of psychotic symptoms, yes (N; %) 13;54.2
during depressive episodes 3,125
during manic episodes 6;25

during mixed episodes 4;16.7
Aggressive behaviours (N; %) 17;70.8
Lithium Therapy (N; %) 10; 41.7%
brief TEMPS-M subscores

Depressive (dep) 24.04 £ 6.29
Cyclothymic (cyc) 27.6 £5.39*
Irritable (irr) 18.58 + 7.64
Anxious (anx) 20.54 +5.71
Hyperthymic (hyp) 17.25 £ 5.60 *

TCI-R subscores (mean + SD)

NS total score 103.91 + 18.59

HA total score 112.70 + 26
RD total score 99.31 £ 13.9
PS total score 101.6 +27.45
SD total score 119.25 + 21.79

124.02 + 16.06
71.3 £18.75

C total score
ST total score

Abbreviations: novelty seeking (NS), harm avoidance (HA), reward dependence (RD) and persistence (PS),
self-directiveness (SD), cooperativeness (CO) and self-transcendence (ST). * p < 0.002 (Bonferroni).

Table 4. Multivariate logistic regression, dependent variable: suicidal behavior vs. non-suicidal behavior.

Number of subjects included on the analysis 46
F (df) 4.816 (1)
P 0.000
Adjusted R square 0.443
Constant 1.572 (-2.037 to 2.493)

O.R. C.I. 95% r
Lithium therapy 0.185 0-9.628 0.149
Age 1.005 0.76-1.146 0.944
Gender 0.415 0.008-3.64 0.407
Presence of psychotic symptoms 0.692 0.003-7.39 0.726
Aggressive behavior 0.130 0.003-5.236 0.103
Seasonality 1.172 0.002-4.764 0.870
Duration of illness 1.026 0.862-1.215 0.668
Lifetime number of affective episodes (1-10) - 0.852-1.356 0.229
Lifetime number of affective episodes (11-21) 11.233 0.523-1.112 0.098
Lifetime number of affective episodes (>22) 12.099 0.654-1.288 0.139
Lifetime number of psychiatric admissions 0.702 0.123-1.789 0.598
brief TEMPS-M subscores
Depressive 0.875 0.448-1.096 0.294
Hyperthymic 0.800 0.526-1021 0.018
Anxious 1.098 0.681-1.428 0.461
Cyclothymic 1127 0.974-2.015 0.271
Irritable 1.064 0.719-1.147 0.414

F-test; df, degree of freedom; C.I., confidence interval; O.R., Odds Ratio.



Medicina 2019, 55, 390

4. Discussion

The impact of affective temperaments on the risk of suicidal behavior is an emerging theme in
the field of mental health [18,37,38]. Our sample is mainly composed of BD-II patients, considered at
the highest risk of suicide attempts among patients with the bipolar spectrum [39]. Recent research
showed that suicide attempts are 1.5 times more frequent among women than men and that the risk
of suicide attempts decreases from BDII to major depression, BDI, other psychiatric disorders and to
psychotic disorders, which carry the lowest risk [40]. This can be explained by the evidence that BDII
patients experience more chronicity [41], higher rates of rapid cycling [42], greater disabling depressive
symptoms [39], a higher probability of misdiagnosis [41], more anxiety disorders in comorbidity [43],
agitated depression and residual symptoms [44]. Our study confirms that hyperthymic temperament
is associated with a reduced risk of suicide attempts in BD patients, while depressive, cyclothymic and
anxious temperaments have a strong association with suicide attempts [45]. These findings are in line
with previous reports [16,22,46]. Hyperthymic temperament may exert protective effects in different
ways, such as better drive, greater energy, more ambition, as well as better coping and decrease the risk
of suicidal behavior [19,46]. On the other hand, the low rating of hyperthymic temperament has been
associated with increased hopelessness, an important predictor of suicide attempts [47]. Contrary to
previous studies [28], our data do not confirm the role of irritable temperament on suicide risk, probably
due to the small sample size. In our study emerged that psychotic symptoms are more represented in
patients with a history of suicide attempts particularly during mixed episodes [45]. Several studies
have suggested that individuals who experience psychotic symptoms have an increased sensitivity to
stress, in terms of affective reactions to life events [48], as well as poorer coping skills [49], which may
contribute to a greater risk of suicidal behavior when faced with acute life stressors. Other potential
mechanisms may be the presence of shared risk factors for suicidal behavior and psychotic symptoms,
including traumatic early life experiences, especially physical and sexual abuse [45], as reported by
a recent meta-analysis by Ng et al. [50]. Therefore, mixed states, both with or without psychotic
symptoms, are associated with an elevated risk of suicidal behavior, due to a greater proportion of time
spent being depressed than patients without mixed episodes [51]. Furthermore, our study has outlined
several clinical characteristics of violent suicide attempters. Rapid cycling patients were more likely to
be violent attempters, as well as patients with BD-I and with cyclothymic temperament. Increased
impulsivity, which is often a characteristic of cyclothymic temperament, is associated with a worse
prognosis of BD [52,53], and with a more severe clinical course of the disease with history of rapid
cycling, mixed episodes and substance abuse [54]. Our findings are in line with other studies showing
that cyclothymic temperament is associated with a behavioral instability, increased sensitivity to a
stressful event and higher levels of impulsivity [22,55-57], and a risk factor for suicide attempts [21].
Therefore, identifying those conditions such as cyclothymic temperament, a rapid cycling course or
mixed episodes, more related to an impulsive dimension in patients with BD, could help to more easily
typify a subpopulation of patients at risk of committing violent suicide attempts.

The higher rates of cyclothymic dominant temperament among patients with BD have been widely
shown in several studies [38,57]. There is still an open debate whether cyclothymic temperaments
and cyclothymia as a psychiatric disorder have overlapping characteristics. In particular, cyclothymia
has been conceptualized as the extreme of a cyclothymic temperament, characterized by high rates of
impulsivity, emotional lability and mood swings [55]; it is estimated that up to one third of patients
with cyclothymia have more possibilities to develop BD, particularly the type II [58]. A great number
of patients are misclassified as bipolar, depressed or with a personality disorder instead of receiving
a diagnosis of cyclothymia by the use of DSM-5 diagnostic criteria [55,59,60]; thus, is it possible
that patients with a diagnosis of cyclothymia with BDs have been included in the study. A broader
approach, considering not only a categorical diagnosis based on strict DSM-5 criteria but including
temperamental dimension also, could help to better identify patients with cyclothymia and plan
individualized treatments [50].
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Underdiagnosis or misdiagnosis are relatively common in BD [61,62], and they are linked with
the presence of milder symptoms not fitting a BD diagnosis, but falling into the “soft bipolar spectrum”
definition [63]. In particular, Akiskal and Pinto (1999) [63] described two subtypes of bipolar spectrum
not associated with manic or hypomanic state: bipolar II1/2 (depression superimposed on cyclothymic
temperament) and bipolar IV (depression superimposed on hyperthymic temperament). A recent
work by Goto and colleagues [64] proved that depression in those who have cyclothymic (bipolar I11/2)
and hyperthymic temperament (bipolar IV) may predict bipolarity, giving validity to the bipolar II 1/2
and bipolar IV concepts; this is in line with our results on cyclothymic temperament which is highly
represented in the total sample and significantly higher in violent attempters.

It is important to emphasize that this was an exploratory study with several potential limitations.
The small sample size reduces the statistical power of our findings, especially in the sub-analysis
made in the population of violent suicide attempters. Furthermore, we could not assess some
socio-demographical characteristics and levels of education. Moreover, we only collected data on
lithium treatment, but we have no data on other psychiatric medications. The time during which the
study was conducted was relatively short; this can affect, for example, data on seasonality. Finally, data
on aggression, as well as on clinical course, number or duration of admissions, presence of psychotic
symptoms, were not assessed with objective measures, but they were referred by patients. The paper
has also several strengths, such as the naturalistic setting and the fact that it is one of the first clinical
studies on the possible role of affective temperaments in patients with BD. Moreover, in this study we
evaluated the subpopulation of violent suicide attempters of BD patients, which can be considered an
early detection target and can be taken into account for personalized treatments for BD.

5. Conclusions

Our study outlined several clinical and temperamental characteristics of violent suicide attempters.
Temperaments, in particular the affective ones, should be routinely assessed in clinical settings in order
to identify people at higher risk of suicide attempts and to develop preventive programs, although it
would be reductive to build a “suicide attempter profile” only on the basis of temperaments. A wider
clinical evaluation, including also different clinical aspects such as current affective episodes and
severity of the disease, pharmacological treatments, and the use of coping strategies in stressful
situations should be taken into consideration in order to have effective early interventions.
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Abstract: Background and objectives: In recent years, a growing body of research has focused on
identifying possible biological markers for suicidal behavior, including infective and immunological
markers. In this paper, our aim was to review available evidence concerning the association between
cytomegalovirus (CMV) infection and suicide. Materials and Methods: A systematic search according
to the PRISMA statement was performed on Pubmed. After the screening procedure, we identified
five relevant papers. Results: We found inconsistent evidence linking CMV infection and suicide,
with some papers reporting an association between CMV seropositivity and suicidal behavior, and
others not finding the association. Conclusions: With the evidence available presently, it is not possible
to infer whether there is a correlation between suicide and CMV infection.

Keywords: suicide; CMV; cytomegalovirus; biomarker; antibodies; review

1. Introduction

Although suicide research has made many advances [1], suicide remains an unpredictable [2]
but leading cause of death. There are many known indicators/risk factors that can alert physicians’ of
those at risk of suicide, including clinical (e.g., psychiatric illness, substance use, previous attempts,
medical illness), demographic (e.g., male sex, older age, living alone), genetic, and psychological (e.g.,
unemployment, interpersonal conflict) factors.

As research advances, many have wondered whether there are biological markers that could
help clinicians in the assessment and management of individuals at risk of suicide [3]. In recent years,
viral infections have received closer attention as a possible target in suicide research. Among these,
cytomegalovirus (CMV) infection has been associated with the development of psychiatric disorders
(e.g., schizophrenia and mood disorders) [4-8], neurodevelopmental disorders (e.g., autism) [9,10],
neurocognitive disorders (e.g., Alzheimer’s disease) [11], and suicide attempts and completions [12-14].

Cytomegalovirus (CMV) prevalence varies by population, with an estimated 40% to 100% of
individuals infected [15,16]. Seroprevalence tends to be high in lower socio-economic groups and
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ethnic minority populations. Because of the high seroprevalence, a large reservoir of CMV continuously
exists in the population [17]. CMV remains a major cause of congenital infection and disease during
pregnancy around the world. In particular, congenital infection with human cytomegalovirus (HCMV)
is a major cause of fetal brain damage [18-20]. CMV has a specific neurotropism that is evident
from its predominance in central nervous system (CNS) abnormalities observed in symptomatic
congenital infection (sensorineural hearing loss, neurological impairments and neurodevelopmental
delay [21-24]).

In children and adults, both primary cytomegalovirus infection and reactivations are typically
asymptomatic and, as a result, many people are unaware that they have been infected. The infection
can lead, however, to an inflammatory response in the brain both in immune-compromised and
immune-competent patients [25-27]. Recently, it has been suggested that neuroinflammation and
activated microglia play an important role in the pathogenesis of suicide and suicidal behavior [28-30].

The aim of the present paper was to review all available evidence regarding CMV seropositivity
and suicidal behavior.

2. Materials and Methods

For this review, we followed a systematic procedure in order to identify all peer-reviewed studies
concerning CMV seropositivity and suicide. First, we performed a bibliographic search on Pubmed on
14 May 2019, using the following keywords: “(CMV OR cytomegalovirus or herpesvir*) AND (suicid*
OR “self-harm” OR “self-killing”)”. We then searched for additional relevant papers after reviewing
the works cited in the papers identified, and through the “relevant articles” section on Pubmed. This
search resulted in 409 papers. We then applied our inclusion and exclusion criteria. The selection
procedure was carried out according to the PRISMA statement (see Figure 1).
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Figure 1. PRISMA flow diagram.
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In order to be included, papers had to fulfil the following criterion—namely serological studies
of anti-CMV antibodies in patients with previous or current suicide attempt(s) versus controls.
Our exclusion criteria were: the absence of a control group, the absence of suicidal behaviour in the
subjects, and post-mortem studies.

3. Results

Of the original 409 papers found, five articles met both the inclusion and exclusion criteria
(see Figure 1). Two of these studies were performed on or had a control group drawn from the general
population [12,31]; the other three only concerned people with serious mental illness [13,14,32].

3.1. Studies in Healthy Subjects

In the first group of papers, an association between CMV seropositivity and attempted suicide
was reported (see Table 1). In a case-control study of 12,500 people, Burgdorf et al. [12] studied blood
donors from the Danish Blood Donor Study [33], of whom 655 had attempted or completed suicide
by the time of the study, 2591 had a psychiatric diagnosis, and 2724 had been in a traffic accidents.
These individuals were compared to blood donors without these behaviours or a psychiatric diagnosis
matched for age and sex. Burgordorf et al. found that 60.8% of the sample was infected with CMV [12].
The presence of CMV was associated with having any psychiatric diagnosis (OR = 1.17). In the blood
donors who exhibited suicidal behaviour (i.e., those with at least one suicide attempt either before
or after the blood donation and those who completed suicide after the blood donation), there was a
higher prevalence of anti-CMV IgG compared to the controls (OR 1.31, 95% CI 1.10-1.56). However,
for people who had attempted or died from suicide only after the blood donation (a nested case control
study performed in order to account for temporality and to consider only cases in which the exposure
precedes the outcome), CMV infection was no longer associated with these behaviors (OR = 1.18, 95%
CI 0.50-2.82). As noted in the paper itself, a possible explanation for this discrepancy could be the
small number of individuals having committed or attempted suicide after the blood collection [12].

Zhang et al. (2012) [31], in a cross-sectional observational study on a much smaller sample,
compared 54 people who had attempted suicide with 30 controls. No statistically significant association
between CMV seropositivity and suicidal behavior was found, although a slightly higher prevalence
of anti-CMV IgG was found in people who had attempted suicide compared to the controls (33/53,
62.2% vs. 16/29, 55.1%).

3.2. Studies in Psychiatric Patients

Studies performed on people with serious mental illness reported more mixed results (see Table 2).
Dickerson et al. [13], in a prospective study, followed 733 patients with schizophrenia spectrum
disorders, 483 patients with bipolar disorder and 76 patients with major depressive disorder for an
average of 8.15 years. Those who died by suicide (n = 16) had significantly higher levels of anti-CMV
IgG. Death from suicide was also associated with higher levels of IgG antibodies after adjusting for
demographics, psychiatric diagnosis, and psychiatric symptom severity. Suicide risk ranged from
2.51 (95% CI = 0.89-7.10, p < 0.082) for individuals with levels greater than or equal to 1 (the cut-off
value) to 6.45 (95% CI = 2.15-19.32, p = 0.001) for individuals with levels > 3 times the cut-off value.
In a multiple regression analysis, male sex, being Caucasian, being separated/divorced and CMV IgG
antibody levels predicted suicide.
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Dickerson, et al. [14] studied 162 patients with a psychiatric illness including patients with
schizophrenia [n = 65], bipolar disorder [n = 59], and major depression [1 = 38]. In the total sample,
72 (44%) had a history of attempted suicide. Those who attempted suicide had higher levels of CMV
IgM antibodies, and the association was stronger with increasing levels of IgM antibodies (>75th
percentile OR = 3.02, 95% CI 1.08-8.44; >90th percentile OR = 6.31, 95% CI 1.17-33.9. p = 0.032).
No association with IgG class antibodies was reported.

Okusaga et al. [32] studied 950 patients with a diagnosis of schizophrenia, of whom 351 (37%)
had a history of attempted suicide. Seropositivity for CMV was not significantly associated with a
history of suicide attempt.

4. Discussion

The evidence linking CMV seropositivity and suicide is limited. Our bibliographic search resulted
in only five papers. Among these, one (Burgdorf et al. [12]) had a much larger sample size than the
other four. Furthermore, the identified studies were methodologically heterogeneous, with some
comparing CMV seropositivity between those who attempted or completed suicide with healthy
controls, and others focused only on people with serious mental illnesses.

When compared to healthy controls, people with a history of suicide attempt(s) seem to have a
higher prevalence of anti-CMV IgG, but the effect size seems to be small (Table 1 [12,31]). However,
correlation does not imply causality, and, presently, it is not possible to say whether CMV infection is a
risk factor for suicide. It may very well be that people with a higher suicide risk are also at a higher
risk of contracting CMYV infection. In this regard, Okusaga et al. [32] suggested that individuals with
suicidal tendencies might engage in activities that increase the risk of exposure to infections—such as
not washing vegetables thoroughly or eating undercooked meat.

In regards to people with severe mental illness, the results appear to be mixed. One study reported
higher CMV IgG levels in patients with a mental illness (namely schizophrenia, bipolar disorder,
and major depression) who died from suicide compared to controls [13], while another study found
higher levels of IgM-class antibodies in those who had attempted suicide, but no difference concerning
IgG [14]. A third study, carried out only on schizophrenic patients found no association [32].

This heterogeneity of findings could be partially explained by the fact that these studies
involved patients with different psychiatric disorders (namely schizophrenia, bipolar disorder,
and major depression). People with schizophrenia and psychotic spectrum disorders could have
distinct features and a different pathophysiology leading to suicide compared to people with
non-psychotic illnesses [34,35]. Other factors that may explain the reported differences between
the studies examining the association between CMV infection and suicide is that these studies did not
distinguish between acute CMV infection, chronic infection (either congenitally acquired or acquired
as an adult), and reactivations of CMV infection. Dickerson et al. [14] suggested that the differences
among the studies—in terms of immunoglobulin class—specificity may be related to methodological
issues such as the format of the assay and the specificity of the immunoreagents. However, Dickerson
et al. did not find that the elevated IgM levels encountered in their study were due to unspecific
markers of infection, including naturally occurring antibodies or elevated IgM levels from reactivation
from rheumatoid factors.

Previous studies have suggested an association between inflammation and increased suicide risk
in people with a psychiatric illness [36], but whether the association between CMV infection and suicide
exists is uncertain. Previous research in this area has found increased levels of inflammatory markers
(e.g., interleukin-6) in patients with suicidal ideation and behaviour [37,38]. Activated interleukine-6
has been implicated also in acute fetal brain responses and long-term changes in brain development
and behavior [39].

Much has been discussed about the effects of CMV infection on the brain of the fetus, but less is
known about the effects of this infection on the adult brain, or the degree of brain damage in those
with asymptomatic CMV infection. Congenital brain CMV infection is thought to be irreversible.
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CMYV affects many of the brain cells including microglia [40]. Microglial density has been found to be
increased in people who have died from suicide. In contrast, no changes in microglial density have
been observed between people with a psychiatric illness and healthy controls [41]. Either way, it is too
soon to draw conclusions about the potential association between CMV infection and suicide. More
studies are needed before causality can be implied.

To our knowledge, this is the first review concerning CMV seropositivity and suicide. The major
limitation of this review is that our bibliographic search was conducted using only one database
(Pubmed). Another limitation is that our search only resulted in five papers that were methodologically
heterogeneous, thus rendering a meta-analytic procedure impossible.

5. Conclusions

The evidence linking CMV infection and suicide risk is scarce. To test this association further,
studies comparing CMV seropositivity among psychotic and non-psychotic suicide attempters
are needed.
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Abstract: Background and Objectives: The complex concept of rational suicide, defined as a
well-thought-out decision to die by an individual who is mentally competent, is even more
controversial in the case of older adults. Materials and Methods: With the aim of better understanding
the concept of rational suicide in older adults, we performed a systematic review of the literature,
searching PubMed and Scopus databases and eventually including 23 published studies. Results:
The main related topics emerging from the papers were: depression, self-determination, mental
competence; physicians’ and population’s perspectives; approach to rational suicide; ageism; slippery
slope. Conclusions: Despite contrasting positions and inconsistencies of the studies, the need to
carefully investigate and address the expression of suicidal thoughts in older adults, as well as
behaviours suggesting “silent” suicidal attitudes, clearly emerges, even in those situations where
there is no diagnosable mental disorder. While premature conclusions about the “rationality” of
patients’ decision to die should be avoided, the possibility of rational suicide cannot be precluded.

Keywords: rational suicide; old age; late life; aging; ageism

1. Introduction

Suicide is a global phenomenon accounting for 800,000 deaths worldwide every year [1].
Considering the global aging trends in the world and that suicide rates increase with age, suicide in
older adults cannot be neglected [2—4]. Older adults account for a disproportionately high number of
suicide deaths because they are more successful at committing suicide compare to younger adults [5].

In older age there is a high risk of unrecognized and untreated psychiatric illnesses [6,7].
In particular, depression is the most common disorder and the most important risk factor associated
with late life suicide [3,8-10]. However, most depressed older adults do not become suicidal.
Furthermore, approximately 55% of late life suicides are associated with physical illness [3,4], and
older people and those with chronic/terminal illness may not have psychiatric comorbidity. Physical
illness is more likely to eventually lead to suicidal behaviour when it causes functional disabilities
threatening the individual’s independence, autonomy and dignity, quality of and pleasure with life,
sense of meaning, usefulness and purpose in life, perceived personal value and self-esteem [11-13].

Aging may lead individuals to think back about their lives and to experience either feelings of
integrity (if they feel their life has been meaningful) or despair (if they are unable to find meaning
and achievement in their life) [14]. Moreover, notwithstanding what they have achieved in their life,
older adults have to face changes, which are usually losses, in the context of several domains including
health, employment, and relationships. Thus, the aging individual is compelled to go through grieving
experiences and redefinitions of one’s identity [13] which, if unsuccessful, lead to a damage of the
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individual’s sense of self. The old age individual’s skills in redefining their physical selves and
integrating changes depends on their “historical” attribution of meaning to their body [13,15]. Amery
defined aging as an incurable disease, where “the body becomes more and more mass and less and
less energy. This mass ... is the new, enemy self”, and “alien and authentically adverse self” which is
opposed to the “self of the past”[16]: this sense of internal division between one’s sick and healthy
selves, with the first being perceived as “alien” by the latter, may lead the healthy self to wish the
destruction of the sick one [13,15].

Furthermore, the current historical period is one marked by many new opportunities (including
good hygienic conditions, availability of clean water, fresh food, quality public health, progress in
medical knowledge and available treatments, starting from antibiotics) which have allowed a rapid
increase of life expectancy and longevity, but also by the difficulties and ambiguities in facing what
these opportunities have brought about. Life support technologies currently enable the prolongment
of critically ill patients’ life, often beyond a point where it can be experienced as meaningful and
desirable [17]. Therefore, since living longer does not necessarily mean living a high-quality life, the
need to balance benefits and harms of curative and, even more, palliative therapies, especially for
painful, terminal illnesses, has opened new topics of legal, moral, and ethical concern.

In recent years, there has been much discussion (not only in the scientific community) about
suicide and what has been named “rational suicide” in older adults. It is described as “rational” an
action which is “sensible, appropriate, in keeping with one’s fundamental interests, and perhaps even
admirable”[18]. Rationality means being capable of deliberating, with no coercion, according to one’s
own values and purposes in life [19], and that motives and plans for a certain decision have been
thoroughly explored, as well as alternative choices [20]. Therefore, rational suicide may be defined
as a sane, well-thought-out and fairly stable decision by an individual who is mentally competent,
and who is capable of reasoning and choosing the best alternative among the many available with no
ambivalence (see Table 1 for the main definitions and criteria to define the construct of rational suicide).
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The concept of rational suicide is controversial and difficult to define, so that some suicidologists
and psychologists consider it as an oxymoron. The debate about this topic is even more complicated
by emerging and complex to define concepts such as those of “good” or “gentle death”, and of “silent
suicide”, defined as the intention to kill oneself by nonviolent means such as refusal of food and liquids
or noncompliance with essential medical treatment. Such means of promoting one’s death causes
ambiguity in medical, clinical, personal, cultural, ethical, religious and historical interpretations [28].
Moreover, the concept of rational suicide is obviously linked to the debate about the hot topic of
euthanasia, physician assisted death (PAD) and physician assisted suicide (PAS) (i.e., if suicide can be
rational, then the right-to-die should be legal and regulated).

Given the ongoing debate about the possibility that a “rational suicide” exists, the concern
represented by older adults’ suicide and the world population aging trend, we performed a systematic
review of the literature about rational suicide in late life, with the primary aim to offer an overview
and better understanding of the concept of rational suicide in older adults through a description of the
main related topics emerged from the literature.

2. Materials and Methods

We searched PubMed and Scopus databases from inception to April 16th and 19th 2019, respectively,
with the following search keywords: rational AND suicid* AND (elderly OR older*). Two of the
Authors (C.G., R.C.) reviewed and screened eligible articles according to the PRISMA (Preferred
Reporting Items for Systematic Reviews and Meta-Analyses) flow diagram [29]. Any disagreement
among reviewers was solved through discussion and with the supervision of the third Author (P.Z.).
Studies were included if: (1) they focused on rational suicide defined according to one or more of the
criteria mentioned in Table 1; (2) they focused on or included/mentioned older adults. To ensure the
most complete reporting of the available literature about the topic, we decided to include all available
study designs.

Studies were excluded if: (1) they were written in languages other than English; (2) their full-text
was not available; (3) they were book chapters, commentaries and editorials/letters to the editor; (4) they
were focused on euthanasia, PAD and PAS.

For each study, we extracted: year, design, sample features, used rating scales, reasons mentioned
for rational suicide, rational suicide criteria and/or definition, main results, and conclusions.

3. Results

3.1. Main (Quantitative) Features of the Included Studies

The search retrieved 144 references; 24 full text articles were assessed for eligibility (see Figure 1
for the flow diagram); 1 full text article was not available for the assessment. We eventually included
23 published studies in the review.
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Eligibility Screening ] [ Identification ]

J

Included

The data extracted for each of the studies are described in Table 2, where articles are presented in

alphabetical order.

PRISMA 2009 Flow Diagram

Records identified through
database searching
{n=144)

k.

Records after duplicates removed
{n=110)

¥

Records screened
{n =110)

Records excluded
(n=286)

!

Full-text articles assessed
for eligibility >
(n=24)

Full-text articles excluded,
with reasons
{n =1, not available)

I

Studies included in
gualitative synthezis
(n=23)

Figure 1. PRISMA 2009 Flow Diagram [29].
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Among the included articles, 6 were original papers [2,30-34], with different designs and aims:
1 was based on coroner records of suicides in older people with and without terminal cancer, and
investigated motives for rational suicide [2]; 2 assessed suicidal and non-suicidal older adults, one
with a specific focus on self-determination [30] and one on problem solving strategies [31]; 1 surveyed
primary care physicians and the impact of patients’ age on their ability in recognizing suicidal symptoms
and willingness to treat patients [32]; 1 used qualitative in-depth interviews to assess older adults
ideating on self-chosen death [33]; 1 examined older and younger adults’ beliefs and attitudes about
late life suicide [37].

Of these six articles, 2 referred to specific criteria or definitions for rational suicide [2,30], and only
one out of these two actually used them [2]; in both cases Werth & Cobia’s criteria were mentioned,
and Cheung also mentioned Siegel’s criteria; 1 did not mention rating scales [2].

Four out of the six studies explored and mentioned several reasons for rational suicide [2,30,31,33],
with the concept of loss being explicitly or implicitly referred to in all these 4 studies. The following
topics were mentioned: control, dependence, disability/illness, pain, quality of life (QoL) (3 studies);
burden, dignity, loss of pleasure/meaning in life (2 studies) (see Table 2 for more details).

Eleven of the studies described in Table 2 did not include research data, but were specifically focused
on old age rational suicide [7,13,25,35,36,38,42,44-46,48]: 5 included case(s) descriptions [7,13,25,35,36];
7 specified the professionals involved in end of life and rational suicide issues.

Criteria for rational suicide and rating scales were mentioned respectively by 3 [13,36,42] and
4 [36,42,44,46] of these studies. Battin’s and Werth/Werth & Cobia were the most frequently reported
criteria for rational suicide. Regarding motives for rational suicide, the most frequently mentioned
ones were: loss, including loss of meaning and purpose (9 studies); burden (5 studies); control
(5 studies); pain (5 studies); QoL (5 studies); autonomy (4 studies); dependence (4 studies) (see Table 2
for more details).

The concepts of ageism and slippery slope effect were discussed by 2 [13,38] and 3 [25,35,44]
studies, respectively.

Last, 6 papers were not specifically focused on late life rational suicide but mentioned
it [21,28,39,40,43,49]; 3 included case(s) descriptions; all but one[40] specified the professionals involved
in end of life issues. Four of these six studies [21,28,39,43] mentioned criteria for the definition of
rational suicide: Motto’s [23]; Siegel’s [21] and Werth's [41]; Werth & Cobia’s [22]; Hoche’s “Balance
sheet suicide”[21]. Among the reasons for rational suicide, loss (including loss of meaning) was
implicitly or explicitly mentioned by all papers; other reasons included: pain (4 studies), disability
(4 studies), control (3 studies), QoL (3 studies), dependence (2 studies), autonomy (1 study) (see Table 2
for more details).

All but one of these six papers [43] mentioned the Hemlock Society and either euthanasia, PAD,
PAS, right to die; 2 [21,40] mentioned the Living Will.

3.2. Main Topics Covered in the Included Studies

The main topics emerged from the papers included in the review were: depression,
self-determination, mental competence; physicians” and population’s perspectives; approach to
rational suicide; ageism; slippery slope.

Furthermore, Table 3 briefly summarizes arguments in favour versus arguments opposing rational
suicide emerging from the included studies.
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Table 3. Arguments in favour and opposing rational suicide.

Arguments in Favour of Rational Suicide

Arguments Opposing Rational Suicide

Moral right to self-determination [33]

Should death wishes, and ideation and action aimed at
deliberately ending one’s life ever be considered as “rational”?

Needless suffering [33]

Ageism: old age individuals as a burden; death as a solution for
insoluble age-related suffering [12].

Exerting control over one’s death: satisfaction and
empowerment.

Slippery slope: from right to die to social obligation to die [9].

Suicidal ideation and behaviour may be the logical
and understandable outcome of a balance sheet
where death becomes preferable to life [33].

Is suicide per se an evidence of mental instability? [33]
Having suicidal ideation is often the very reason why an
individual is classified as having a mental illness.

Suicide can be a serious and legitimate answer to the
individual’s existential situation, which should not be
dismissed as a depressive symptom [20].

A history of mood disorder (as well as of any other
mental illness) does not mean that the individual’s
decision-making capacity is impaired and should be

Suicide itself is an emotional condition precluding the possibility
of rationality: the suicidal individual is usually not capable to
consider other option than suicide to a condition of perceived
intolerable misery. One would rather live, if a better solution

than suicide was at hand [22,52-55].

questioned forever [50,51].

3.3. Depression, Self-Determination, and Mental Competence

Though in different ways and from different perspectives, almost all the included articles
underscored ambiguities and possible biases regarding old age rational suicide. The point which is
most discussed is the possible underestimation of depression in old age patients, either terminally ill
or not, and its impact on patients’ self-determination and mental competence. Actually, the current
nosology includes suicidal ideation and attempts as symptoms of either major depressive episodes
and of borderline personality disorder. Thus, the main emerging and unresolved question is whether
suicidal ideation and attempt in late life should be always treated as symptoms of a psychiatric disorder
or not.

The results about depression in suicidal older adults in the studies we assessed are mixed; while [2]
found that among older patients who died by suicide, those with terminal cancer were less likely
than those without to be depressed and to have had previous contact with mental health services [30]
reported a greater likelihood of depression in elderly with suicidal ideation than in those with no such
ideation. These two studies pointed to the question whether or not underdiagnosis of depression is an
issue in older patients’ suicide, and to the importance of assessing self-determination in the context of
the rational suicide debate, respectively.

Consistent with the debate about decisions relying both on judgments and affective states [50],
poorer problem-solving skills were found in depressed elderly suicide attempters, compared to
depressed non-attempters and non-depressed elderly, in contrast with the commonplace belief
that suicide attempt in late life would be non-impulsive [31]. Moreover, considering ambivalence,
ambiguities and the contrast between rationality and inner uncontrolled compulsion in elderly ideating
on self-chosen death, Van Wijngaarden et al. [33] indings seemed to question the concept of rational
suicide as an autonomous, free decision without pressure.

Briefly, what emerges from the studies we assessed is that underdiagnosis of depression in
old age and especially in terminal illness is a relevant problem [56-58] ecause it can be difficult to
differentiate depressive disorders from old age-related cognitive impairment and from the normal
emotional responses of a person coping with a terminal illness [59,60]. On the other hand, not all
suicidal individuals are depressed and mental illness per se does not imply that the individual’s
self-determination and competency are compromised. So, even though a careful assessment of every
single situation is mandatory, not every suicidal ideation and/or planning should be “unquestioningly”
pathologized. Last, an approach focused on the concept of “understandability” of suicidal ideation
and/or behaviour has been suggested as potentially more meaningful and useful than that of rationality,
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because an approach based on rationality might lead to overlooking the expressive and emotional
meaning of the wish to die [52].

3.4. Views of Rational Suicide: Physicians” and Population’s Perspectives

Two of the original studies assessed focused on views about rational suicide, on behalf of
physicians [32] and of older and younger adults [34].

The first study found that primary care physicians’ skills in recognizing depression and suicidal
risk in late life were excellent, nonetheless physicians were less willing to treat older patients, likely
due to an age bias leading them to consider suicide intent as rational and normal in that age group [32].

In the general population, a more favorable attitude towards late life suicide was found on behalf
of older adults compared to younger adults. When asked about possible protective factors for late life
suicide, interestingly, only a small percentage of respondents believed that mental health care could
play a preventive role [34]. It is not clear whether this last result reflects mistrust in the possibility of
suicidal individual to receive help, or rather the general population’s actual belief that late life suicide
is not a clinical issue. Mankind’s history has witnessed changing views about death and suicide,
which in clinical contexts have both turned out to be something which should be always prevented,
fought and avoided; this is linked to the topic of the principles of autonomy versus beneficence, and of
patients” autonomy and physicians’ responsibility [28,40]. Conflicts inevitably surround the approach
to rational suicide also from this standpoint, starting from the ethical principle guiding healthcare
professionals, who should respect patients” autonomy as well as safeguarding their lives. On the other
hand, the need of a reflection on the meaning and ethics of care in late life and end of life in the current
society has been suggested [28,39].

3.5. Approach to Rational Suicide

A careful assessment of patients, a thorough and accurate investigation of the meaning of their
attitudes towards end of life, and the development of appropriate supportive strategies to face the new
emerging needs in the care of old age patients are described by most of the included papers.

It is clearly underscored that each situation and the actual meaning of the wish to die should be
evaluated in the context of individual life experience and histories, which are critical elements for the
understanding of rational suicide [2,35,44].

The position described by most of the articles reviewed is an “interlocutory” one, encouraging a
thorough exploration of reasons for suicide in the context of a “respectful and humane” relationship
between patient and “a trained and insightful professional” [43], based on the belief that most elderly
persons “readily discuss their suicidal feelings and intentions and are glad to be able to share their
thoughts with someone who cares enough to ask”[61]. Exploration of reasons and meaning of suicidal
ideation and/or attempt is particularly important when it clearly emerges a conflictual and ambivalent
nature of the decision to die, and when the individual is not realistically appraising her/his problems
and prospects [21].

The approach to rational suicide should go beyond the mere assessment of the presence of a mood
disorder, and address the whole range of issues possibly contributing to the individual’s wish to die, in
order to offer possible targets for interventions, and allow the implementation of approaches aimed at
increasing QoL or decreasing pain, distress and suffering, which may eventually lead to a reduction of
suicidal ideation [30,42,46,62,63].

3.6. Ageism

Albeit sometimes used inappropriately in the existing literature, the term “ageism” means a
prejudice, stereotyped assumption, or discrimination made on the grounds of a person’s age, possibly
leading to unfair treatment of older ones. From a clinical standpoint, an ageist attitude may lead
clinicians to consider older adults’ suicides as rational choices (especially if the person has physical
illnesses) and affect clinicians’ ability to identify psychopathology [54]. For instance, depression
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may seem understandable in the context of an older person’s health and living circumstances, but
considering suicidal ideation and wishes to die as understandable just because of the person’s old
age is an ageist attitude which should be avoided. Nonetheless, some studies [32] have pointed out
that while clinicians’ skills in identifying suicidal behaviour in older adults seem to be preserved,
what may be lacking is their willingness to treat patients in this age group, especially if the potential
reversibility of their condition is underestimated. This attitude too may reflect ageism and therapeutic
nihilism. On the other hand, the implementation of coercive life-prolonging measures with a poor
consideration of the individual’s autonomy is another potential form of ageism hidden behind medical
paternalism [36].

Trying to find a balance between patients’” autonomy and clinicians’ responsibility, therapeutic
nihilism and medical paternalism is necessary to face a phenomenon, which may be associated with
increased longevity.

3.7. Slippery Slope

Several authors have expressed concern that recognizing the right to die would too easily shift to
“a climate enforcing a social, obligatory duty to die”, and novelists have well described this risk in
science fiction stories such us Richard Matheson’s The Test (1958).

Indeed, several of the selected papers mentioned the “slippery slope” argument, which is
also debated in the end-of-life/euthanasia/PAS/PAD context and which refers to the possibility that
acknowledging the right to die would eventually shift towards an obligation to die and/or lead older
persons to feel guilty if they had no wish to end their life and decided not to commit suicide [21].

However, it has to be underscored that, in the context of the euthanasia debate, no consensus has
yet been reached about the presence of the slippery slope effect [64,65].

4. Discussion

The aim of this review was to offer an overview and a better understanding of the concept of
rational suicide in older adults.

Opinions are not consistent about whether older adults” wish to hasten death in the absence of
a psychiatric disorder could be regarded as a rational choice. Suicide presenting in the absence of a
clinically diagnosable depression (or of other conditions impairing mental function) and occurring in
cases of adverse conditions such as physical illness and aging has been considered “rational” from the
perspective of respect for individual autonomy, and the rational assessment of utility [52]. Suicide in
these situations may be seen as a possibility to regain and exert control and autonomy in the face of a
miserable existential condition marked by pain and suffering, before the progressive worsening of
one’s physical condition, thus finding an escape from a life which is no longer considered as such or
worth living.

Even though Authors do not agree on the role of mental disorders in “rational suicide”, usually
those who adhere to the conventional psychiatric opinion think that mental disorders are preeminent
with regard to suicidal ideation and that suicide is a manifestation of psychiatric illness, hence they
do not consider suicide as a rational option [40,54]. The possibility to disentangle depression and
suicidal ideation in old-age suicidal individuals would allow the identification of potential targets for
ad hoc interventions, going beyond those specifically directed towards the treatment of depression.
For instance, there might still be chances, even for terminally ill and/or disabled older adults, to find
relief from their pain and suffering, which could eventually lead to a decrease in suicidal ideation
and suicide risk [19]. Furthermore, the perspective considering suicide as a symptom of psychiatric
illness overlooks the possibility that there may be circumstances in which suicide or the refusal of
life-sustaining medical treatment may result from the rational decisions of autonomous individuals,
and may lead to interventions aimed at preserving life which can sometimes be applied at the expense
of individual autonomy[40].
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Although life expectancy for those living in western societies is higher than ever before in human
history, this has had the effect of making it difficult for medical professionals to find a balance between
patients” autonomy and clinicians’ responsibility, to admit when someone is dying and to know where
to draw the line in terms of offering more treatment [66,67]. The improvement of late life palliative
care and QoL should be possibly accompanied by changes in the medical organization and culture to
better address the specific end of life related needs in old age.

Some valuable suggestions to face the problem of rational suicide emerge from the studies we
assessed; for instance, Richman, quoted by Moore [44] underscored the primary importance, when
meeting a suicidal individual, “to make contact rather than obsess over whether they have a right to
live or die”. The importance of an interlocutory and reflective attitude is described by Ruckenbauer
and coworkers [48], who state that while suicidal individuals cannot be deprived of their autonomy,
nonetheless they should not be fully and without protection be released into their autonomy. Moreover,
they underscore that patients cannot be reduced to their medical or psychiatric illness, but at the same
time, an overestimation of existential stock-taking should be avoided.

It should be underscored that a limitation of this work is that, since the available literature was
very uneven and, despite the selection criteria, mainly based on opinions and theoretical papers, the
reported quantitative synthesis is limited. Furthermore, we cannot exclude that the choice of not
including editorials and book chapters in the current review might have limited the access to potentially
relevant material. Further original research studies may help to better understand this complex topic.

5. Conclusions

In conclusion, despite contrasting positions and inconsistencies of the studies described in this
review, what seems to emerge is that the expression of suicidal thoughts in older adults, as well as
behaviours suggesting “silent” or indirect suicidal attitudes [68,69], should be carefully investigated
and addressed, even in the absence of a diagnosable mental disorder. Clinicians should try to decode
the possible communicative role of suicidal behaviour while avoiding premature conclusions about
the “rationality” of patients’ decision to die, and considering it by default as “reasoned behavioural
expression of legitimate preference for an earlier death” [7,46,49,70]. Nonetheless, the possibility of
rational suicide cannot be precluded.
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Abstract: Background and Objectives: Research on suicidal behavior (SB) has frequently focused more
on risk factors than protective factors. Since the historic works of Viktor E. Frankl, who inquired
how some Nazi concentration camps prisoners maintained their will to live though confronted
with pervasive absurdity, Meaning in Life (MiL) has been interpreted as a potent resiliency factor.
MiL then declined along a multitude of theoretical perspectives and was associated with various
functioning domains of the individual. Surprising, few studies investigated the role of MiL on SB.
We aimed to review and synthetize current literature on possible associations between MiL and SB,
which included suicidal ideation (SI), suicidal attempts (SA), and completed suicide, focusing on
two MiL constructs (the presence of MiL and search for MiL) from the Michael F. Steger’s recent
conceptualization. Material and Methods: A systematic strategy following PRISMA guidelines was
used to search for relevant articles in Pubmed/MEDLINE, Scopus, PsycINFO, and ScienceDirect
(January 1980-February 2019) and yielded 172 articles, 37 of which met our inclusion criteria. Results:
MiL emerged as a protective factor against SI, SA, and completed suicides, directly or through
mediation/moderation models with other SB-related variables. When distinguishing the presence
of MiL and the search for MiL, a consensual protective impact was described for the former. Data
for the latter were less consistent but rather oriented towards a non-protective impact Conclusions:
These findings could have clinical repercussions for SB prevention, in both suicide risk assessment
refinement and psychotherapeutic interventions. Further research is needed to examine the dynamic
interplay of the two constructs.

Keywords: suicide; suicidal behavior; suicidal ideation; suicide attempt; meaning in life; suicide
protective factors; suicide risk

1. Introduction

Research on suicidal behavior (SB) has frequently focused on suicide risk factors. In contrast,
elements that can buffer stressors and protect an individual from SB have received less attention [1].
Historically, exploration into the adaptive and life-maintaining characteristics of non-suicidal people
was originated by Viktor E. Frankl, who attempted to elucidate how some Nazi concentration camp
prisoners were able to maintain the will to live and which subjective reasons protected them from a
pervasive sense of absurdity [2]. He observed that individuals with a “will of meaning” (Der Wille
zum Sinn) had the best chance of survival [2]. On this basis, Frankl elaborated the discovery path of
Meaning in Life (MiL) against the “existential vacuum” as arising from three possible assumptions,
uniquely concerning the human condition: (1) creativity (related to the sense of realization of an
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individual), (2) perception and a search for beauty (in relation to a sense of authenticity towards certain
situations or encounters), and (3) the effort of an individual in trying to find a way to determine one’s
interior attitude, even when overwhelmed by miserable circumstances or unavoidable suffering [2].

Since Frankl’s initial observations, Meaning in Life (MiL) has been described from a multitude
of theoretical perspectives. One primary distinction has been made between a “global or existential”
meaning and a “situational or specific” meaning, thereby discerning individuals’ fundamental
assumptions from meaning in the context of a particular environmental encounter [3-6]. In this
latter area, the integrated model of “meaning-making”, articulated by Crystal L. Park, is of particular
interest [4]. In addition to the distinction between “global” and “situational” meaning, Park proposed
the evaluation of “meaning-making efforts” and “meaning made”, inscribing the possible effects of all
these subconstructs in a meaning-making process aimed at adjusting one’s experiences of events that
are greatly discrepant with one’s larger beliefs, plans, and desires [4].

In the recent psychological literature, Michael F. Steger has proposed that the greatest consensus
in the conceptualization of MiL can be centered on two dimensions: “coherence”, or a sense of the
comprehensibility and self-concordant ability of making sense in one’s life, and “purpose”, or a sense of
core goals, aims, and direction in life [7]. A third facet, “significance”, which focuses on values, worth,
and the importance of one’s life, is receiving increasing attention [7]. “Coherence” refers to the cognitive
component of MiL, focusing on the perception that stimuli are predictable and conform to recognizable
personal patterns that transcend chaos. “Coherence” would be especially activated in situations where
meaning is disrupted and the individual experiences distress and the related necessity to construct or
reconstruct a framework to understand life [7]. While “purpose” is sometimes used synonymously
with MiL, it should be explicitly considered separately from the general sense of MiL and understood
as one of its components (the motivational one), based on one’s goals and enthusiasm in life (e.g.,
spirituality and religiousness were shown to be correlated to MiL but not to “purpose”, while optimism
was correlated to “purpose” but not to MiL) [7]. “Significance” constitutes the evaluative component
for MiL as it relates to how important, worthwhile, and inherently valuable one’s life as a whole feels
beyond trivial or momentary elements [7]. Both “purpose” and “significance” are value-laden concepts,
but they differ in two essential aspects, based on their primary motivational versus evaluative nature.
“Purpose” is about finding valuable goals future-oriented, while “significance” is about finding value
in life, including the past, present, and future [7]. When all three components are taken together, a
definition for MiL emerges from “the web of connections, interpretations, aspirations, and evaluations”
that “(1) make our experiences comprehensible, (2) direct our efforts toward a desired future, and (3)
provide a sense that our lives matter and are worthwhile” [7,8].

Steger’s model divides MiL into two constructs: the presence of MiL and the search for MiL [9].
These two constructs were found not to be mutually exclusive [10]. The presence of MiL is uniformly
thought to be beneficial for various functional aspects of life, including adaptive resources, overall
psychological well-being, and positive affects [11]. By contrast, the search for MiL appears more
controversial. Some researchers consider MiL the essence of human motivation [12,13], while others
find it a dysfunctional sign that meaning has been frustrated or lost [14,15]. In a third perspective, the
search for MiL can have either healthy or non-healthy connotations depending on the motivational [3]
and personal characteristics of the individual [16]. Addressing this issue from a typological perspective,
MiL profiles resulting from a combination of high scores in the presence of MiL and low scores in the
search for MiL have been associated with better adjustment outcomes [17,18]. Both constructs are
highly stable over time, suggesting that MiL more accurately reflects a trait aspect than a state aspect
of individual functioning [18].

From a clinical viewpoint, exploring MiL in suicidal patients during psychiatric interviews
would personalize and improve their SB risk assessments [19,20]. Interventions targeting MiL
have also been found effective in reducing suicide risk [21] and represent a promising therapeutic
opportunity [19,20,22].
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Few studies have explored MiL in individuals presenting SB. With this review, we aimed to
examine existing published data to investigate possible associations between MiL and suicidal ideation
(SI), suicide attempts (SA), and completed suicide. Particular attention was given to studies that
distinguished between the roles of the presence of MiL and the search for MiL. We hypothesized that
MiL has a protective effect on SI, SA, and completed suicide. Specifically, for works that addressed the
two constructs of MiL, we hypothesized that the presence of MiL would have a protective effect. The
exiguity and contradictory nature of the data on the search for MiL did not allow us to formulate a
specific hypothesis but only to perform exploratory analyses.

2. Methods

This review was conducted according to the Preferred Reporting Items for Systematic Reviews
and Meta-Analyses (PRISMA) guidelines [23] and the Cochrane collaboration guidelines [24].

2.1. Information Sources and Search Strategy

We performed a systematic search in four major electronic databases comprising medical and
social science research (PubMed/MEDLINE, Scopus, Science Direct, and PsychINFO) for relevant
titles and abstracts published between January 1980 and February 2019. Additional articles were
retrieved from the reference lists of relevant articles and from published reviews. The following
combined search queries of free-text terms and exploded Medical Subject Headings (MeSH) terms
were used for the Pubmed/MEDLINE database: “Meaning in Life” AND “Suicidal ideation” [MeSH]
OR “Suicide, attempted” [MeSH] OR “Suicide” [MeSH] OR “Suicidal Behavior” OR “suicidality.” This
search strategy was adapted for use with the other databases.

2.2. Eligibility Criteria

Articles that explicitly mentioned a potential association between MiL. and SB (OR suicidal ideation
OR suicide attempts OR completed suicides) in non-clinical and clinical samples were included. When
a title or abstract seemed to describe an eligible study, the full-text article was obtained and carefully
examined to assess the study’s relevance for our review. Our exclusion criteria were: (1) articles
published before 1980, (2) articles with abstracts that did not directly mention an investigation into
a potential association between MiL and SB, (3) articles not published in peer-reviewed journals,
(4) articles not published in English, and (5) meta-analytic, systematic, or narrative reviews, or
book chapters.

2.3. Study Selection and Data Collection

Studies were independently reviewed by two authors (A.C. and M.Pre.) using a two-step process.
First, screening and selection were performed based on the article’s title and abstract. Second, further
screenings and selections were performed on retrieved full-text articles. A data extraction spreadsheet
was developed [23]. The data were extracted by one author (A.C.) and supervised by another (M.Pre.).
The data elements of interest were author(s), publication year, study design, sample characteristics
(population type, sample size, and psychiatric diagnosis when appropriate), instrument(s) used
to assess MiL, and the impact on SB-related variables (SI, SA, completed suicide, other SB-related
variables, and/or main commentaries). At any stage of the article selection and data collection
processes, disagreements were resolved through discussion with the senior reviewer (M.Pom.), who
also independently read all the articles.
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2.4. Summary Measures

As with previous studies [25,26], we assessed the selected studies for quality using the following
criteria: (1) the representativeness of the sample for the general population, (2) the presence and
representativeness of a control group, (3) the presence of longitudinal follow-up, (4) the evidence-based
measures of MiL (e.g., a Meaning in Life Questionnaire, Purpose in Life Questionnaire, or other
psychometric instruments), (5) the presence of raters who independently identified MiL, (6) the
statistical evaluation of inter-rater reliability, and (7) evidence-based measures of SI or SA (e.g., a
Suicidal Ideation Questionnaire, Suicide Risk Scale, Beck Hopelessness Scale, or other psychometric
evaluation). A score of 0-2 points was attributed to each item, yielding a quality score ranging
from 0 to 14. Studies were divided into 3 groups: (1) good quality (10-14 points), if most or all the
criteria were fulfilled, or, where they were not met, the study conclusions were deemed very robust;
(2) moderate quality (5-9 points), if some criteria were fulfilled or the study conclusions were deemed
robust; or (3) low quality (0—4 points), if few criteria were fulfilled or the study conclusions were
not deemed robust. Caution was adopted in interpreting the findings from the low-quality studies.
Disagreements between reviewers were resolved by consensus.

3. Results

3.1. Included Studies

After removing 61 duplicates, a total of 172 potentially relevant articles were found. Figure 1
shows the flow through the identification, screening, and assessment of eligibility. Studies were
excluded either because the exclusion criteria were met or because of low relevance compared to our
primary theme. Finally, 37 studies met our inclusion criteria and were included in our qualitative
synthesis for this review.

'Tg PubMedMEDLINE (n =115) (Scopus, PsyINFO, and Science Direct) (n = 118)
=
E-
b}
i Il
| Fecords after duphcates removed (r=172) |
2 !
£
]
]
| Abstracts sereened (= 74) | s | Records excluded (n =20)
£
z | Full-text articles assessed for eligibibty (n = 54) | % Full-text excloded for low
g \L relevance to the main theme (n=17)
3
= | Studies mcluded in qualitative synthesis (n = 3T} |
=l
&

Figure 1. Flowchart for the search and selection process [23].
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3.2. Characteristics of Included Studies (Study Designs and Samples)

The characteristics of the included studies are shown in Tables 1 and 2. In total, 24 studies were
cross-sectional, nine were prospective and longitudinal, and five were qualitative (one was classified as
both cross-sectional and longitudinal). Additionally, 20 were conducted using non-clinical populations
(Tables 1 and 2), and 17 were conducted using psychiatric and non-psychiatric clinical populations
(Tables 1 and 2). Among the non-clinical populations, undergraduate students and adolescents were
the most frequently represented groups (n = 12) followed by elderly people (n = 7). Eight studies
included individuals aged 12-70 years, one included only adults, and one included individuals aged
at least 20 years and was based on the general population participating in the Nord-Trendelag Health
Study in Norway (the HUNT I cohort during 1984-1986 and the HUNT II cohort during 1995-1997).
The specific studied populations were military personnel and veterans (1 = 3), Chinese professional
employees (1 = 1), homeless people (n = 1), and disadvantaged African American female survivors of
arecent SA (n = 1). Among studies performed using clinical populations, mood disorders were the
most specifically addressed psychiatric diagnoses (1 = 6), followed by borderline personality disorders
(n = 3). Finally, five studies were performed based on various mental disorders (including mood and
anxiety disorders, borderline and avoidant personality disorder, and post-traumatic stress disorder
(PTSD), eating disorders, substance use disorder, and psychotic spectrum disorder), two were based
on PTSD alone, and one was based on eating disorders. The only clinical non-psychiatric population
studied was the population diagnosed as HIV-positive.

Of the studies that addressed the impact of the two MiL-distinct constructs (the presence of MiL
and the search for MiL) (n = 5; Table 2), one was both cross-sectional and prospective, two were
cross-sectional, and two were longitudinal and prospective. No qualitative studies were represented in
this group. Three studies were conducted among non-clinical populations (two among undergraduate
students and one among soldiers returning from deployment; Table 2), and two were conducted among
clinical populations (one among patientss diagnosed with severe PTSD/depression and one among
those diagnosed as HIV-positive; Table 2).

Interest in this research subject has increased over very recent years (32 of the included studies
were published in 2013 or later). This was particularly evident among studies conducted using
clinical populations (12 of these 17 studies were published in 2015 or later). Most of these (n = 7)
were performed using Spanish clinical samples by Marco and colleagues. Of those performed using
non-clinical samples of adolescents/undergraduate students, nearly half (5 of 12) were performed using
Israeli samples, and four of these were performed by Wilchek-Aviad and colleagues. Notably, all the
studies that focused on the impact of the two MiL-distinct constructs (presence of MiL and search for
MiL) were published in 2013 or later, and all but one were published in 2016 or later. Notably, two of
the three studies using samples of military personnel and veterans focused on these two constructs.
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3.3. Quality Assessments

Based on our quality scoring system, the mean score of the included studies was 7.2. Most (1 = 16)
were of moderate quality, followed by those of low quality (n = 14) and those of good quality (n = 7).

3.4. Primary Findings

3.4.1. Studies of Associations between MiL and SB-Related Variables

The primary findings of the included studies that aimed to elucidate associations between MiL
and SB-related variables are shown in Table 1. In these studies, MiL was assessed using either the
Purpose in Life test [60] or its 10-item shortened version [61], the Geriatric Suicide Ideation Scale,
the Perceived MiL subscale [62], the Experienced Meaning in Life instrument [63], the Life Regard
Index [64,65], the Sense of Coherence Scale [66], the Crisis of Meaning Scale [67], the Meaningful Life
Measure [68], the Spiritual Well-Being Scale (including the Existential Well-Being subscale and the
Religious Well-Being subscale [69]), and qualitative analysis. Steger’s Meaning in Life Questionnaire
(MLQ) and its three-item shortened version [70] were also utilized, but without separate measures for
the presence of, and search for, constructs.

Most studies investigated the impact of MiL on SI, and an inverse association was reported as
direct [22,27,29,34,36,39,41-43,45,48,50,53] and/or through mediation and moderation models. MiL.
was found to mediate the relationships between SI and a variety of factors: stress/coping (via an inverse
effect on depression) [1], “Reason for Living” [35], psychological strain [40], and satisfaction in life [43].
It was also found to mediate the relationship of both SI and hopelessness with PTSD severity [54].
Additionally, MiL was found to moderate associations between SI and depression [43] and between
risk factors for suicide and hopelessness [19,49]. Both the mediation and moderation effects of MiL
was found for gratitude and grit, which were shown to work synergistically to enhance MiL and confer
resiliency to suicide by increasing MiL [31]. In bullying, a mediation model was reported in the female
population, in which MiL explained how victimization can lead to SI, while a moderation model was
reported in the male population, in which MiL attenuated the victimization effect on SI [32].

An inverse association between MiL and SA has been found in many studies [20,27,39,52]. Similar
to the findings with SI, MiL was found to mediate the relationship between SA and stress/coping (via
an inverse effect on depression) [1]. However, a moderation model was not described.

Only 1 study showed an inverse association between MiL and completed suicides. This result
was based on two large cohorts of the general population [30]. The association remained significant
after controlling for a common mental disorder that emerged during the survey. Unfortunately, only a
published abstract was available for this study.

Inverse associations were also reported between MiL and suicidal tendency or suicidal potential
(a measure accounting for depression, anxiety, and emotional state) [33,36,38] and between MiL and
suicide risk (taking into account general suicide risk factors) [46].

Mental pain was inversely related to MiL [28] (study 2).  Two variables of the
Interpersonal-Psychology Theory of Suicide (IPTS) [71,72] were explored in relation to MiL. “Perceived
burdensomeness” could contribute to suicide morbidity and mortality by eroding MiL [44], and
“thwarted belongingness” was associated with more lethal methods for SA and increased SA [47].
Although not formally related to the IPTS, two additional context-relational variables were tied
to meaninglessness in the SI experience: aloneness [45] and missing (or perceived missing)
connectedness [42]. MiL, but neither religiosity [41] nor religious well-being [53,54], acted as protective
factors against SI [41,53] and mediated the relationship between PTSD severity and both hopelessness
and SI [54].
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3.4.2. Studies of Associations between the Presence of MiL and the Search for MiL and
SB-Related Variables

The primary findings of the included studies that aimed to elucidate associations between the
presence of MiL and the search for MiL and SB-related variables are shown in Table 2. These two
constructs of MiL were assessed using Steger’s MLQ, which consists of a self-reported 10-item inventory
measuring the extent to which individuals feel their lives are meaningful (the presence of MiL, five
items) and the extent to which they are actively seeking meaning (the search for MiL, five items) [70].

Presence of MiL

The presence of MiL predicted decreased SI over time and lowered the lifetime odds of SA
among undergraduate students in the longitudinal prospective analyses (with an average follow-up of
2 months) and cross-sectional analyses, respectively, from the same study [55]. These findings remained
significant above and beyond the effects of low levels of psychopathology (depression and anxiety
symptoms) and high levels of protective factors (gratitude and social support) [55]. In a study examining
the factors related to changes in suicide risk among soldiers returning from deployment in Iraq and
Afghanistan, surveyed 6 and 12 months following their return, the negative association between the
presence of MiL and suicide risk became greater, but this finding was not statistically significant [56].
In this study, suicide risk was assessed using the Suicide Behavior Questionnaire-Revised, which
includes four dimensions of SI and SB (lifetime SI and/or SA, frequency of SI over the past 12 months,
the threat of SA, and self-reported likelihood of SB in the future) [73]. Among military personnel and
veterans with severe PTSD and depression, the presence of MiL negatively mediated the relationship
between PTSD or depression and the trajectory leading from the emergence of SI to SA [58]. The
presence of MiL was found to moderate the association between depressive symptoms and SI but
not the association between depressive symptoms and SA in HIV-positive patients 6 to 12 months
following diagnosis [59]. Data for completed suicides were not available.

The presence of MiL mediated the relationships between MiL and the IPTS variables of “perceived
burdensomeness” and “thwarted belongingness” and SI [55]. Additionally, the experimentally
enhanced presence of MiL conferred resilience to perceived “burdensomeness and “thwarted
belongingness” [57]. Both studies were performed using undergraduate students [55,57].

Search for MiL

The search for MiL predicted a decreased SI over time, but with a lower threshold for statistical
significance than the presence of MiL, and it did not predict the lifetime odds of SA among undergraduate
students [55]. In particular, the search for MiL was shown to predict post-deployment suicide risk,
which increased among soldiers returning from deployment in Iraq and Afghanistan based on surveys
administered 6 and 12 months following their return [56]. The strength of the association between
initial depressive symptoms and becoming a high post-deployment suicide risk was diminished after
accounting for the search for MiL. The search for MiL did not negatively mediate the relationship
between PTSD or depression and the trajectory from SI to SA among military personnel and veterans [58].
Data for completed suicides were not available.

The search for MiL did not mediate the relationships between MiL and “perceived burdensomeness”
or “thwarted belongingness” and SI [55], and it was not investigated in experimentally-enhanced
conditions of interpersonal adversity [57] among undergraduate students [55,57].

4. Discussions

With this review, we have aimed to investigate the associations between MiL and SB, including SI,
SA, and completed suicide. These associations have been examined in studies that considered MiL
and those that distinguished the two MiL constructs (the presence of MiL and the search for MiL),
according to Steger’s model. We placed a particular focus on the latter.

58



Medicina 2019, 55, 465

The included studies consensually showed the protective impact of MiL on SI, SA, and completed
suicide, whether conducted using clinical or non-clinical populations. In studies distinguishing the
two MiL constructs (the presence of MiL and the search for MiL), a unanimous protective impact on
SB-related variables was described only for the former. Correlations between the latter and SB-related
variables were less consistent but were globally oriented towards a non-protective impact.

However, comparisons within the first group of studies are limited by an important heterogeneity
in the neuropsychological assessment of MiL (Purpose in Life test, Geriatric Suicide Ideation Scale,
Perceived MiL subscale, Experienced Meaning in Life instrument, Life Regard Index, Sense of
Coherence Scale, Crisis of Meaning Scale, Meaningful Life Measure, Spiritual Well-Being Scale, and
MLQ), presupposing different MiL. conceptualizations that can overlap but cannot be considered
synonymous [3,5,6]. By contrast, only one instrument, the MLQ [70], was utilized in the second group
of studies, implying a more uniform MiL conceptualization upstream that includes the distinction
between the presence of MiL and search for MiL.

Non-unanimous findings of the role of the search for MiL in SB reflect the debate surrounding
the role of search for MiL in other functional aspects of individuals. In their longitudinal analysis
of undergraduate students, Kleiman and Beaver [55] found that both the presence of MiL and the
search for MiL predicted decreased SI over time, even if the statistical effect of the search for MiL was
more marginal. Their cross-sectional analysis at baseline revealed, instead, that only the presence of
MiL was associated with lower lifetime odds of SA. They argued that the search for MiL can only
act as a protective factor against less severe manifestations of suicidality, which they supposed to
be SI compared to SA. Their findings were especially interesting because the presence of MiL was
shown to confer suicide resiliency independent of low levels of risk factors, such as psychopathology
(depression and anxiety symptoms), and protective factors (gratitude and social support). However,
they recognized a number of study limitations, which included the use of a non-clinical population,
a large majority of female representatives in their sample, self-reporting of anxiety and depression
symptoms, and a relatively small number of participants with a SA history, leading to an underpowered
analysis based on SA [55].

The two studies performed using military personnel and veterans concluded only partially
concordant findings on the beneficial versus deleterious impacts of the presence of MiL and search
for MiL. Kim and colleagues [56] surveyed the suicide risk among soldiers returning from Iraq and
Afghanistan twice during their first year post-deployment, observing that suicide risk increased
significantly between the 6th and 12th months. Greater levels of search for MiL and perceived stress
were associated with becoming a high suicide risk. The strength of the association between initial
depressive symptoms and suicide risk was attenuated after accounting for these measures. On the
other hand, they found a consistent negative association between the presence of MiL and becoming
a high suicide risk post-deployment, but this relationship was not statistically significant [56]. The
primary finding made by Sinclair and colleagues [58] in a study of military personnel and veterans
with elevated levels of PTSD and depression was that the presence of MiL negatively mediated the
relationship between PTSD or depression and the trajectory from SI to SA, particularly during acute
experiences of mood disturbances. They estimated that this mediation was crucial for explaining why
some military personnel and veterans do not become suicidal despite the correlation between their
clinical conditions (PTSD/depression) and suicide risk. Contrary to their expectations, they found that
search for MiL did not show the same mediation effect, suggesting that the active pursuit of MiL is not
central to the trajectory from SI to SA [58].

In a clinical non-psychiatric cohort of HIV-positive patients surveyed 6 and 12 months after
diagnosis (a population at high risk for both SI and SA), Lu and colleagues [59] reported that
depressive symptoms were the primary predictors of changes in both SI and SA. Among the examined
psychosocial factors, they found that only the presence of MiL buffered the relationship between
depressive symptoms and SI. Neither the presence of MiL nor search for MiL showed a similar
moderating effect on the relationship between depressive symptoms and SA [59].
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Finally, Kleiman and Beaver [55] and Collins and colleagues [57] described the protective effect of
the presence of MiL (but not the search for MiL) deployed on SI through two IPTS variables (“perceived
burdensomeness” and “thwarted belongingness”) described by Joiner and colleagues [71,72], in two
cohorts of undergraduate students. According to IPTS, “perceived burdensomeness” and “thwarted
belongingness” combine to produce SI [71,72]. The findings in the student samples mentioned
above [55,57] were valorized because they potentially offered an additional way to explain and weaken
the SI risk conferred by interpersonal adversities. However, both constructs were assessed in the
former study [55], but only the presence of MiL was investigated (and manipulated in experimental
conditions) in the latter study [57]. Inspired by IPTS, which marked a crucial turning point in suicide
theories by distinguishing the emergence of SI from the progression from SI to SA (mediated in this
case by the coexistence of a third variable, the “acquired suicidal capability”), another “Ideation-to
Action” framework was proposed by Klonsky and May: the Three-Step Theory of Suicide (3ST) [74].
This framework posits that SI first results from the combination of pain (usually psychological pain)
and hopelessness. Second, among those experiencing both these conditions, connectedness is a key
protective factor against SI escalation. Third, the progression from SI to SA is facilitated by dispositional,
acquired, and practical contributors to the capacity to make SA [74]. In the theories of Joiners and
colleagues and Klonsky and May, connectedness represents an essential resource and a fundamental
step in the passage from suicidal ideation to suicidal action. As previously noted [20], connectedness
can be considered similar to MiL in its reference to one’s attachment to a work, to a role, or to shared
projects and interests that keep one invested in living. Thus, their negative predictions for the role of SI
could also be conceptually linked.

Taken together, these findings show that exploring the presence of MiL and the search for MiL
contribute to refining the SB risk assessment. By widening the boundaries of diagnostic interviews
to these two constructs, new entry points to SI could possibly be determined in both clinical and
non-clinical populations [55], but particularly in populations that (1) can have silent/occult SI and (2)
can abruptly experience out-of-the-ordinary experiences (e.g., veterans) [22].

Moreover, the presence of MiL and the search for MiL could constitute a useful target for
psychotherapeutic interventions designed to decrease SB risk. These two constructs can be dealt
with from different perspectives. Therapeutic modalities were initially systematized according to the
classical assumptions of the existential-humanistic Logotherapy of Viktor E. Frankl [75]. Subsequently,
Meaning-Centered Counseling, consisting of a cognitive-behavioral reformulation of Logotherapy [76],
and Meaning-Centered Counseling and Therapy, consisting of an eclectic model that integrates different
theories with MiL as its central and unifying theme [77], were proposed. Finally, a program aimed
at achieving meaningful personal goals has been described [21], which, in patients with a borderline
personality disorder, could be articulated with Dialectical Behavioral Therapy [20,49]. Although not
specifically, the first three models [75-77] address both constructs, while the last model [20,21,49]
is more focused on the presence of the Mil construct. Considering all these previous, precious,
contributions (and after we have acquired more knowledge on the dynamic interplay of the two
constructs), a specific approach for both the presence of Mil and the search for MiL could provide a
promising psychotherapeutic area of study.

5. Limitations

This review has several limitations. First, it is based on studies of various natures. In qualitative
and retrospective studies, clinical variables are not always readily available. Second, the studies
investigated very heterogeneous populations. Some were conducted using non-clinical individuals of
various ages and socio-professional conditions, while others used clinical populations with various
psychiatric diagnoses, who were either outpatients or inpatients. Some studies also considered mixed
samples of patients belonging to different age groups with various psychiatric diagnoses and in various
stages of a given disorder. Third, these studies used varied instruments to examine the possible links
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between SB and the constructs in question. Furthermore, the SB risk was sometimes evaluated using
differing methods. Given these factors, the data were often difficult to make generalizable.

We did not carry out a meta-analysis because the data from most of these studies did not permit
such an approach. The studies used different measures and had differing outcomes, assessed patients
at differing time points, and had several methodological problems, which often made the results
difficult to interpret. Moreover, most of the studies considered nonhomogeneous samples, analyzed
only a few variables, and did not include a control group. Finally, there are a limited number of articles
in the literature concerning the topic of this review, particularly when distinguishing between the
presence of MiL and the search for MiL.

6. Conclusions

In conclusion, considering the important limitations stated, MiL nonetheless emerges as a
protective factor against suicidality. This has been demonstrated particularly for the MiL construct
presence of MiL on S and its inclusion among non-clinical psychiatric populations. These findings have
clinical repercussions on SB prevention in both SB assessment and psychotherapeutic interventions.
However, further research is needed to confirm the role of the presence of MiL and to clarify its interplay
with the search for MiL, particularly in (1) clinical psychiatric populations (to possibly quantify their
impacts on SB risk despite clinical conditions), (2) longitudinally designed cohorts, and (3) studies
addressing SAs.
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Abstract: Background and Objectives: At present, data collected from the literature about suicide and
anhedonia are controversial. Some studies have shown that low levels of anhedonia are associated
with serious suicide attempts and death by suicide, while other studies have shown that high levels of
anhedonia are associated with suicide. Materials and Methods: For this review, we searched PubMed,
Medline, and ScienceDirect for clinical studies published from 1 January 1990 to 31 December 2018
with the following search terms used in the title or in the abstract: “anhedonia AND suicid*.”
We obtained a total of 155 articles; 133 items were excluded using specific exclusion criteria, the
remaining 22 articles included were divided into six groups based on the psychiatric diagnosis:
mood disorders, schizophrenia spectrum disorders, post-traumatic stress disorder (PTSD), other
diagnoses, attempted suicides, and others (healthy subjects). Results: The results of this review reveal
inconsistencies. Some studies reported that high anhedonia scores were associated with suicidal
behavior (regardless of the diagnosis), while other studies found that low anhedonia scores were
associated with suicidal behavior, and a few studies reported no association. The most consistent
association between anhedonia and suicidal behavior was found for affective disorders (7 of 7
studies reported a significant positive association) and for PTSD (3 of 3 studies reported a positive
association). In the two studies of patients with schizophrenia, one found no association, and one
found a negative association. For patients who attempted suicide (undiagnosed), one study found a
positive association, one a positive association only for depressed attempters, and one a negative
association. Conclusions: We found the most consistent positive association for patients with affective
disorders and PTSD, indicating that the assessment of anhedonia may be useful in the evaluation of
suicidal risk.

Keywords: anhedonia; PTSD; suicide; suicide risk; suicidal behavior

1. Introduction

Suicide is a severe public health problem with more than one million deaths reported each year
worldwide [1] and with nearly 20 times more people attempting suicide each year [2]. Moreover,
suicide ranks among the ten major causes of death worldwide and is a leading cause of death among
youth and young adults in many countries [3-6]. Given the prevalence of suicidal ideation and
behaviors and the associated medical expenses, it is important to know what factors lead to both
suicidal thoughts and suicide attempts in order to identify reliably those transitioning from suicidal
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ideation to fatal suicidal behaviors [7]. Developing this ability will inform suicide risk assessment
methods and early intervention tools.

The MATRICS consensus conference on negative symptoms, convened under the auspices of the
National Institutes of Mental Health (NIMH) in 2005, suggested that there are five general categories of
negative symptoms: avolition, anhedonia, asociality, affective blunting, and alogia. The most common
negative symptoms are avolition and anhedonia, and one of the most persistent negative symptoms is
anhedonia, that is not experiencing pleasure or having the ability to obtain pleasure from activities or
interpersonal relationships. In DSM-5, anhedonia is defined as “Lack of enjoyment from, engagement
in, or energy for life’s experiences; deficits in the capacity to feel pleasure and take an interest in things.”
Anhedonia is present in both patients with schizophrenia and patients with depression. It is estimated
that half of schizophrenia patients experience anhedonia, although estimates of its prevalence vary
greatly. Anhedonia and social isolation predict schizophrenia in high-risk populations [8].

Lately, there has been a growing interest in anhedonia with the evidence suggesting that this
symptom may be a unique predictor of psychopathology [9], including suicidality [10-12]. For example,
a study of 40 patients with depression and 20 controls showed that individuals who had suicidal
ideation and previous suicidal attempts were less likely to respond to rewarding stimuli on a task
designed to assess the presence of anhedonia [12].

The results of the research, however, are inconsistent. Some research has shown that low levels
of anhedonia are associated with serious suicide attempts and death by suicide [13,14], while other
research has shown that high levels of anhedonia are associated with suicide [15-18]. A study
conducted by Winer et al. [19] showed that anhedonia is associated with suicidal ideation but not
with previous suicide attempts. Regarding the observed relationship between anhedonia and suicidal
behavior, Nock and Kazdin [10] suggested that anhedonia is experienced as an intolerable state
leading to suicidal behavior to escape a current stressor. Other research shows that those who think of
suicide feel less pleasure and are focused on efforts to avoid psychological pain [12], and a reduction
in psychological pain has been observed when individuals engage in suicidal behavior [20]. Some
studies have suggested that anhedonia is a modifiable clinical factor associated with suicidal ideation,
independently of depressive symptoms [21].

As mentioned above, several studies have shown that anhedonia is related to an increased risk
of suicide, while others have claimed the opposite. This discrepancy can be understood using the
following considerations [22]. First, anhedonia can be considered either as a trait or as a state. When
anhedonia is a state, presenting and persisting as a symptom of a specific psychiatric disorder and,
particularly, depression, it may be a risk factor for suicide. When it is considered as a trait, with
long-term stability and not associated with depression, it may not act as a risk factor for suicide
or it may be associated with a low risk of suicide [23]. Also significant is the difference between
consummatory and anticipatory anhedonia [24], although this is rarely taken into consideration.
A deficit in consummatory pleasure can characterize endogenomorphic depression, a subtype of
depression associated with a higher risk of suicide [25]. Moreover, there is not just one but several types
of suicide risk: suicidal ideation, suicide attempt (recent or not), and completed suicide. In addition,
there is a great deal of difference in the methodology used in studies proposing to demonstrate a
correlation between anhedonia and suicide risk which should be kept in mind. In fact, these studies do
not have homogeneity in the types of sample chosen (differentiating for example by age, gender, etc.,)
as well as a control of the confounding variables (such as outpatients or inpatients) and a control for
depression level (that is, the effect of the anhedonia independently of depression) [22].

Although some medications, such as lithium [26,27] and clozapine [27,28], as well as psychotherapy,
have shown effectiveness in managing suicidal behavior, the rates of suicidal ideation, suicide attempts,
and completed suicides have not substantially decreased in recent years [29]. Hence, it will be useful
to know in more detail the risk factors for suicide, such as anhedonia, in order to create alternative
suicide prevention tactics, and the present review of the literature tries to understand the association
between suicidal behaviors and anhedonia.
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2. Materials and Methods

For this review, we searched PubMed, Medline, and ScienceDirect for clinical studies published from
1 January 1990 to 31 December 2018 with the following search terms used in the title or in the abstract:
“anhedonia AND suicid*”. Initially, two reviewers screened the abstracts of studies identified for eligibility
with 100% agreement, and then another reviewer assessed the included studies. All three reviewers
discussed any disagreements identified and reached an agreement before proceeding. We obtained a
total of 155 articles of which 133 articles were excluded using the following exclusion criteria: reviews
or meta-analyses (21), case reports (2), letters/opinions (1), non-psychiatric studies (6) or unfocused
(98), and studies conducted on adolescents (5). The 22 articles included in this review were divided
into six groups based on the psychiatric diagnosis: mood disorders, schizophrenia spectrum disorders,
post-traumatic stress disorder, other diagnoses (such as anxiety disorders), attempted suicide, and others
(that is, without a psychiatric diagnosis). Details of the trials included (study design, sample size, criteria,
objectives, evaluation tools, outcomes) were extracted and are reported in Table 1.
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3. Results

3.1. Affective Disorders

In a retrospective longitudinal study, Ballard et al. [21] studied 100 treatment-resistant patients
with major depressive disorder (1 = 65) or bipolar disorder (1 = 35) using data from several clinical
trials of ketamine to evaluate whether anhedonia can be considered a clinical correlate of suicidal
thoughts. At baseline, anhedonia measured both by the Snaith-Hamilton Pleasure Scale (SHAPS)
scale and the anhedonia subscale of the Beck Depression Inventory (BDI) was associated with suicidal
ideation. A reduction in suicidal thoughts 230 min after the administration of ketamine was associated
with a reduction in anhedonia, independently of a reduction in depressive symptoms. The change in
anhedonia accounted for an additional 13% of the variance for changes in suicidal thoughts beyond
the effects of depressive symptoms.

In a prospective longitudinal study of 187 adult patients with suicidal and/or non-suicidal
self-injury history, Zielinsky and colleagues [30] found that anhedonia scores were higher in those with
prior suicide attempts than in those with a history of non-suicidal self-injury. Depressive symptoms
predicted suicidal behavior directly and also via mediation through anhedonia.

Ballard and colleagues [31] carried out a prospective study in order to identify which clinical
dimensions (suicidal ideation, loss of interest, anxiety, psychomotor agitation, high-risk behavior)
increase before suicidal behavior. Data were collected from the Systematic Treatment Enhancement
Program for Bipolar Disorder (STEP-BD) study. All the patients included were affected by bipolar
disorders. Ballard et al. compared the participants who attempted suicide or completed suicide
(n = 103) with patients without suicidal behavior (n = 427). The results indicated that patients with
suicidal behavior had an elevation of all symptoms, including loss of interest. Moreover, suicidal
ideation and loss of interest were highly intense in the months before the suicidal behavior so that they
could be considered to be a risk factor for suicidal behavior in bipolar patients.

In a cross-sectional study [12], Xie et al. explored the contribution of anhedonia and avoidance of
pain as central factors in influencing the suicidal mind in a cohort of 40 depressed outpatients and
20 healthy control subjects. In the Affective Incentive Delay (AID) task, the High Suicidal Ideation
(HIS) group had longer response times (RTs) under the reward condition than under the punishment
condition, while the Low Suicidal Ideation (LSI) group and control groups had shorter RTs under the
reward condition than under the neutral condition. The LSI group had also shorter RTs under the
reward condition than under the punishment condition. Moreover, pain arousal and scores on the Beck
Scale for Suicide Ideation (BSS) were negatively associated with differences in RTs between neutral and
reward conditions, while pain avoidance and BSS scores were positively associated with differences in
RTs between neutral and punishment conditions. Xie et al. concluded that the AID task was the best
task for the detection of a hedonic approach to experience and of pain avoidance so that a reduced
motivation to experience pleasure and an increased motivation to avoid pain could be considered
reliable predictors of suicidal behavior.

In order to explore determinants of suicidal ideation and suicide attempts, Spijker and colleagues [32]
carried out a prospective epidemiologic survey in the 2009 Netherlands Mental Health Survey and
Incidence Study. They studied 586 adults with >2 depressive symptoms (according to the Composite
International Diagnostic Interview-CIDI). The results indicated that the rates of suicidal ideation and
suicide attempts in the observed population were, respectively, 16.6% and 3.2%. Several clinical factors
seemed to be related to an increased risk of suicide: longer duration (13 months) of depression (p = 0.01),
anhedonia (p = 0.005), feeling useless (p = 0.03), anxiety (p < 0.01), previous suicidal ideation (p < 0.001),
and access to professional care (p = 0.05).

Oei and colleagues [34] conducted a cross-sectional study on 46 patients with depressive symptoms
recruited from the Department of Psychiatry at the University Hospital in Utrecht (Netherlands). Using
several measures of both suicidal ideation and anhedonia, they found that anhedonia scores were
positively associated with suicidal ideation scores. Of the anhedonic patients, 71% had suicidal ideation.
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Fawcett and colleagues [16] investigated the possible role of anhedonia in suicidal behavior as
a time-related predictor of suicide in major affective disorder, together with other clinical features.
In this prospective study of 954 patients affected by major affective disorder, among the nine clinical
features studied, the following were correlated with the risk of dying by suicide within 13 months
from baseline: anhedonia, panic attacks, severe anxiety, diminished concentration, moderate alcohol
abuse, and global insomnia. Long-term suicides (after 13 months from the baseline) were associated
with hopelessness and prior suicidal ideation.

3.2. Schizophrenic Spectrum Disorders

Jahn and colleagues [35] studied 162 patients affected by schizophrenia or schizoaffective disorder
and found that motivation and pleasure scores as rated by the Clinical Assessment Interview for
negative symptoms (CAINS) were not directly associated with recent suicidal ideation. However,
motivation and pleasure-related scores moderated the relationship between social role functioning and
suicide ideation.

Loas and colleagues [18] investigated the protective nature of negative symptoms by comparing
positive and negative symptoms in schizophrenic patients who died by suicide with non-suicidal
schizophrenic patients in a prospective study of 150 patients with chronic schizophrenia. They found
out that negative symptoms and the deficit syndrome [defined as a subgroup of schizophrenic patients
with at least two enduring, primary or idiopathic, negative symptoms (e.g., poverty of speech, restricted
affect, diminished emotional range, interests, sense of purpose or social drive) as assessed by the
Positive and Negative Syndrome Scale (PANSS) and the subscale of the Brief Psychiatric Rating Scale
(BPRS)] were associated with a lower risk of suicide in these patients. The incidence of the deficit
syndrome in the suicides (0%) was lower than the incidence in non-suicidal patients (23.5%).

3.3. Post-Traumatic Stress Disorder (PTSD)

Spitzer and colleagues [36] conducted a cross-sectional study in a sample of 373 trauma-exposed
psychology undergraduate students to examine the relationship between acquired capability for suicide
(ACS) and DSM-5 PTSD symptom clusters. Whereas most PTSD symptom clusters had a negative
association with ACS, the anhedonia cluster was positively related to both facets of ACS: fearlessness
of the pain involved in dying (FOP) and fearlessness about death (FAD). The relationship between
anhedonia and ACS may explain the decreased fear of death and the higher levels of pain tolerance
that contribute to lethal suicidal behavior in PTSD patients.

Guina and colleagues [37] studied 480 adults from military medical centers with previous trauma.
The PTSD symptoms most strongly associated with suicide attempts were anhedonia, negative beliefs,
and recklessness. Suicide attempts were also significantly associated with worse total PTSD symptom
severity, childhood physical abuse, the violent death of a loved one, childhood neglect, childhood
sexual abuse, substance, alcohol problem, and benzodiazepine prescriptions.

Chen and colleagues [38] analyzed the data from 36,309 U.S. adults (>18 years) from the National
Epidemiologic Survey on Alcohol and Related Conditions-III and found that both PTSD and anhedonia
were associated with attempting suicide.

3.4. Other Diagnoses

Hawes et al. [50] explored the different effects of chronic vs. acute anhedonia on suicidal ideation
and lifetime suicide attempt history in a prospective study of 395 adult psychiatric outpatient centers
in New York City between January 2016 and March 2017. They found out that recent changes in the
capacity to experience pleasure was more powerful in predicting near-term suicidal ideation than was
chronic anhedonia.

Winer et al. [11] investigated the association between suicidal ideation and anhedonia in a
prospective cohort study of 1529 adult psychiatric inpatients with various diagnoses from DSM-IV
using the Beck Depression Inventory II. Anhedonia was associated with suicidal ideation at baseline and
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at the termination of the study. Changes in anhedonia from baseline to termination predicted a change
in suicidal ideation, and anhedonia was a predictor of suicidal ideation regardless of cognitive/affective
symptoms of depression.

Loas and colleagues [40] studied 122 psychiatric patients hospitalized in the psychiatric unit of
the CHU of Amiens between 2010 and 2013. They found that suicidal ideation as measured by the
Beck Depression Inventory was associated with anticipatory anhedonia as measured by the Physical
Anhedonia Scale (PAS) (but not PAS consummatory anhedonia) and with anhedonia as measured by
the BDI, but not with scores on the Temporal Experience of Pleasure Scale (TEPS).

3.5. Attempted Suicides

Yaseen and colleagues [39] conducted a cross-sectional study to evaluate the relationship between
suicidal behavior and anhedonia, anxiety, feelings of being trapped, and frightened attachment in 135
adults admitted to the Emergency Room of the Mount Sinai Beth Israel Hospital (New York) for a
suicide attempt or with high suicidal risk. All participants reported suicidal ideation in the past month.
Suicidal behavior was assessed with the Columbia Suicide-Severity Rating Scale (C-SSRS). The results
showed that prior suicidal ideation was significantly associated with anhedonia, anxiety, and feelings
of entrapment. Entrapment and anhedonia were independently associated also with the severity of
suicidal ideation.

Loas and colleagues [33] examined the correlation between anhedonia and suicide risk in a
cross-sectional study of 106 attempted suicides (30 non-depressed and 73 depressed) and 104 normal
controls. The participants were evaluated using the PAS and BDI. Depressed attempters were significantly
more anhedonic than controls and non-depressed attempters, while no statistically significant difference
on the PAS score emerged between healthy subjects and non-depressed attempters.

Loas [13] followed-up for 6.5 years 106 patients who attempted suicide and who were admitted
to the Hospital Nord d’Amiens (between September 1993 and August 1996). During the follow-up
period, 6.7% of the patients died by suicide. The patients who completed suicide had a significantly
lower score on the PAS as compared to the non-suicide group. Thus, this prospective cohort study
indicated that a low level of anhedonia was associated with death from suicide.

3.6. Others

In a cross-sectional study, Daghigh et al. [51] tried to replicate findings of the association between
anhedonia, suicide ideation ad suicide attempts [19] in an Iranian sample of 404 students at Kashan
University (in the center of Iran). In addition to the surprising finding that the Iranian students were
more anhedonic than were the American students (more than double), the authors reported that
anhedonia was associated with suicidal risk, independently of other symptoms of depression, and also
with suicide attempts.

Loas and colleagues [41] found that anhedonia was related to both suicidal ideation and suicide
attempts in a population of 557 physicians. Anhedonia mediated the relationship between suicidal
ideation and perceived burdensomeness and thwarted belongingness, variables relevant to Joiner’s
Interpersonal Theory of Suicide [44]. Two different features of anhedonia (lack of satisfaction and
loss of energy) were associated with suicidal behavior. Lack of satisfaction had an impact on suicidal
ideation, while loss of energy had an impact on suicide attempts.

In a cross-sectional study, Winer and colleagues [19] studied a population of 1122 undergraduate
students at a public university in the southern United States and found that anhedonia was associated
with suicidal ideation, but not with suicide attempts.

A cross-sectional study by Loas [42] investigated the association between anhedonia, depression,
and suicidal behavior in 224 healthy patients (using the PAS and the BDI) and found that anhedonia
scores were not associated with depression scores or current suicidal ideation.
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4. Discussion

The present review of the literature suggested that findings on anhedonia and suicidal behavior
are inconsistent, and it is difficult to propose a theoretical framework that could explain all the research
findings. Some studies in this review reported a positive association between the presence of anhedonia
and suicidal behavior (high anhedonia scores were associated with suicidal behavior), regardless of
the diagnosis of the patients. Other studies found a negative association (low anhedonia scores were
associated with suicidal behavior), and a few studies reported no association. The included studies,
organized by type of disorder, are summarized in Table 1.

The role of psychiatric diagnosis in the association of anhedonia with suicidal behavior appears to
be important. The most consistent association was found for patients with affective disorders (7 of
7 studies reported a significant positive association) and for patients with PTSD (3 of 3 studies reported
a positive association). For the two studies of patients with schizophrenia, one found no association
(Jahn et al. [35]) and the other found a negative association (Loas et al. [18]). For patients who had
attempted suicide (and who were undiagnosed), one study found a positive association [39], one a
positive association but only for depressed attempters [33], and one found a negative association [13].

The results are also made complex by the type of suicidal risk studied. Winer et al. [19] reported a
positive association between anhedonia and suicidal ideation but not for anhedonia and attempted
suicide. A meta-analysis by Ducasse and colleagues [45] confirmed that anhedonia scores are higher
among patients with than without current suicidal ideation. That meta-analysis evaluated the results
of 15 case-control studies, which included 7347 participants (mean age = 30 yrs.) and compared
the results for subjects with current suicidal ideation (n = 657) vs. subjects without current suicidal
ideation (1 = 6690). Patients affected by different psychiatric disorders (depression; schizophrenia;
personality disorders; substance abuse disorder) and subjects without psychiatric diagnosis were
included. The results demonstrated that the group with current suicidal ideation presented higher
level of anhedonia vs. the group without suicidal ideation (p < 0.001; CI = 0.37-0.79). Moreover, the
subgroup analysis conducted for a group of patients with homogenous depression scale scores showed
that the association between anhedonia and suicidal ideation was not influenced by depression. Those
results suggested that people with suicidal ideation had higher level of anhedonia, independently of
the presence of depression. For completed suicides, Ballard et al. [31] reported a positive association,
whereas Loas et al. [13] reported a negative association. The results may also be made complex by
the high incidence of anhedonia in psychiatric patients, as high as 50% as reported in a study from
Silverstone [43].

Why is there an association between suicide and anhedonia? The tendency to avoid emotions
experienced as unpleasant can be a maladaptive coping strategy [46], and suicidal ideation could
also be an avoidance strategy [47,48]. However, avoiding experiences leads to the attenuation of
pleasant emotions and the exacerbation of unpleasant ones [49]. The association between current
suicidal ideation and anhedonia may also be related to the interaction between the social component of
anhedonia (loss of interest in people) and thwarted belongingness, as described by Joiner’s Interpersonal
Theory of Suicide [44].

This review had several limitations. The studies differed in sample size, study design, and
methodology. There were several different measures of anhedonia used in the various studies, and not
all of them may be reliable, valid, and equivalent measures. Furthermore, some of the studies did not
accurately diagnose the patients, and we have seen in the present review that psychiatric diagnosis may
affect the results of the research. Finally, we respected the choice of some authors to use the generic
term of “suicidality” [12,32,39,41] to indicate different aspects of the issue, even if we believe that it
could be a source of misunderstanding. A more specific term, such as “suicidal risk,” is preferable.

5. Conclusions

The relationship between anhedonia and suicidal behavior is complex. The majority of studies
included in our review reported a positive correlation between anhedonia and suicidal risk. The most
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consistent positive association was found for patients with affective disorders and for patients with
PTSD. The positive association was most consistent for suicidal ideation, but less consistent for
attempted suicide and completed suicide. However, our review suggests that the assessment of
anhedonia may be useful in the evaluation of suicidal risk in depressed patients.
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Abstract: Bipolar disorders (BDs) are prevalent mental health illnesses that affect about 1-5% of
the total population, have a chronic course and are associated with a markedly elevated premature
mortality. One of the contributors for the decreased life expectancy in BD is suicide. Accordingly, the
rate of suicide among BD patients is approximately 10-30 times higher than the corresponding rate in
the general population. Extant research found that up to 20% of (mostly untreated) BD subjects end
their life by suicide, and 20-60% of them attempt suicide at least one in their lifetime. In our paper
we briefly recapitulate the current knowledge on the epidemiological aspects of suicide in BD as well
as factors associated with suicidal risk in BD. Furthermore, we also discuss concisely the possible
means of suicide prevention in BD.

Keywords: bipolar disorder; mood disorders; suicide; suicidal; mortality

1. Introduction

With a lifetime prevalence of 1.3-5.0%, type-I and -II bipolar disorders (BD-I; BD-II) are among the
most common psychiatric ailments [1,2]. Patients with BD have poor life expectancies as these patients
have a decreased lifespan of about 9-17 years compared with the general population. Furthermore,
some studies from different countries (e.g., Denmark and UK) suggest that this mortality gap has
become larger over the last decades. Although the largest number of excess death cases in BD may
be attributed to natural (e.g., due to cardiovascular diseases or diabetes) and not unnatural causes,
suicide is also quite prevalent in the population of subjects with BD [1-5].

At a global scale, approximately 800,000 suicide deaths occur every year (which corresponds
to a global suicide rate of 11.4/100,000/year); thus, suicide may be considered a major public health
issue [6,7]. Although the great majority (*90%) of suicide cases occur among subjects with major
mental—typically mood-disorders, the majority of patients with mood disorders never become
involved in suicidal behaviour. Accordingly, in addition to major mood disorders, other risk factors
(including special clinical features of the mental illness as well as some demographic, personality and
familial factors) should contribute to suicidality, which therefore should be deemed as a multicausal
phenomenon [2,8-10]. Hereinafter, we provide a concise summary of our current knowledge about
suicidality in BD based on a review of current literature (mainly review papers, book chapters,
meta-analyses, treatment guidelines of international societies, etc.).
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2. Epidemiology of Suicidal Behaviour in Bipolar Disorder

Suicidal behaviour is quite frequent among subjects with BD, as up to 4-19% of them ultimately
end their life by suicide, while 20-60% of them attempt suicide at least once in their lifetime [2]. In BD,
the risk of suicide death is up to 10-30 times higher than that of the general population [2,5,8,10-12].
The estimated annual suicide rate in patients with BD is about 200-400 / 100,000 [8]. BD-associated
cases account for about 3-14% of all suicide deaths [13].

It is important to mention that the ratio of suicide attempts to suicide deaths (i.e., the lethality
index) is much lower for patients with BD than for the members of the general population (one
study, for example, reported that rate as 35:1 and 3:1 for the general population and for BD patients,
respectively) [2,8,9]. A possible explanation for this phenomenon may be that BD subjects usually
employ more lethal suicide methods compared with members of the general population [2,8,9].
Nevertheless, attempts-to-suicide ratios lower than in the general population are not specific for BD,
as it is also observable for instance among patients with schizophrenia or major depressive disorder
(MDD) [2,14]. Unsurprisingly, suicidal ideation is also far more frequent in patients with BD (43%
past-year prevalence) than in the general population (9.2% life-time prevalence) [7,15].

Though it is indisputable that mood disorders are associated with markedly elevated levels
of suicidality, it is hard to pick out from the results of various studies whether there are relevant
differences in the risk of suicidal behaviour between different kinds of mood disorders. Accordingly,
higher, similar or lower levels of suicidality in BD patients compared to MDD patients have also been
reported [9,10,16]. In a similar fashion, based on the published information it is hard to disentangle
whether any BD subtype (BD-I or BD-II) is associated with a higher level of suicidality than the
other [2,8,11,16-19].

It is known that a relatively high proportion (8-55%) of patients with MDD has a history of
subthreshold hypomanic symptoms. This so called subthreshold bipolar subgroup of MDD patients
differs from MDD patients without subthreshold hypomanic manifestations in several ways. For
instance, a wide array of studies demonstrated that subthreshold bipolarity is associated with increased
levels of suicidality [20-23].

3. Risk Factors of Suicide in Bipolar Disorder

Several approaches exist to classify risk factors for suicide in BD. One of the most common systems
divides risk factors into proximal and distal ones, where proximal (or precipitating) factors are close to
suicidal behaviour in time whereas distal factors are rather considered as traits or predispositions and,
accordingly, they are enduring [10,24]. Other classifications assign suicide risk factors to conceptual
categories (e.g., risk factors associated with genetic or sociodemographic components or illness
characteristics or life events) [8,25,26]. Based on different conceptual backgrounds complex models
were conceived for the description of the whole process of suicide (e.g., the diathesis-stress model,
the bipolar suicidality model, the interpersonal theory of suicide, the three-step theory model or the
recently elaborated “neurocognitive model of suicide in the context of bipolar disorders”) [10].

In the current paper-without the ambition to be exhaustive—we list and briefly discuss the most
relevant risk and protective factors of suicide in BD. In regard to clinical history, previous suicide attempt(s)
is considered as one of the most powerful single predictors of future attempts and suicide death.
The period soon after hospital discharge may be characterized by extremely high levels of suicidality.
This finding draws attention to the importance of avoiding premature discharges and inappropriate
follow-ups. In addition, risk of suicide is increased during the period immediately after hospital admission.
Frequent and/for great number of prior hospitalizations are also associated with heightened risk of suicidal
self-harming behaviour. Early age at onset is also associated with suicidality in BD. The early years after
the diagnosis represent a high-risk period for suicide. Comorbidity with other psychiatric, addictive or
severe somatic disorders also increase the risk of all forms of suicidal behaviour. Rapid-cycling course
and predominant depressive polarity during the prior course are also associated with higher risks of
self-destructive behaviour. One of the most important determinants of suicidal behavior in BD is the
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type/polarity of the current mood episode/state: pure major depressive episodes and mixed states carry the
highest risk, while suicidal behaviour is rarely present in (euphoric) mania, hypomania and during
euthymic periods. However, some recent results indicated that there is no elevated risk of suicidal
behaviour during mixed state over the risk attributable to its depressed component. Furthermore,
these studies suggest that the majority of suicide risk elevation related to having previous mixed states
is not an aftermath of the mixed state itself, but can rather be attributed to a depression-predominant
course of the disorder. Longer duration of untreated illness (i.e., long time lag from the beginning of
the affective symptoms until treatment initiation) is also associated with higher hazards of suicidal
behaviour. Regarding sociodemographic factors, male gender is a risk factor for lethal suicides, while,
according to some results, female gender is a risk factor for attempts. These gender differences are
similar-but weaker—to those observable in the general population; accordingly, in this otherwise
high-risk population gender seems not to be a significant predictor for suicidal behaviour). Suicidality
is also more frequent among those bipolar subjects who are divorced, unmarried or single-parents or living
in social isolation. Age is a further important sociodemographic factor: BD subjects under 35 years of age
and above 75 years of age are at higher risk for engaging in suicide-related behaviours. Occupational
problems and unemployment also contribute to elevated levels of suicidality. Adversities in personal history
and acute stressors, such as experiencing sexual or physical abuse and parental loss in childhood or
bereavement, breaking the law/criminal conviction and financial disasters are important precipitants
of suicidality as well. Some personality attributes, for instance impulsive/aggressive traits, hopelessness
and pessimism also increase the risk of suicide. Certain types of affective temperaments (first and
foremost cyclothymic) have also been demonstrated to be associated with more frequent suicidal
behaviour in BD. Family history of suicide acts and/or major mood disorders are also strong risk factors
for suicide in subjects with BD. Some results also suggest that living in geographical locations where there
are large differences in solar insolation between winter and summer (i.e., near the poles) may be associated
with increased risks of attempted suicide in patients with BD-I [2,7,8,10-12,15,17,19,25-34].

4. Protective Factors of Suicide in Bipolar Disorder

In contrast to the above discussed several risk factors for suicide in BD, only a few protective
factors have been identified so far [2]. For instance good family and social support, parenthood and the
use of adaptive coping strategies seem to have some protective effects. Furthermore, a strong perceived
meaning of life and hyperthymic affective temperament are also a protective factors [2,10,24,29]. The possible
protective role of religiosity has emerged but results are somewhat inconclusive [2,26,35-37]. Last but
not least, it is important to note that treatment (and even more so a good response to treatment) is
protective against suicide in BD (see also the section “Suicide prevention in bipolar disorder”). In
consonance with the fact that treatment may decrease heightened suicidality, it is not surprising that
the majority of suicide victims are untreated affective disorder patients [8-11,13,38,39].

5. Suicide Prevention in Bipolar Disorder

From a pharmacological perspective, lithium seems to possess the greatest suicide-preventive potential
in patients with BD. Intriguingly, the suicide protective effect of lithium is not confined to bipolar
patients as it has also been demonstrated among patients with MDD (it is not surprising since, as we
have discussed it previously, a considerable proportion of “unipolar” MDD patients have subthreshold
bipolar features) [5,8,15,40—-42]. Overall, compared to placebo, lithium appears to decrease the risk of
suicide by more than 60% in mood disorders [8,40,42]. Some results suggest that lithium is protective
against suicide, albeit in a decreased manner, even in those BD patients who are moderate/poor
responders to the phase-prophylactic effect of it. This finding may suggest that in the case of lithium
non-response in a patient who is at high risk for suicide, instead of switching lithium to another mood
stabilizer, the clinician should retain lithium (even in a lower dose) and combine it with another mood
stabilizer [1,41].
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A solid suicide-protective effect related to the administration of anticonvulsant-type mood stabilizers
(e.g., valproic acid, carbamazepine, lamotrigine) to BD patients has not been proven so far. On the
other hand, the concern of the FDA about the potential for an increased risk of suicidality associated
with anticonvulsants seems not to be applicable to patients with BD (i.e., in this population the use of
these agents is not associated with increased levels of suicidality). According to our current knowledge,
in regard to suicide prevention lithium is superior than these agents [2,8,15,41,43,44].

The role of antidepressants (ADs) in suicide prevention in individuals with BD seems to be negligible,
and, in fact, concerns have been raised that administration of ADs may increase suicidality in BD. It
is remarkable that findings are also inconsistent regarding the ability of ADs to prevent suicides in
patients with MDD. AD monotherapy should be avoided in BD [2,8,15,41].

Considering their increasing use in BD for instance as maintenance treatment, it is justifiable to ask
whether (atypical) antipsychotics have any beneficial effects on suicidal behaviour in BD. Unfortunately,
there are no high-quality data to answer this question at present, so further studies should elucidate
whether treatment with antipsychotics has any benefits in this respect [2,8,15,41].

Ketamin as a possible antidepressant agent has mainly been tested in patients with MDD and only
a few studies have been conducted among patients with bipolar depression. According to the results
of these small proof-of-concept investigations, ketamin shows similar antidepressive efficacy in bipolar
as in unipolar depression. In line with its possible efficacy, ketamin is recommended by the clinical
guideline of International College of Neuropsychopharmacology (CINP) for the treatment of bipolar
depression, but only as a fourth-line agent and in combination with a mood stabilizer. Similarly, until
now, the antisuicidal activity of ketamine was assessed mainly in MDD patients and only a small
number of investigations have been conducted in BD patients. These have mainly positive outcomes,
but further studies are needed to reveal whether ketamin has a similar antisuicidal effect in BD than in
MDD [45-51].

It is well-known that electroconvulsive therapy (ECT) shows a similar efficacy in the treatment
of depressive episodes in MDD and BPD (and some studies even found it more effective against
bipolar than unipolar depression). In line with its antidepressive effects, ECT is also considered as an
effective antisuicidal treatment modality, and it has been recently demonstrated that it is superior in
this regard to psychopharmacons both in unipolar and bipolar depression (and its antisuicidal efficacy
is comparable to the efficacy of psychopharmacons in bipolar mixed states and mania) [2,8,41,52,53].

Unfortunately, only a small number of studies have investigated up to now the efficacy of specific
(e.g., dialectical behavior therapy, cognitive-behavioural therapy, interpersonal and social rhythm
therapy) or unspecific (e.g., psychoeducation) psychosocial interventions against suicide among BD
patients. Nonetheless, results of the few existing studies are promising [2,8,54-58].

6. Summary and Clinical Implications

BD is a relatively common psychiatric disorder that is associated with increased mortality due
to both natural and unnatural causes. Accordingly, the risk of suicide is highly elevated in this
patient population. Because of this, a thorough assessment of suicide risk should take place at all
clinical visits. This clinical assessment should include, infer alia, the comprehensive examination of the
mental state, and the inquiry about the existence and features of current suicidal intents (e.g., duration
and intensity), the methods intended to be used, the access to means (e.g., weapons) as well as the
compliance to prescribed medications. In addition, it is essential to gain information about previous
suicidality. Whenever possible, hetero-anamnestic data should be gathered as well. The management
of suicidal behaviour in patients with BD represents a clinical challenge. Appropriate long-term
treatment of the disorder seems to be associated with the reduction of suicidality. Furthermore, in
acutely suicidal patients the removal of access to obvious means for suicide is essential and, in severe
cases, hospitalization may be justifiable as well. Prevention strategies should include the provision
of psychoeducation (for example, via information leaflets and/or by the members of the health care
staff) to the patients, as well as to relatives and friends, in order that they become able to recognize the
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warning signs of suicidal behaviour, be aware of the risk periods and the importance of adherence to
treatment, avoid isolation and call for help in emergency situations. A written list of sources of support
which are available during a suicidal crisis may also be helpful [2,10,15,59].
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Abstract: Suicide is an important public health problem. The most frequent psychiatric illnesses
associated with suicide or severe suicide attempt are mood and psychotic disorders. The purpose
of this paper is to provide an educational overview of suicidal behavior in individuals with
schizophrenia. A lifetime suicide rate in individuals with schizophrenia is approximately 10%.
Suicide is the largest contributor to the decreased life expectancy in individuals with schizophrenia.
Demographic and psychosocial factors that increase a risk of suicide in individuals with schizophrenia
include younger age, being male, being unmarried, living alone, being unemployed, being intelligent,
being well-educated, good premorbid adjustment or functioning, having high personal expectations
and hopes, having an understanding that life’s expectations and hopes are not likely to be met,
having had recent (i.e., within past 3 months) life events, having poor work functioning, and having
access to lethal means, such as firearms. Throughout the first decade of their disorder, patients with
schizophrenia are at substantially elevated suicide risk, although they continue to be at elevated suicide
risk during their lives with times of worsening or improvement. Having awareness of symptoms,
especially, awareness of delusions, anhedonia, asociality, and blunted affect, having a negative feeling
about, or non-adherence with, treatment are associated with greater suicide risk in patients with
schizophrenia. Comorbid depression and a history of suicidal behavior are important contributors to
suicide risk in patients with schizophrenia. The only reliable protective factor for suicide in patients
with schizophrenia is provision of and compliance with comprehensive treatment. Prevention of
suicidal behavior in schizophrenia should include recognizing patients at risk, delivering the best
possible therapy for psychotic symptoms, and managing comorbid depression and substance misuse.

Keywords: suicide; schizophrenia; antipsychotics; depression

1. Suicide as a Medical and Social Problem

Suicide is an important public health problem [1,2]. According to the World health Organization
(WHO), each year, about one million people die by suicide across the world [1]. It implies that every
40 s, an individual dies by suicide someplace on the globe and many more people make non-lethal
suicide attempts. It has been proposed that the number of persons who make non-lethal suicide
attempts is about 10-15 times the amount of people who die by suicide. Deaths by suicide and
non-lethal suicide attempts greatly affect families, communities, and societies. In the United States,
the expenses of managing suicide attempters and examining deaths by suicide have been assessed as
being $190 million per year [3]. A recent study showed that non-lethal suicide attempts are associated
with decreased life span [4]. It is worth noting that this study found that most additional deaths are
attributable to physical/medical conditions.

Rates of suicide death are very significant in many countries across the world [1]. A report issued
in November 2018 by the United States Centers for Disease Control and Prevention indicates that from
1999 through 2017, the age-adjusted rate of suicide in the United States rose 33% from 10.5 to 14.0 per
100,000 [5]. It is possible that suicide rates are underestimated. A lot of suicide deaths may be wrongly
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recorded as ‘unnatural’ or ‘undetermined’ deaths. Actual suicide rates may well be 10%-50% higher
than reported.

Globally, men die by suicide 3-7 times more often than women [1,6]. The sex dissimilarities
in suicide rates are particularly substantial in Eastern European nations [1,6]. In the United States,
in 2017, the age-adjusted suicide rate for men (22.4 per 100,000) was 3.67 times larger than for women
(6.1 per 100,000) [5].

Studies in the U.S. suggest that more than 90% of victims of suicide have a psychiatric
disorder [2,7-9]. Furthermore, most people who attempt suicide have a psychiatric disorder. The most
frequent psychiatric illnesses associated with suicide or severe suicide attempt are mood and psychotic
disorders [2,7-10]. A 5-year follow-up study of 1065 patients with psychotic disorders conducted by
the World Health Organization (WHO) found that “the risk for suicide in schizophrenia is as great,
if not greater, than the risk of suicide associated with affective disorders” [11]. Alcohol and drug abuse,
anxiety and personality disorders are also associated with an elevated suicide risk [12-15].

Medical disorders, particularly illnesses associated with chronic pain, significantly increase suicide
risk [16-20]. While many deaths due to opioid overdoses are accidental, an increasing amount of data
indicates that the presence of pain plays a role in the decision to end life via opioid overdoses [19].
Neurological conditions such as stroke, epilepsy, head injury, or Huntington’s disease also confer
greater suicide risk [20,21]. Obstacles to preventing suicidal behavior include inadequate rates of
detection of persons with psychiatric illnesses, insufficient dissemination of evidence-based methods
among community providers, and enormous complexity in detecting imminent suicide risk, even in
persons who are being cared for psychiatric conditions [22,23].

Adolescence is a period of transition from childhood to adulthood and also, a time of increased
vulnerability to psychiatric disorders including psychotic disorders [24]. A systematic review
suggests that the number of adversities or negative life events experienced by adolescents appear
to have a positive dose-response relationship with youth suicidal behavior [25]. Hence, traumatic
experiences during adolescence may contribute to the pathophysiology of both psychotic disorders
and suicidal behavior.

The purpose of this paper is to provide an educational overview of suicidal behavior in individuals
with schizophrenia. Most literature searches were performed using the PubMed database.

2. Epidemiology of Suicidal Behavior in Schizophrenia

As early as 1911, E. Bleuler characterized “the suicidal drive” as the “most serious of all
schizophrenic symptoms” [26]. In 1919, Kraepelin stated that suicide happened in both acute and
chronic stages of schizophrenia [27]. In 1939, before contemporary treatments became available,
Rennie [28] observed that 11 percent of 500 patients with schizophrenia had died by suicide throughout
a 20-year follow-up period.

Contemporary research studies indicate that a lifetime rate of suicide in individuals with
schizophrenia is between 4% and 13%, while the modal rate is about 10% [29]. The reported rates of
suicide attempts in patients with schizophrenia vary between from 18% to 55% [29-31].

Considerable evidence suggests that schizophrenia decreases the longevity by about 10 years [32].
Suicide is the largest contributor to the decreased life expectancy in individuals with schizophrenia.
Recognition of suicide risk factors in patients with schizophrenia is vital in order to enhance patient
treatment and advance approaches to decrease the incidence of suicide in patients with schizophrenia.

3. Demographic and Psychosocial Risk Factors

Studies and observations suggest that the following demographic and psychosocial factors increase
the risk of suicide in individuals with schizophrenia [10,29,33-36]:

e  Younger age
° Being male
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e  Being unmarried

e  Living alone

e  Being unemployed

e  Being intelligent

e  Being well-educated

e Good premorbid adjustment or functioning

e  Having high personal expectations and hopes

e  Having an understanding that life’s expectations and hopes are not likely to be met
e  Having had recent (i.e., within past 3 months) life events
e  Having poor work functioning

° Having access to lethal means, such as firearms

Studies have demonstrated that suicidal behavior takes place when patients with schizophrenia
are younger than age 45 years [37-39]. However, this association is probably more related to the onset
of schizophrenia than to age itself.

Similar to the general population and patients with other psychiatric disorders, males with
schizophrenia die by suicide more frequently than females with schizophrenia, but the gender
difference among suicide victims with schizophrenia is considerably less (60% vs. 40%) [40-42].
Unlike the general population in which females usually make more non-lethal suicide acts than do
men, rates of suicide attempts among individuals with schizophrenia have not been found to differ by
gender [42-44].

Being single and being unemployed are suicide risk factors for individuals with
schizophrenia [29,33,34,42,45]. Some researchers believe that there is a problem with interpreting these
findings because most persons with schizophrenia are single and unemployed.

4. Risk Factors Related to Symptomatology and the Course of Illness

Throughout the first decade of their disorder, patients with schizophrenia are at substantially
elevated suicide risk, although they continue to be at elevated suicide risk during their lives, with times
of worsening or improvement [33,42,46]. Excess mortality due to suicide during the 40-year follow up
of 200 patients with schizophrenia was as follows: 44 percent of the patients with schizophrenia who
died by suicide committed suicide during the first decade of observation, 22 percent during the second
decade, and another 22 percent during the third decade [47].

Studies indicate that suicide risk is significantly elevated during the first psychotic
break [29,46,48-50]. Research of first-episode patients usually has higher estimations of suicide
rates than studies with lengthier follow up periods. It has been noted that during early stages of
schizophrenia, limited suicidal ideation may quickly intensify to a suicide attempt. A delay in getting
psychiatric treatment may substantially contribute to elevated suicide risk early in the course of
schizophrenia. Other suicide risk factors early in the course of schizophrenia include earlier age of
the onset of psychotic symptoms, female sex, suicidal plans, a history of suicide attempt, seriousness
of psychiatric pathology, a history of emotional trauma, and decent insight. Suicidality during the
first psychotic episode is associated with a good understanding of the situation and beliefs about bad
outcomes for psychotic conditions.

Having had an earlier age of onset, being in an early part of the course of illness, having awareness
of symptoms, especially, awareness of delusions, anhedonia, asociality, and blunted affect, having a
negative feeling about, or non-adherence with, treatment are associated with greater suicide risk in
patients with schizophrenia [33,51-53]. In addition, a number of psychiatric admissions is an important
suicide risk factor in both inpatients and outpatients with schizophrenia [35,51].

Recurrent relapses, a significant severity of the disease, a descending shift in societal and
occupational functioning, and a true and realistic understanding of the harmful influence of the
disorder are regarded as schizophrenia-specific suicide risk factors [10]. Patients with the paranoid
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subtype of schizophrenia are eight times more likely to die by suicide in comparison with patients
with the deficit subtype of schizophrenia [54]. Delusions are associated with more suicidal behavior in
individuals with schizophrenia [53]. A research report indicates that hostility at hospital admission is
linked with long-term suicidal risk [54].

Lack of adherence to antipsychotic drugs may increase suicide risk [53,55]. For example, a large
follow-up study of patients released from hospitals after a hospitalization related to the first episode of
schizophrenia showed that not getting antipsychotic drugs led to a 12-fold rise in the relative risk of
all-cause mortality and a 37-fold rise in suicide mortality [55].

Itis important to note that as a result of psychotic disorganization, an individual with schizophrenia
may be involved in very unsafe, risky behavior without understanding otherwise predictable threats [29].
Such behavior may look like suicidal behavior.

5. Risk Factors Related to Comorbid Disorders

Comorbid depression and a history of suicidal behavior are important contributors to suicide
risk in patients with schizophrenia [33,53,56]. One study showed that depressive symptoms, suicidal
ideation and plans and a history of suicide attempts are amongst the most important forecasters of
suicidal behavior in the early phases of schizophrenia [57]. Two studies suggest that patients with
schizophrenia who were hospitalized after a suicide attempt had the greatest risk, of all variables
examined, of dying by suicide [58,59]. Other works also indicate that suicide risk in individuals with
schizophrenia is associated with mood syndromes, especially depressed mood, hopelessness and
demoralization [29,33,53,60]. Panic symptoms may also contribute to suicidal behavior in patients
with schizophrenia [61].

A systematic review indicates that four investigations recognized alcohol abuse as a predisposing
aspect to suicidal behavior amongst individuals with schizophrenia, while three investigations
recognized substance use disorders and one research investigation recognized smoking only [53].
However, one study has shown that neither alcohol nor drug abuse elevates suicide risk in individuals
with schizophrenia [62]. Furthermore, a research group observed that abuse of stimulants, such as
cocaine or amphetamine increases the risk of suicidal behavior in schizophrenia [63]. As noted above,
the presence of medical and/or neurological disorders may increase suicide risk [16-21].

6. Risk Factors Related to Antipsychotic Medications

Some observations suggest that the side effects of antipsychotic medications may contribute to
suicidality in individuals with schizophrenia [64-66]. It has been suggested that antipsychotics-induced
akathisia, akinesia, tardive dyskinesia and depressogenic effects of antipsychotic medications may
increase suicide risk. For example, it has been observed that there is a significant association among
akathisia and suicidality in first-episode psychosis [65,66].

It is important to note that one study observed a lower suicide risk among patients with
extrapyramidal symptoms [67]. The authors believe that this finding could potentially reflect greater
adherence to antipsychotic treatment, exposure to higher doses, or polypharmacy in this patient group.

7. Neurobiological Aspects of Suicidal Behavior in Schizophrenia

Some lines of evidence suggest that suicidal behavior in schizophrenia has a neurobiological
basis [68-73]. Dexamethasone suppression test (DST) deviations have been observed in patients with
schizophrenia who attempted suicide [68,69]. For example, it has been observed that dexamethasone
non-suppression may be associated with a history of suicide attempts among medication-free
persons with schizophrenia [68]. Hypothalamic-pituitary-adrenal axis (HPA) hyperactivity leading to
glucocorticoid neurotoxicity may be the primary way through which tissue injury occurs in several parts
of the brain, as observed in neuroimaging investigations of suicide attempters with schizophrenia [70].

Some studies found lower 5-hydroxy acetic acid (5-HIAAA) levels in the cerebrospinal fluid (CSF) of
suicidal patients in comparison to the CSF levels of non-suicidal individuals with schizophrenia [71,74],
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while other studies did not detect this difference [75-77]. One research group found that a blunted
prolactin response to a D-fenfluramine administration was associated with suicidal behavior in
individuals with a history of schizophrenia [78]. A significant link was found between single nucleotide
polymorphisms ADRA2B rs1018351 and SLC6A3 rs403636 and a history of suicidal behavior in
schizophrenia patients [73].

8. Prevention of Suicide in Patients with Schizophrenia

Suicide prevention in patients with schizophrenia is a complex task. Clinicians need to be trained
in how to identify patients who are at high suicide risk. Careful management of psychotic symptoms,
comorbid depression and substance use disorders is necessary to prevent suicide in individuals
with schizophrenia.

Efforts in suicide prevention should focus on enhancing compliance with medications.
Studies suggest that antipsychotic medications, including clozapine, risperidone, olanzapine,
and quetiapine may reduce suicide risk [33,79-83].

Several studies demonstrated efficacy of clozapine for the management of suicidality in
schizophrenia [81,82]. It has been proposed that this decline in suicidal behavior can be ascribed
to reduction in depressive symptomatology [84]. In December 2002, the U.S. Food and Drug
Administration (FDA) granted indication for clozapine to decrease the risk of recurring suicidal
behavior in individuals with schizophrenia/schizoaffective disorder [50]. Potentially, early use of
clozapine may significantly reduce risk of suicide in patients with schizophrenia [53]. A recent
study indicates that clozapine should be administered after patients with schizophrenia fail a single
antipsychotic medication trial—not until two antipsychotic drugs have been attempted, as is the
existing guideline [85]. Such an approach may reduce suicidality in individuals with schizophrenia.

Other second-generation antipsychotics may also have anti-suicidal properties [33,80,86].
For example, a retrospective study of the influences of atypical antipsychotic drugs on suicidal
behavior in individuals with schizophrenia or schizoaffective disorder showed that among persons
who made a suicide attempt, 16.1% took second-generation antipsychotic medications, whereas in
the non-suicidal group 37% took second-generation antipsychotics [80]. Another study has shown a
fourfold rise in suicide attempts among individuals with schizophrenia who stopped taking olanzapine
or risperidone [86].

Long-acting injections are frequently used for the treatment of psychotic disorders [87].
Observations of the effect of depot antipsychotic medications on suicide risk have produced inconsistent
results. For example, Battaglia et al. [87] showed that monthly intramuscular injections of fluphenazine
decanoate reduce self-harm behavior in outpatients with histories of multiple suicide attempts.
Shear et al. [88] reported suicides in two young men who developed severe akathisia after treatment
with depot fluphenazine. A Cochrane review by Adams and Eisenbruch [89] compared depot
fluphenazine medication to oral fluphenazine for treatment of schizophrenia and found no difference
between fluphenazine hydrochloride and its depot form for outcomes such as depressed mood or
suicide. A meta-analysis showed that pooled long-acting antipsychotics (aripiprazole, fluphenazine,
haloperidol, olanzapine, paliperidone, risperidone, and zuclopenthixol) did not differ from pooled
oral antipsychotics regarding all-cause death or death due to suicide [90]. Pompilli et al. [91] suggest
that long-acting injections of second-generation antipsychotics can be an effective treatment strategy to
improve adherence and may result in suicide prevention by targeting modifiable suicide risk factors.

Concurrent depression is a significant risk factor for suicidal behavior in individuals with
schizophrenia [29,33,34]. Studies suggest a relation between a decrease in suicide risk and the
use of antidepressants [92,93]. The use of antidepressants has been associated with a decrease
in all-cause mortality when used together with antipsychotic drugs [94]. Psychiatrists should
consider the addition of antidepressant medications for concurrent depression in patients with
schizophrenia [29,33,34]. Furthermore, medications that reduce substance abuse (e.g., naltrexone or
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acamprosate) should be prescribed for patients with comorbid schizophrenia/schizoaffective disorder
and substance use disorder.

Non-pharmacological approaches are also important in decreasing suicidal behavior in
schizophrenia [33,34,95]. Psychosocial interventions play an important role in the treatment of suicidal
patients with schizophrenia. It is vital to educate mental health providers about suicidology [34].
They need to be prepared to deal with the depression, anxiety, anguish, and hopelessness of suicidal
individuals with schizophrenia. Empathic care and support are critical for decreasing suicidal
risk [33,34,95]. Clinicians should recognize the patient’s distress, talk to the patient about his/her daily
problems, and assist patients in establishing realistic goals.

Supportive, reality-orientated therapies are important in the management of patients with
psychotic disorders [34]. Individual and group sessions can help patients to learn how to handle
difficulties. Psychosocial interventions including cognitive-behavioral therapy, cognitive remediation,
supportive therapy, supported education, training, and employment are important for successful
management of schizophrenia [34,96]. One study found that cognitive therapy decreases suicidal
ideation in individuals with schizophrenia [97]. Interventions such as vocational rehabilitation, social
skill training, and supported employment may reduce social isolation and feeling of hopelessness,
and consequently, decrease suicidality in schizophrenia patients.

Family interventions may reduce the risk of suicidal behavior, and therefore, should be a
necessary component of a treatment plan of each patient with schizophrenia [98,99]. Such interventions
considerably lessen rates of readmission and relapse in individuals with psychotic disorders and
enhance their social and vocational performance [98,99]. Family interventions usually increase
adherence to pharmacological therapy [99]. Relatives of patients with schizophrenia sometimes display
excessive emotional reactions and convey intolerant, judgmental, and/or emotionally overinvolved
attitudes toward patients [100-102]. Family members high in expressed emotion may cause suicidal
behavior in patients with schizophrenia [100]. One of the goals of family interventions is to reduce
psychological distress among family members and to decrease expressed emotion in families of
patients with schizophrenia. Hence, it is essential to help families of persons with schizophrenia and
to explain to patients’ families that their attitude towards the patient can aid or impede recovery.
It is necessary to educate families that they need to assist mental health providers to make sure that
pharmacological and non-pharmacological treatments are being followed, especially after discharge
from inpatient hospitalization. Families of individuals with schizophrenia need to be informed
regarding manifestations of suicidality and what needs to be done if an individual with schizophrenia
develops suicidal ideation, intent, or plan.

In summary, the only reliable protective factor for suicide in patients with schizophrenia is
provision of and compliance with comprehensive treatment. Prevention of suicidal behavior in
schizophrenia should include recognizing patients at risk, delivering the best possible therapy for
psychotic symptoms, and managing comorbid depression and substance misuse. It is imperative to
educate mental health and non-mental health providers about suicide prevention strategies.
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Abstract: Borderline personality disorder (BPD) is associated with suicidal behaviors and self-harm.
Up to 10% of BPD patients will die by suicide. However, no research data support the effectiveness of

suicide prevention in this disorder, and hospitalization has not been shown to be useful. The most
evidence-based treatment methods for BPD are specifically designed psychotherapies.
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1. Introduction

This review is based on a search with the key words “borderline personality disorder” and “suicide
or suicidality” in MEDLINE and PsycINFO of all articles since 2000 (along with some important older
articles). This review focuses on articles that are most relevant to the following questions:

(1) What suicidal behaviors are seen in patients with borderline personality disorder (BPD),
and what is their motivation?

(2) What is the risk for death by suicide in BPD?

(3) Is there evidence for the value of hospitalizing suicidal BPD patients?

(4) What are the most evidence-based treatments for suicidal BPD patients?

2. Suicidal Behaviors in BPD

As defined by the DSM-5 [1] and by the ICD-11 [2], personality disorders (PDs) are characterized
by abnormal patterns of inner experience and behavior. These affect cognition, emotion, interpersonal
functioning, impulse control, are inflexible and pervasive, lead to clinically significant distress or
impairment, are stable and of long duration, and have an onset in adolescence or early adulthood.
Personality disorders are common in practice, and can be found, above and beyond other diagnoses,
in up to 45% of all outpatients [3]. Of these, BPD is by far the most researched category due to the
clinical challenges it presents.

BPD is associated with a wide range of psychopathology, including unstable mood, impulsive
behaviors, as well as unstable interpersonal relationships [1]. BPD patients have a mean of three
lifetime suicide attempts, mostly by overdose [4].

Self-harm behaviors (i.e., non-suicidal self-injury) (NSSI) [5], are also common in BPD. NSSI usually
presents as superficial cuts to the wrists and arms. However, NSSI is not suicidal in intent; BPD
patients have problems with emotional regulation and cut themselves addictively to reduce painful
inner states [6]. Cutting relieves emotional tension, but does not reflect a wish to die [7].

While drug overdoses can sometimes be life threatening, these behaviors vary greatly in nature
and intent. They usually occur following stressful life events, and patients describe their motivation
as a wish to escape [7]. Most incidents reflect ambivalent motivation, involving small quantities of
medication and/or calling significant others for help. Even when potentially fatal overdoses occur,
patients often contact people who are in a position to intervene.

It has long been established that suicide attempters and completers are separate but overlapping
populations [8]. In a large-scale follow-up of attempters seen in an emergency room (ER), only about
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3% eventually died by suicide [9]. Most repetitive attempts occur in young women, and decrease with
time [10].

3. Death by Suicide in BPD Patients

Follow-back research has found that suicide occurs in up to 10% of BPD cases [11,12].
However, lower rates (3%—6%) have been reported in prospectively followed cohorts [13-15].
These discrepancies could reflect less-severe suicidality in patients who agree to be followed in
research studies.

By and large, suicides in BPD occur later in the course of the illness and follow long courses of
unsuccessful treatment [16]. A 15-year follow-back study found that the mean age at suicide to be 30 [12],
while a 27-year follow-up reported a mean age of 37, with a standard deviation of 10 [11]. Thus, patients
are not at their highest risk of suicide when they are young and frequent visitors to the ER.

Even so, patients with BPD do kill themselves. Psychological autopsy methods, which involve
post-mortem interviews with families, have examined the frequency of this diagnosis in death by
suicide [17-19]. In these studies, PDs were present in about half of the cases under the age of 35, with
BPD being the most common category.

A meta-analysis by Pompili et al. [20] noted that suicidality is “more alarming” in young people,
with a high level of suicidal behaviors. Yet the great majority of BPD patients eventually improve over
time [16], and those who die by suicide tend to be those who fail to recover.

Males with BPD have a different pattern. Nearly a third of youth suicides, most of whom are
male, can be diagnosed with BPD by psychological autopsy [17]. Other studies of BPD patients who
died by suicide also show a preponderance of males [21]. Few of these patients were in treatment at
the time of their death.

4. Hospitalization for Suicidality in BPD Patients

Many BPD patients have courses of treatment marked by multiple failed suicide attempts.
These treatments are associated with multiple trials of psychotherapy, multiple prescriptions, repeated
emergency room visits, and hospitalization for suicide attempts and threats [22]. Yet the research
literature on the management of suicidality in BPD does not provide evidence-based guidelines for the
prevention of death by suicide [23].

It has long been known that clinicians lack algorithms that can predict a fatal outcome in major
mental disorders with any accuracy. As summarized in an article in The Lancet [24], in spite of a large
body of research on suicide prediction, there is still no effective algorithm that can be used in practice
to predict suicide. At best, clinicians are left with guidelines that may be commonsensical, but that lack
empirical support.

However, the absence of evidence for prevention has not changed practice in managing BPD.
Specifically, many patients are admitted to hospital when they attempt or threaten suicide. It is
understandable that clinicians want to err on the safe side, but the absence of controlled data prevents
us from concluding that hospital stays offer an effective method of suicide prevention. Admission for
suicidal threats was recommended by the American Psychiatric Association guidelines for the treatment
of BPD [25]. However, these guidelines, which have never been updated, were based on clinical
opinion, and not on data showing that hospital admission has a preventive effect.

Repeated hospitalization for suicidal threats and attempts can also be counter-productive,
since it interferes with out-patient treatment, and makes it impossible for patients to remain in the
workplace [26-28]. It can also lead to a kind of “regression”, with an increase of symptoms based on
the behavioral reinforcement of suicidal behavior. Linehan [6] recommends not admitting patients for
suicidality beyond an overnight hold in a crisis.
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5. Evidence-Based Treatments for BPD

We now know that well-structured ambulatory treatment, using methods specifically developed
for BPD, is an effective intervention for most BPD patients. The most extensively investigated treatment
is dialectical behavior therapy (DBT) [6], whose efficacy has been confirmed by randomized clinical
trials [29,30]. The main outcomes are reductions in overdoses, in emergency room visits for suicidality,
reduced frequency of self-harm, and reduced hospital admissions. DBT specifically aims to modify the
regulation of emotion, teaching patients how to regulate negative emotions in ways other than cutting
or overdosing [6].

Several other psychotherapy methods have also been tested in randomized clinical trials:
mentalization-based therapy [31,32]; transference-focused psychotherapy [33]; schema-focused
therapy [34]; and standard cognitive therapy [35].

All these methods target the affective instability (emotion dysregulation) that characterizes
BPD [6,36], as well as impulsivity [37]. Emotion dysregulation accompanied by a lack of control
over impulses makes patients more likely to turn to suicidal actions, and the frequency of suicide
attempts is strongly related to these traits [10]. Thus, all methods of psychotherapy attempt to teach
patients to stand outside their emotions, to self-reflect before acting on them, and to develop a better
understanding of interpersonal conflict.

By and large, all psychological treatments that are well-structured and specifically designed
for BPD patients are superior to standard clinical management. A Cochrane report [38] as well as a
systematic meta-analysis [39] have summarized this evidence, supporting the conclusion that specific
forms of psychotherapy for BPD are efficacious. These methods are usually provided in out-patient
settings, and do not require hospital admission. As noted by Zanarini [40], BPD patients need to “get a
life”, which means therapists must work actively to involve them with life goals, such as career and
social networks.

In contrast, the efficacy of pharmacological agents in BPD is not well established. No clinical trials
have documented remission of the disorder with successful drug treatment, and a Cochrane report did
not find sufficient evidence to prescribe any drug for patients with BPD [41]. Recent research has also
shown that anticonvulsant mood stabilizers are not efficacious [42]. There is some evidence for the use
of antipsychotics for short periods [43]. A similar conclusion has been reached by the UK National
Institute on Clinical Excellence [44]. Unfortunately, it has long been observed that most BPD patients
are often on multiple medications, including antidepressants, mood stabilizers, and/or neuroleptics [22],
and this practice does not seem to have changed. These interventions do not require hospital admission.
There is also no evidence that pharmacological regimes are effective for suicide prevention.

6. Implications for Practice

One of the most unique aspects of BPD is chronic suicidal ideation [27]. Patients with mood
disorders can be suicidal when depressed, but usually put these ideas aside when they go into remission.
In contrast, BPD patients may consider suicide on a daily basis for months to years, and only go into
remission much later. Suicidal ideas will vary in intensity over time, waxing when life events are
stressful, and waning when they are not.

Yet by themselves, suicidal thoughts are too common to be useful in predicting suicidal actions.
But while patients with suicidal behaviors have a statistically higher risk, one cannot predict who
is most likely to die by suicide. Deaths by suicide are rare events relative to attempts, which is
why large-scale follow-up studies have found that algorithms based on risk factors fail to predict
who will die by suicide [45,46]. The problem is false positives (patients who fit a profile but never
kill themselves).

Most patients with BPD, despite having suicidal thoughts for long periods of time and multiple
suicide attempts, never kill themselves. Thus, the level of alarm created by patients with BPD who
present in clinics and ERs with suicidal ideas is not necessarily justified, even when threats are dramatic
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or blood-curdling. Clinicians need to work on making these patents more functional, and should not
be distracted from these therapeutic tasks by suicidality.

Needless to say, chronic suicidality can be draining for therapists, and no one wants to lose a
patient in this way. Yet in BPD, suicidality “goes with the territory” [47], and most patients cannot be
treated without accepting a calculated risk [48]. Moreover, recommending ER visits and hospitalization
reinforces the very behaviors they are designed to treat [6].

Hospitalization has not been supported by evidence, and when suicidality is chronic, admission
to hospital provides only temporary relief; most patients continue to have suicidal ideas after discharge.
While some research describes intensive treatment in hospital [49], similar programs could be offered
on an out-patient basis. To avoid the harm of repetitive admissions, one might prefer day treatment,
which offers the advantages of admission (intensive treatment by an experienced team) without its
disadvantages, and has some supporting evidence for its efficacy [31]. Unfortunately, day programs
usually have waiting lists and are not useful in a crisis.

In practice, BPD patients are commonly held in ERs (or admitted to wards) when they threaten
suicide, cut themselves, or overdose. These choices are partly determined by a fear of litigation.
However, to minimize the risk of lawsuits, clinicians can ensure careful record keeping, consult
frequently with colleagues, and get families involved early on in treatment [50].

Based on current evidence, it is reasonable to conclude that we should treat suicidal patients with
BPD on an out-patient basis using specialized forms of psychotherapy. Psychopharmacology remains
adjunctive and optional. Hospital admission can be justified by either a near-fatal attempt (requiring a
re-evaluation), or a micro-psychotic episode (requiring pharmacological intervention) [27]. Since we
have no firm evidence that death by suicide in BPD can be prevented, we should focus on providing
existing evidence-based psychological treatments designed for this challenging population.
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Abstract: Background and Objectives: Demoralization has been defined by hopelessness and helplessness
attributable to a loss of purpose and meaning in life. Demoralization is a meaningful mental health
concern, frequently associated with suicide risk in medical and psychiatric patients. The aim of this
systematic review was to synthesize the recent empirical evidence on demoralization in patients with
schizophrenia and to better understand the relationship between demoralization and suicide risk in
patients with schizophrenia. Methods: A comprehensive literature search using key words and subject
headings was performed following PRISMA guidelines with several bibliographic databases, resulting
in the identification of 27 studies. Results: The findings suggested that demoralization is prevalent in
patients with schizophrenia and supported the hypothesis that the association between depression and
suicide is moderated by hopelessness. In clinical practice, it is important to recognize symptoms of
demoralization using appropriate psychological tools to better understand the suffering of patients
with schizophrenia and to implement suicide prevention programs.

Keywords: demoralization; schizophrenia; suicide risk

1. Introduction

Jerome Frank [1], more than forty years ago, defined demoralization as “a syndrome of existential
distress occurring in patients with severe conditions that threaten life or integrity of being, such as
physical illness or mental disorders.” Demoralization is characterized by “feelings of impotence, isolation,
and despair.” Frank interpreted demoralization as an outcome caused by someone’s failure to cope when
faced with an event generally described as easy to manage [2]. In those who are demoralized, self-esteem
suffers, and rejection is felt as a result of individuals believing they have failed to meet the expectations
of others [1-3]. This highlights the salience that stressful events may have on the human psyche [4].

In more recent years, Irvin Yalom, an existential psychotherapist [5], noted how demoralization
represents the outcome of a conflict between the individual and his personal existence. When a person is
unable to face this conflict, demoralization can develop. Based on this, the definition of demoralization
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was subsequently enriched with new concepts [6], with the link between distress and subjective
incompetence at the base of the construct of demoralization.

In the following years, several authors attempted to describe the demoralization syndrome.
Fava et al. [7] used three diagnostic criteria for demoralization, including the failure of individuals
to meet expectations set by themselves, those set by others, and their general inability to cope with
demands. This results in feelings of helplessness, hopelessness, and a desire to give up. According to
a psychosomatic perspective, demoralization is a predictor for the development of a medical illness [7].

A recent definition of demoralization was proposed by Kissane and Clarke [8,9] at the beginning of
the 2000s. Demoralization was defined as a clinical entity characterized by symptoms such as existential
distress, hopelessness, loss of meaning and purpose in life, a sense of being trapped, personal failure,
and difficulty coping. Kissane focused on demoralization as a predictive variable for suicidal ideation
in terminally ill patients [2]. Kissane described demoralization as an abnormal response characterized
by two key aspects: loss of meaning in life and loss of hope. Considering that hopelessness is one
of the most important predictors of suicide, patients with the demoralization syndrome may have
a higher risk of suicide than patients without the demoralization syndrome [2].

The debate on demoralization as a syndrome is still controversial. The categorization of
demoralization as an “abnormal response” has been criticized by different authors. Several authors
emphasized that demoralization is a normal psychological response in patients affected by a medical
illness [10] and compared demoralization to the Adjustment Disorders, described in DSM-5, or as
anormal response toloss [11,12]. Furthermore, the main controversy centers on whether demoralization
constitutes a syndrome of despair, distress, and hopelessness separate from depression. Kissane
saw the concept of demoralization as a syndrome, contextualizing it on a spectrum where the end
of this spectrum warrants a “psychiatric alert”. Demoralization becomes clinically relevant when
there is a significant loss of meaning and purpose in life, and suicidal thinking appears [13]. It has
been argued that the critical feature distinguishing depression from demoralization is the presence or
absence of anhedonia [14]. However, depression and anxiety are symptoms that are often present in
the demoralization syndrome [8].

Although demoralization can occur in response to many distressing circumstances, much of the
literature about demoralization focuses on people who have a terminal or severely disabling physical
illness [15,16], but only a few studies have focused on psychiatric patients, such as patients with
schizophrenia [17].

Patients with schizophrenia often die prematurely [18]. Though the lifetime risk for suicide
for people with schizophrenia is estimated to be about 4.9% [19], up to 40% [20] of their premature
mortality can be attributed to suicide and unnatural deaths. Several psychological features seem to
contribute to suicide in this population, including hopelessness, recent loss or rejection, fear of further
illness deterioration, awareness of their illness, loss of faith in treatment, post-psychotic depression,
or failure in interpersonal relationships [21]. A number of clinical features have been associated
with completed suicide in people with schizophrenia, including being young, male, Caucasian, and
never married, and having good premorbid function and a history of substance abuse and suicide
attempts [21,22]. Hopelessness, social isolation, and hospitalization are also important risk factors
for completed suicide in individuals with schizophrenia. Among these features, hopelessness plays
a large role in affecting the suicide risk of these patients. Higher hopelessness scores, regardless of
the presence of only depressive symptoms, predicted a worse short-term outcome and worse global
functioning, which are considered important risks factor for suicidal behavior [23]. Furthermore,
a greater surveillance for suicide is required in the period after discharge from hospital and after
periods of remission. Patients with schizophrenia usually experience hopelessness and demoralization
after discharge from hospital which increases their suicide risk. During periods of remission, they can
develop a painful awareness of their illness. At this point, their expectations contrast sharply with
their declining functioning, leading to feelings of inadequacy, depression, and hopelessness. It has
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been suggested that hopelessness and greater insight are associated with current and lifetime risk of
suicide [24].

Drake has described a demoralization syndrome in individuals with schizophrenia, in which
repeated exacerbations of psychotic symptoms, functional deterioration, and a non-delusional
awareness of the effects of the illness can lead to feelings of hopelessness, depression, and ultimately
suicide [25].

In this view, premorbid adjustment and insight interact, resulting in demoralization and depression,
potentially culminating in suicidal behavior. Interestingly, on the one hand, depression has been
recognized as a major risk factor for suicide attempt among patients with schizophrenia [26]. On the
other hand, depression is difficult to diagnose in patients with schizophrenia. In clinical practice,
nonspecific sadness is more often observed than major depressive episodes. In the 1980s, Bartels and
Drake [27] considered chronic demoralization to be a variable that predicted the risk of suicide in
patients with schizophrenia. This hypothesis was then validated in several studies that have shown how
the presence of depression, hopelessness, negative self-thoughts, anxiety, insomnia, self-devaluation,
low self-esteem, and a feeling of guilt were strongly associated with a higher risk of suicide in patients
with schizophrenia [21-28]. Research on this topic was then enriched with papers on patients with
schizophrenia linking hopelessness with social and vocational dysfunction [29-31], suicide risk [25-32],
avoidant coping [33,34], and stigma [35-37].

In line with the hypothesis that the demoralization syndrome and hopelessness are important
risk factors for suicide in patients with schizophrenia, and on the basis that these two constructs
are related to both patient insight and stigma, variables involved in suicide risk, we reviewed those
studies investigating the presence of demoralization (and its constructs) and suicide, in patients
with schizophrenia.

The principal aim of this review was to clarify the role of demoralization and hopelessness in
affecting suicide risk in patients with schizophrenia. The second aim of this review paper was to better
understand the complex relationship between demoralization and hopelessness, along with patient
insight and stigma, and suicide risk in patients with schizophrenia.

2. Methods

We performed a systematic review of demoralization (according to a definition of demoralization
that includes the inability to cope, helplessness, hopelessness, and low self-esteem) and suicidal risk
in schizophrenia using MedLine, Excerpta Medica, PsycLit, PsycInfo, and Index Medicus search to
identify all papers published between 1970 and 2018. The PRISMA statement for reporting systematic
reviews was followed. Search terms used were: demoralization OR demoralization syndrome OR
helplessness OR hopelessness AND suicide risk AND Schizophrenia, Psychosis. We first reviewed the
titles and abstracts and applied the selection criteria outlined above with the exception of study design
(Figure 1). Only articles published in English peer-reviewed journals were considered, and the articles
were examined to for their relevance based on the inclusion criteria. Possible discrepancies between
the reviewers with regard to inclusion criteria were resolved through consultation with the senior
authors. In addition, reference lists were also examined. In the results section, we excluded case reports,
meta-analyses, and systematic reviews, and studies that did not clearly report statistical analysis,
diagnostic criteria, or the number of patients included. We found 27 articles on demoralization and
schizophrenia that met these criteria and we discussed them in the two sections of the results (Clinical
Studies included in qualitative synthesis). We have included three systematic reviews exclusively in
the discussion section but not in the results section. The principal reviewer (IB) checked all items.
Then, three reviewers independently inspected all citations of the studies identified by the search and
grouped them according to topic.
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Figure 1. Flowchart of the search and selection process.
3. Results

3.1. Demoralization and Suicide Risk in Schizophrenia

Depressive features, including demoralization and hopelessness, are common in schizophrenia
and are often intertwined with psychotic symptoms, becoming a significant mediator of disability and
suicidality. Cotton et al. [38] interviewed 20 therapists who had clinically followed 20 patients with
schizophrenia who completed suicide. These interviews indicated that the profile of the patients was
of young men in their thirties with a chronic history of illness with exacerbations. From the interviews,
it emerged that patients expressed hopelessness at the time of their suicide. The patients had a strong
desire to escape through death, and most of them had a previous history of suicidal behavior. Cotton
then showed how different clinical features resulted in guidelines for the treatment of these patients.
For example, it is important to assess the patient’s self-esteem, the protective function that psychosis
may have in regard to suicide, and the importance of differentiating an inability to function from
an unwillingness to function (i.e., unwillingness to share their thoughts of life and death or share the
burden of despair resulting from their illness).

Drake et al. [39] examined risk factors for suicide in patients with schizophrenia, noting that the
risk factors for suicide included demoralization and feelings of hopelessness and inadequacy. A few
years later, the same authors investigated the clinical features of depression, hopelessness, and their
relationship to major depressive episodes and suicides in 104 patients with schizophrenia, 15 of whom
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died by suicide [40]. Most patients (54%) endorsed “depressed mood”, and 21% of these patients met
DSM criteria for a depressive disorder. Although the presence of depressed mood increased their risk
of suicide, the severity of depression did not increase the risk of suicide. In contrast, the development
of hopelessness, in addition to depressed mood, significantly increased the probability of suicide.
In absence of hopelessness, depressed patients with schizophrenia presented a similar risk for suicide
to that of non-depressed patients with schizophrenia. Thus, these results suggest that hopelessness
mediates the relationship between depression and suicide risk in patients with schizophrenia.

Data from a prospective community treatment study on suicide in patients with schizophrenia
showed that the group of patients who died by suicide were younger, with an earlier onset of illness
compared to patients who did not complete suicide, and suicide occurred very early in the course of
illness [32]. Furthermore, hopelessness was a very discriminative feature between the two groups
(z =3.27, p < 0.05), and patients who completed suicide showed a significant increase in hopelessness
and depression.

Fenton et al. [41] studied the relationship between positive and negative symptoms, illness
subtype, and suicidal behavior in 187 patients with schizophrenia, 87 patients with schizoaffective
disorder, 15 patients with schizophreniform disorder, and 33 patients with schizotypal personality
disorder. The authors demonstrated that the progressive loss of social drive, the diminished capacity
to experience affect, and an indifference toward the future may preclude the painful self-awareness
associated with suicide.

Nordentoft et al. [42] investigated predictive factors for suicidal behavior in 321 patients with
first-episode psychosis. Their results demonstrated that a suicide attempt was associated with younger
age, depression, hopelessness, and hallucinations. Being female, reported hopelessness at baseline,
the presence of hallucinations, and a suicide attempt reported at the initial interview were associated
with a suicide attempt by the one-year follow up.

Kim et al. [43] enrolled 333 patients with schizophrenia to clarify the clinical role of hopelessness,
insight, and cognitive dysfunction for suicide risk. They found that hopelessness was significantly
higher in patients with lifetime suicidality and in those with current suicide risk compared to patients
without history of suicidal behavior, thereby supporting the role of hopelessness as a predictor of the
lifetime risk of suicide.

Montross et al. [44] examined the prevalence of suicidal behavior in 132 patients with
schizophrenia. Depression and hopelessness were significantly higher in the group with suicidal
ideation. Predictive features for current suicidal ideation included depression, hopelessness, gender,
general psychopathology, and the presence of a past suicide attempt. They also found that hopelessness
and a past history of suicide attempts were the only variables associated with current suicidal ideation.

Restifo et al. [45] tested the demoralization hypothesis as an independent risk factor for suicidal
behaviors in 164 patients, 115 of whom had a diagnosis of schizophrenia and 49 a diagnosis of
schizoaffective disorder. The sample was divided in two groups: patients with a history of a previous
suicide attempt (N = 59) and patients without a history of previous suicide attempts (N = 105).
The authors observed that premorbid functioning and insight were associated with more depressive
symptoms. Furthermore, cognitive symptoms of depression (poor concentration, indecisiveness,
forgetfulness) and subclinical symptoms of depression were linked with past suicide attempts, while
hopelessness predicted current and lifetime risk of suicide among these patients with schizophrenia.
In support of these results, a case-control study [46] confirmed that a history of suicide attempts,
hopelessness, and self-devaluation were the three variables that had the strongest association with
completed suicide in patients with schizophrenia.

More recently Klonsky, etal. [47], in a 10-year longitudinal study of 414 patients with first-admission
psychosis, clarified the relationship between hopelessness and suicide attempt. Both hopelessness
and recent suicide attempts were assessed at multiple time-points. The results demonstrated that
hopelessness at baseline predicted a suicide attempt during the subsequent 10 years independent of
the presence of depression.
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A few studies have investigated the association between self-esteem and suicide risk in patients
with schizophrenia [48] (Table 1). Tarrier et al. [49] examined 59 patients with recent onset schizophrenia,
reporting that greater hopelessness (odds ratio (OR) 1.22) and a longer duration of illness (OR 1.13)
increased the risk of suicide in these patients. Hopelessness was associated with higher negative
self-evaluation and social isolation, while negative self-evaluation was associated with self-criticism
and negative symptoms. Acosta et al. [50], in a study of 60 patients with schizophrenia showed that
negative cognitions about the psychiatric diagnosis were associated with depressive symptoms and
hopelessness. Interestingly, negative cognition did not differ in patients with and without a history of
previous suicide attempts. Yoo et al. [51] studied 87 patients with schizophrenia, of whom 20 (23.0%)
had a history of suicide attempts. Their results revealed that patients with a history of suicide attempts
had significantly higher scores on the Beck Depression Inventory (p = 0.036) and on the Korean version
of the Internalized Stigma of Mental Illness scale (p = 0.009), and significantly lower scores on the
Rosenberg Self-Esteem Scale (p = 0.001), demonstrating that low self-esteem represents a psychological
feature of those who attempt suicide, thereby increasing their risk of suicide.

Table 1. Demoralization and Suicide Risk in Schizophrenia.

Authors Purpose Measures Results/Discussion
Risk factors for suicide in 34 edmo? of the .
atients with schizophrenia Diagnostic and Statistical Depressed mental status is
p Manual of Mental

Drake et al. (1984)

N =104 (15 clinical vs. 89
controls; all met DSM-IIT
diagnostic criteria for
Schizophrenia)

Disorders from the
American Psychiatric
Association
(DSM-III)

more frequently observed in
suicide group vs. non-suicide
group (80% vs. 48%; p < 0.01).

Cotton et al. (1985)

Psychotherapy of suicidal
schizophrenic patients.

Semi-structured

Patients with schizophrenia
reported hopelessness and
a strong desire to escape
through death at the time
of suicide.

Drake & Cotton (1986)

_ . . interviews It is important to assess
N =20 (schizophrenia) self-esteem, the presence of
psychosis, and distinguish
inability to function from
unwillingness to function
3d edition of the

DSM-III depressive symptoms
vs. hopelessness in
schizophrenic suicides and
non-suicides patients N = 104
(15=5;89 =n-s)

Diagnostic and Statistical
Manual of Mental
Disorders from the
American Psychiatric
Association

(DSM-I1I); Beck
Hopelessness Scale
(BHS)

Suicide ideas, depressive
mood, and hopelessness rather
than depression increases risk
of suicide (respectively 87%,
80%, and 67% vs. 33% of
depression in suicide sample);
p <001

Cohen et al. (1990)

Suicide in long-term treatment
schizophrenia.

N =122 (67.2% male) with
Schizophrenia, schizoaffective
disorder (research diagnostic
criteria), or schizotypal
personality disorder (DSM-III)

Symptom Checklist 90-R
(SCL-90-R); Brief
Psychiatric Rating Scale
(BPRS); Self-report

measure of satisfaction

Baseline SCL-90-R scores for:
hopelessness (6.30 vs. 2.96),
hostility (3.53 vs. 1.63),
depression (5.89 vs. 3.52),
paranoid ideation

(4.51 vs. 2.71), and
obsessive-compulsive

(3.73 vs. 2.23) were very
discriminative between
suicides (N = 8) and
non-suicides (N = 74)
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Table 1. Cont.

Authors Purpose Measures Results/Discussion
3d edition of the
Suicidality in schizophrenia Diagnostic and Statistical ~Negative symptoms: blunted
and its relationship with Manual of Mental affect (p = 0.03), poverty of

Fenton et al. (1997)

subtypes

N = 322 (schizophrenia n =187;
schizoaffective disorder n = 87;
schizophreniform disorder

N = 15; schizotypal
personality disorder n = 33)

Disorders from the
American Psychiatric
Association

(DSM-III); Positive and
Negative Symptoms
Scale (PANSS);
self-report interviews

speech (p = 0.02), stereotyped
thinking (p = 0.005), and only
one of positive symptoms
(grandiosity (p < 0.05)) were
correlated with suicide
behavior.

Nordentoft et al. (2002)

Suicidal behavior and
treatment in first-episode
schizophrenia (FEP)

N = 341 (FEP disorder);
attempts reported at baseline
(N = 321); attempts during first
year of treatment (N = 275)
Diagnosis: schizophrenia,
schizotypal disorder,
delusional disorder, acute or
transient psychosis,
schizoaffective psychosis,
induced psychosis, or
unspecific non-organic
psychosis according to ICD-10

Schedules for Clinical
Assessment in
Neuropsychiatry

(SCAN 2.0), Scale for the
Assessment of Negative
Symptoms (SANS), Scale
for the Assessment of
Positive Symptoms
(SAPS)

Baseline period: being male

(p = 0.001) and suicidal plans
the week prior (p = 0.001)
were significant predictors

of suicide;

Follow up period: being male
(p = 0.002), suicidal plans the
week prior (p < 0.001), and
previous suicide attempts

(p = 0.001) were significantly
associated with suicide. There
was a weak association
between hopelessness and
suicide in the integrated
treatment’s group one year
after treatment compared to
the standard treatment’s group
(p <0.01)

Kim et al. (2002)

Hopelessness, insight,
cognitive dysfunction, and
suicidality in schizophrenia

Schedule for Affective
Disorders and
Schizophrenia (SADS),
Hamilton Depression

Regression analysis predicted
Hopelessness as the most
important predictor of current
and lifetime suicidality

(B = 0.41, p = 0.0001; p = 0.35,
p = 0.01, respectively).
Further, insight and substance

Tarrier et al. (2004)

N = 333 (schizophrenia) g;nng Scal? (HDRS)A’ abuse were predictors for
rief Psychiatric Rating lifeti d t suicidalit

Scale (BPRS) ifetime and current suicidality
(p =0.001 and p = 0.004;
p =0.001 and p = 0.033,
respectively).

4d edition of the

Diagnostic and Statistical

Manual of Mental

Factors (self-esteem, relatives’
expressed emotions,
demographic, social, clinical)
associated with suicidal
ideation and/or previous
suicide attempts as proxy
measures of suicide risk

N =59 (DSM-IV diagnosis of
recent onset schizophrenia)

Disorders from the
American Psychiatric
Association

(DSM-1V); Modified
Self-Evaluation and
Social Support for
Schizophrenia (SESS-sv);
Positive and Negative
Symptoms Scale
(PANSS); Beck
Depression Inventory
(BDI); Beck Hopelessness
Scale (BHS); Insight
Scale (IS)

Greater hopelessness (OR 1.22)
and longer duration of illness
(OR 1.13) increase suicide risk.
Hopelessness was also
associated with higher
negative self-evaluation and
social isolation.
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Table 1. Cont.

Authors

Purpose

Measures

Results/Discussion

Ran et al. (2005)

Suicide attempters’ (N = 38) vs.

non-attempters’ (N = 472)
clinical features.
N = 510 (schizophrenia)

Screening schedule for
Psychosis, Present State
Examination, Chinese
version (PSE-9), Social
Disability Screening
Schedule (SDSS),
General Psychiatric
Interview Schedule and
Summary Form

Hopelessness and depressed
mood were present in 60.5% of
the patients with a history of
lifetime suicide attempt

(p < 0.001).

Montross et al. (2008)

Prevalence and correlates of
suicide in 40-year-old and
older schizophrenic patients
N = 132 (schizophrenia
spectrum disorder and
concurrent depressive
symptoms)

SCID, Beck Scale for
Suicidal Ideation (BSSI),
Hamilton Depression
Rating Scale (HAM-D),
Calgary Depression
Rating Scale (CDRS),
Positive and Negative
Symptoms Scale
(PANSS), Clinical Global
Impression Scale (CGI),
Cumulative Illness
Rating Scale-Geriatrics
version C(IRS-G), Beck
Hopelessness Scale
(BHS)

Hopelessness rated by BHS
(5.8; p = 0.001), and level of
depression rated by HAM-D
(13; p = 0.000) and CDR (6.4;
p = 0.001) significantly
differentiated the suicidal
ideation and non-suicidal
ideation groups.

Restifo et al. (2009)

Demoralization model
(premorbid adjustment x
insight)

N = 164 (schizophrenia,
N = 115; schizoaffective,
N = 49)

Diagnostic Interview of
Genetic Studies (DIGS),
Premorbid Adjustment
Scale (PAS)

Interaction between
premorbid adjustment and
insight did not significantly
predict suicide attempt

(p =0.88, p =0.91)

Pompili et al. (2009)

Understanding suicide risk in
20 patients with schizophrenia
who died by suicide vs. C

20 controls

Beck Hopelessness Scale
(BHS)

Hopelessness (OR = 51.00;
95%CI = 7.56-343.72) was
a risk factor for suicide

Klonsky et al. (2012)

Longitudinal relationship of
hopelessness and attempted
suicide in DSM-III-R psychotic
disorders

3d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders from the
American Psychiatric
Association

DSM-III-R; Beck

Hopelessness in psychotic
disorders provides
information about suicide risk.
In comparison to
non-psychotic population,
even relatively modest levels

Acosta et al. (2012)

N =414 Hopelessness Scale of hopelessness increase risk
(BHS); Hamilton for suicide in psychotic
Depression Rating Scale  patients.
(HAM-D)

Relationship between

schizophrenic patients’
cognitions about their illness
and past suicidal behaviors

Relationship between patients’

beliefs about the illness with
potential mediators of suicidal
behaviors such as depressive
symptoms, hopelessness, and
insight

N = 60 (ICD-10 diagnosis of
schizophrenia)

International
Classification of Diseases
10th Revision); (ICD-10);
Calgary Depression Scale
(CDS); Beck
Hopelessness Scale
(BHS);

Negative appraisals were
associated with hopelessness
and depressive symptoms
(negative expectations and
stigma showed the strongest
associations).

No differences between
patients with and without past
suicidal behaviors
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Table 1. Cont.

Authors

Purpose

Measures

Results/Discussion

Fulginiti & Brekke
(2015)

Association between
discrepancy factors
(self-esteem and quality of life)
and suicidal ideation in
DSM-1V schizophrenia
spectrum disorders

N =162

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Extended Version of the
Brief Psychiatric Rating
Scale (BPRS-E);
Subjective Well-being
under Neuroleptic
Treatment scale (SWL);
Index for Self-Esteem
(ISE); Medical Outcomes
Study Social Support
Survey (MOS-SSS);
Survey); RFS (Role
Functioning Scale)

QoL and self-esteem added
value to predicting suicidal
ideation beyond clinical and
demographic factors.
Self-esteem mediates the
relationship between QoL and
suicidal ideation.

Yoo et al. (2015)

Associations between
suicidality and self-esteem in
patients with schizophrenia
according to DSM-IV

N = 87 (20 attempted suicide)

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Positive and Negative
Symptoms Scale
(PANSS); Beck
Depression Inventory
(BDI); Beck Hopelessness
Scale (BHS); Rosenberg
Self-Esteem Scale (SES);

Patients with a history of
suicide attempt had
significantly higher scores on
BDI (p = 0.036) and K-ISMI

(p = 0.009) and significantly
lower scores on SES (p = 0.001)

Korean version of the
Internalized Stigma of
Mental Illness Scale
(K-ISMI)

Five hundred and ten individuals with schizophrenia were studied by Ran et al. [52] with the aim
of identifying clinical variables that could discern between patients with a history of suicide attempts
and those without a history of suicide attempts. Of the 510 patients, 60.5% of patients that attempted
suicide endorsed depressive symptoms and hopelessness. The suicide attempters also had more
auditory hallucinations, delusions, and positive symptoms and presence of lifetime hopelessness.

3.2. Demoralization, Insight, and Stigma in Schizophrenia

How depression, demoralization, hopelessness, positive and negative symptoms, illness subtype,
and suicidal tendency relate to one another in patients with schizophrenia is poorly understood but
of great clinical relevance. Several studies have highlighted the link between high levels of insight,
low self-esteem, and the quality of life [53,54] (Table 2). Patients with psychiatric illnesses experience
discrimination, less life satisfaction, stigma, and feel demoralized and rejected by others [55]. Recent
research has suggested that self-stigma results in reduced self-esteem, depression, and anxiety and hinders
recovery [56,57]. In a cross-sectional study on 85 patients with schizophrenia receiving maintenance
therapy, Birchwood et al. [58] investigated the relationship between depression, the acceptance or rejection
of mental illness, the perceived controllability of illness and the acceptance of cultural stereotypes.
Twenty-nine per cent of the patients with schizophrenia were considered ‘depressed” using the cut-off
point of 15 on the Beck Depression Inventory (BDI).
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Table 2. Demoralization, insight, and stigma in schizophrenia.

Authors

Purpose

Measures

Results/Discussion

Birchwood et al. (1993)

Relationship between
depression and
acceptance or rejection of
mental illness and
perceived controllability
of illness in chronic
psychosis

N = 84 (49 schizophrenia,
35 manic-depressive
disorder)

Beck Depression
Inventory (BDI);
Personal Beliefs about
Tllness Questionnaire
(PBIQ); Crown
Self-Esteem Scale; degree
of acceptance of two
statements regarding
acceptance or rejection of
mental illness label

Patients” perception of
controllability of their
illness powerfully
discriminated depressed
from non-depressed
psychotic patients.

Label acceptance was not
associated with
depression, low
self-esteem, or
unemployment.

Aguilar et al. (1997)

Hopelessness in
first-episode psychotic
patients in 96
neuroleptic-naive
psychotic patients (49
schizophrenic patients
and 47 other
non-affective psychotic
patients)

Hopelessness Scale (HS)

High HS scores at
baseline predicted poor
short-term outcome in
patients with
schizophrenia,

as evidenced by worse
global functioning at the
12-month follow-up.

Carrol et al. (2004)

Explores the level of
insight in patients with
schizophrenia and its
relationship to
symptoms and history of
violence. Relationship
between the insight’s
dimensions of
“compliance” and
“awareness of illness”
and hopelessness

N =28 (DSM-1V
diagnosis of
schizophrenia)

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Beck Hopelessness Scale
(BHS); Positive and
Negative Symptoms
Scale (PANSS);

Awareness of illness

(p = 0.028), but not
compliance with
treatment, was positively
correlated with level of
hopelessness.

Lysaker et al. (2004)

Explores two aspects of
hope (expectations of the
future and motivation to
persist), neurocognition,
personality, symptoms,
and social functioning in
post-acute phase of
schizophrenia

N =52 (39 DSM-IV
diagnosis of
schizophrenia; 13
DSM-1V diagnosis of
schizoaffective disorder)

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Positive and Negative
Symptoms Scale
(PANSS); Hopkins Verbal
Learning Test (HVLT);
Wisconsin Card Sorting
Test (WCST); (NEO
Five-Factor Inventory
(NEO); Vocabulary; Beck
Hopelessness Scale
(BHS); Quality of Life
Scale (QOL)

Neuroticism, verbal
memory, and income
were each related to
expectations of the
future.

Neuroticism and social
isolation were related to
motivational hope.
Positive and negative
symptoms were
unrelated to either form
of hopelessness.
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Table 2. Cont.

Authors Purpose Measures Results/Discussion
4d edition of the L
. . - There were significant
Diagnostic and Statistical .
differences between the
Manual of Mental hopeless and
Relationship between Disorders (DSM-IV); non-hopeless

White et al. (2007)

psychiatric symptoms
levels, beliefs about
illness and hopelessness
N = 100 (DSM-IV
diagnosis of
schizophrenia)

Personal Beliefs about
Illness Questionnaire
(PBIQ); Extended
Version of the Brief
Psychiatric Rating Scale
(BPRS); Scale for the
Assessment of Negative
Symptoms (SANS); Beck
Hopelessness Scale
(BHS);

participants on PBIQ,
SANS, and BPRS. CDSS
score, “humiliating need
to be marginalized”
PBIQ subscale and BPRS
score contributed
significantly (60% of the
variance) to hopelessness
scores.

Cavelti et al. (2012)

Mechanisms underlying
the association of insight,
depressive symptoms,
and protective factors in
patients with DSM-IV
diagnosis of
schizophrenic spectrum
disorders

N =142

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Scale to Assess
Unawareness of Mental
Disorder (SUMD); Beck
Depression Inventory
(BDI-II); Subjective
Well-being under
Neuroleptic Treatment
scale (SWN); Illness
Perception Questionnaire
for Schizophrenia (IPQS);

Higher levels of insight
and psychotic symptoms
were associated with
more depressive
symptoms. Participants’
perception of their illness
as chronic and disabling
mediates the relationship
between insight and
depressive symptoms.
The association of insight
and depressive
symptoms was less
pronounced in patients
with positive recovery
attitude

Cavelti et al. (2012)

Investigates self-stigma
both as a moderator and
as a medjiator variable in
the relationship between
insight and
demoralization in
patients with DSM-IV
diagnosis of
schizophrenic spectrum
disorder

N =145

4d edition of the
Diagnostic and Statistical
Manual of Mental
Disorders (DSM-1V);
Scale to Assess
Unawareness of Mental
Disorder (SUMD); Beck
Depression Inventory
(BDI); Subjective
Well-being under
Neuroleptic Treatment
scale (SWN); Self-Stigma
of Mental Illness Scale
(SSMIS);

The association of insight
and demoralization was
stronger as self-stigma
increased, confirming
self-stigma as

a moderator.

Self-stigma also partially
mediates the positive
relationship between
insight and
demoralization.
Demoralization fully
mediates the adverse
associations of
self-stigma with
psychotic symptoms and
global functioning

Boursier et al. (2013)

Demoralization in
psychotic patients

N = 55 (schizophrenic
disorder)

Positive and Negative
Symptoms Scale
(PANSS), Beck
Hopelessness Scale
(BHS), Poor quality of
life (SqOL)

94% of the sample was
found to be demoralized.
Demoralization
correlates with positive
symptoms (p = 0.016),
depression (p < 0.001),
despair (p = 0.015),
suicidality (p < 0.01),
and poor quality of life
(p = 0.007).
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Table 2. Cont.

Authors Purpose Measures Results/Discussion
Impact of stigma on Stigma predicted both
symptomatic and International symptomatic and

subjective recovery from
psychosis (currently and
longitudinally).
Investigates whether
self-esteem and
hopelessness mediate the
association between

Vass et al. (2015)

Classification of Diseases
10th Revision (ICD-10);
Beck Hopelessness Scale
(BHS); Questionnaire
about the Process of
Recovery (QPR); Positive
and Negative Symptoms

subjective recovery.
Hopelessness and
self-esteem mediated the
effect of stigma on
symptomatic and
subjective recovery.

At the follow-up, stigma

stigma and outcomes Scale (PANSS) predicted recovery and
N =80 symptoms.
Patients with
schizophrenia had lower
levels of QoL, resilience,
Examines the correlation self-esteem, and hope
of resilience, self-esteem, than healthy control
hope}llessne;ssi and . 4d edition of the sub}j:ects. '
Wartelsteiner et al. psye! opat 1ology wit Diagnostic and Statistical In these patients, QoL
2016) quality of life Manual of Mental cqrrelate‘(:-l moderately
N =129 (52 DSM-IV . with resilience,
Disorders

diagnosis of
schizophrenia; 77 healthy
controls)

self-esteem, and
hopelessness and weakly
with symptoms (negative
correlation with
depression and positive
symptoms)

Assesses prevalence of
internalized stigma in
patients with ICD-10
diagnosis of
schizophrenia who
attend psychosocial
rehabilitation programs.
Investigate the
relationship between
internalized stigma and
sociodemographic,
general clinical,
psychopathologic,
psychological, and
suicidal behaviour
variables in
schizophrenic patients
N=71

Tourifio et al. (2018)

ICD-10; ISMI; RSES;
SUMD; BHS; CGI-SCH;
CDS; SCS

Stigma was associated
with higher prevalence
of suicidal ideation,

a higher number of
suicide attempts, higher
current suicidal risk,
worse self-compassion,
higher self-esteem,
higher scores on
depression, higher
prevalence of depression,
and higher hopelessness.
Hopelessness and the
existence of depression
were independently
associated with
internalized stigma

The relationship between hopelessness and global functioning was investigated by Aguilar et al. [59]
in first-episode psychosis patients. They found that patients with first-episode schizophrenia had higher
levels of hopelessness than non-schizophrenia patients, and that higher hopelessness scores predicted
worse global functioning at a one-year follow-up in patients with psychosis. In a cross-sectional study,
Carroll et al. [60] explored the relationship between hopelessness and level of insight in 28 forensic
patients with schizophrenia, testing the hypothesis that insight domains of ‘compliance with treatment’
and ‘awareness of illness’, as evaluated by the Schedule for Assessment of Insight (SAI), would be
positively correlated with hopelessness. They showed that awareness of illness, but not compliance
with the treatment, was positively correlated with level of hopelessness (i.e., patients who had a poor
awareness of their illness generally had more hope for their future).
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Lysaker et al. [61] investigated whether expectations about the future and motivation to persist
(two aspects of hope) were correlated with neurocognitive patterns, personality, symptoms, and social
functioning among 52 patients in a post-acute phase of schizophrenia. The authors suggested that
both these aspects of hope were linked to lesser levels of stigma, fewer symptoms of schizophrenia,
lesser anxiety, and lesser preference for avoidant forms of coping, emphasizing how different aspects
of stigma are possibly linked to different domains of hope.

White et al. [62], in a study on 100 patients with schizophrenia, investigated the psychological
features of non-hopeless patients (including personal beliefs about illness) and versus hopeless patients.
Of the total sample, 25% of patients reported severe hopelessness, and hopelessness correlated
significantly with “entrapment”, “loss of autonomy”, and “attribution: of self vs. illness” (the extent to
which the individual believes that the origins of the illness lie in their personal psyche), using subscales
of the Personal Beliefs about Illness Questionnaire (PBIQ). White et al. concluded that, although
depression and hopelessness scores are highly correlated, the abovementioned aspects of a patient’s
personal belief about their illness were all independently associated with hopelessness after controlling
for depression.

Cavelti et al. [63] demonstrated that the association between insight and demoralization is
mediated by the participants’ perception of their mental illness as being chronic, disabling, and out of
control. The same authors [64] confirmed, in a study of 145 outpatients with schizophrenia, that the
relationship between insight and demoralization was stronger as self-stigma increased, that is, patients
with high insight tended to be more demoralized as a result, in part, of their increased likelihood of
experiencing self-stigma in relation to their mental illness. In the same study, self-stigma also partially
mediated the positive relationship between insight and demoralization, that is, the impact of insight
on demoralization diminished after self-stigma was included in the regression equation. Moreover,
demoralization fully mediated the adverse associations of self-stigma with psychotic symptoms and
global functioning (i.e., higher levels of psychotic symptoms and lower levels of functioning were
correlated with higher levels of demoralization).

Boursier et al. [65] investigated the presence of demoralization in 55 patients with schizophrenia,
demonstrating that more than 94% of these patients experienced demoralization. The degree of demoralization
was correlated with the intensity of positive symptoms, depression, despair, suicidality, poor quality of life,
and low self-esteem.

A recent study by Wartelsteiner et al. [66] found that schizophrenia patients had significantly
lower quality of life (QoL), resilience, self-esteem, and hope compared to healthy control subjects,
highlighting the complex nature of QoL in patients suffering from schizophrenia and the importance
of enhancing resilience and self-esteem and diminishing hopelessness and psychopathological features
in patients with schizophrenia.

Recently Tourino et al. [67], in a sample of 71 outpatients with a diagnosis of schizophrenia,
found that, in 21.1% of these patients, stigma was associated with suicidal ideation, a higher number of
suicide attempts, higher current suicidal risk, worse self-compassion, higher scores for depression,
a higher prevalence of depression, and higher levels of hopelessness.

4. Discussion

In this review, we have shown a clinical overlap between symptoms of demoralization and
schizophrenia. Currently, it is estimated that the prevalence of depressive disorders in schizophrenia
is around 40% [68,69] and the presence of depression is correlated with poorer outcomes in
schizophrenia [70,71]. Bartels and Drake [27] suggested that depressive symptoms in schizophrenia
included depressive symptoms secondary to organic factors, “nonorganic” depression intrinsic to the
acute psychotic episode, and depressive symptoms that are not associated with the acute psychotic
episode, such as symptoms associated with the prodromal, post-psychotic interval, as well as those
symptoms that resemble depression that may represent negative symptoms of schizophrenia. Based on
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the results of this review, we suggest including the Demoralization Syndrome among the depressive
syndromes in schizophrenia.

The demoralization syndrome can be differentiated from depression. In patients with chronic
medical illness and in patients with psychiatric disorders, disability, bodily disfigurement, fear of
loss of dignity, social isolation, feelings of greater dependency on others, and the perception of being
a burden may predispose patients to develop symptoms of demoralization. Furthermore, patients with
the demoralization syndrome, composed of the sense of impotence and helplessness, could progress to
a desire to die by suicide. The research reviewed demonstrated clearly that suicide risk is associated
with hopelessness and depression [21], and that suicidal intent in psychiatric inpatients correlates
more strongly with hopelessness than with depression [72]. The results of this paper further support
the argument for distinguishing demoralization syndrome and its constructs from clinical depression
in patients affected by schizophrenia [9].

Previous research has shown that the patients with schizophrenia who are at a higher risk to die
by suicide are those who are young, male, Caucasian, never married, with good premorbid function,
post-psychotic depression, and with a history of substance abuse and suicide attempts. Furthermore,
hopelessness, social isolation, hospitalization, deteriorating health with a high level of premorbid
functioning, recent loss or rejection, limited external support, and family stress are considered important
risk factors in patients with schizophrenia who die by suicide. How depression, demoralization,
hopelessness, positive and negative symptoms, illness subtype, and suicidal tendency evolved in
relation to each other in patients with schizophrenia is poorly understood but of clinical relevance.
As shown above, several studies have highlighted the link between high levels of insight and low
self-esteem and quality of life [52,53]. Patients with psychiatric illnesses experience discrimination,
less life satisfaction, stigma, and feel demoralized and rejected by others [54].

The research review above shows how demoralization is frequently present in patients with
schizophrenia and its significant association with suicide risk. Furthermore, hopelessness has been
found to predict current and lifetime suicidality among patients with schizophrenia, independently
of a diagnosis of major depression [43-71], emphasizing the importance of assessing demoralization
symptoms in psychiatric patients to better evaluate suicide risk in clinical settings.

This review supports the hypothesis that the association between depression and suicide
is moderated by hopelessness. Hopelessness may operate as a powerful potentiating variable,
as demonstrated by the evidence showing that depression becomes a predictor of suicide only in the
presence of hopelessness. Furthermore, the results of our review, which demonstrated the relationship
between demoralization, insight, and stigma in patients affected by schizophrenia, suggest that
demoralization may add valuable information about clinically relevant psychological distress in the
context of psychiatric diseases. Self-insight may exert its effect on suicide risk through increasing
demoralization, rather than through a direct impact on suicidal behavior. Studies in this field suggested
that insight may represent a risk factor for suicide in patients with schizophrenia and this association
appears to be mediated by other variables, such as depression and, above all, hopelessness. Further
studies are required to analyze this issue in depth, given the crucial implications that it may have on
the development of a model for suicide prevention in schizophrenia.

Limitations

When interpreting the results of this review, several limitations should be considered. First,
all reviews of research are retrospective and, therefore, are subject to bias. Second, we selected only
articles in English, omitting relevant articles in other languages from our review. Third, we did not
examine the role of gender on suicide risk. Fourth, it was not always simple to apply the concept
of “demoralization” retroactively to studies that did not specifically set out to study it, for example
ones that look at “hopelessness” or “helplessness”. Moreover, given this difficulty, the division of the
two sub-chapters of the result section can sometimes seem confusing. Specifically, we included in the
first section the studies that presented the main focus on suicidal risk and in the second chapter the
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studies that mainly considered demoralization, insight, stigma, and quality of life in patients affected
by schizophrenia.

Finally, not all the studies reviewed in this paper distinguished completed suicide from attempted
suicide. Suicide attempters and completers with schizophrenia appear to represent two overlapping
but distinct groups, with different clinical and demographic profiles.

5. Conclusions

Despite increased screening for depression in clinical settings, demoralization symptoms in
patients with schizophrenia are often either missed or dismissed by clinicians. This is at least in part
because of the difficulty of distinguishing between symptoms of a concurrent mood disorder and those
of the schizophrenia syndrome itself, in which disturbed affect and difficulty expressing emotions are
central negative symptoms. Our results suggest that, in clinical practice, it is important to recognize
the symptoms of demoralization, in particular hopelessness, using appropriate psychological tools in
order to better approach the suffering of our patients and implement suicide prevention programs
in patients with schizophrenia. Identifying specific subgroups of patients with schizophrenia with
different suicide risk profiles, including the presence of demoralization symptoms, is an important goal
for future research. Furthermore, in clinical practice, clinicians should definitely focus on the degree of
insight in their clients in order to evaluate the suicidal risk, through a careful clinical evaluation and
through the use of appropriate tools that evaluate and prevent suicidal risk.
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Abstract: Psychotherapy with suicidal patients is inherently challenging. Psychodynamic
psychotherapy focuses attention on the patient’s internal experience through the creation of a
therapeutic space for an open-ended exploration of thoughts, fears, and fantasies as they emerge
through interactive dialogue with an empathic therapist. The Boston Suicide Study Group (M.S.,
M].G., E.R, B.H.), has developed an integrative psychodynamic approach to psychotherapy with
suicidal patients based on the authors’ extensive clinical work with suicidal patients (over 100 years
combined). It is fundamentally psychodynamic in nature, with an emphasis on the therapeutic
alliance, unconscious and implicit relational processes, and the power of the therapeutic relationship
to facilitate change in a long-term exploratory treatment. It is also integrative, however, drawing
extensively on ideas and techniques described in Dialectical Behavioral Therapy (DBT), Mentalization
Based Treatment (MBT), Cognitive-Behavioral Therapy (CBT), as well on developmental and social
psychology research. This is not meant to be a comprehensive review of psychodynamic treatment of
suicidal patients, but rather a description of an integrative approach that synthesizes clinical experience
and relevant theoretical contributions from the literature that support the authors’ reasoning. There are
ten key aspects of this integrative psychodynamic treatment: 1. Approach to the patient in crisis;
2, instilling hope; 3. a focus on the patient’s internal affective experience; 4. attention to conscious and
unconscious beliefs and fantasies; 5. improving affect tolerance; 6. development of narrative identity
and modification of "relational scripts"; 7. facilitation of the emergence of the patient’s genuine
capacities; 8. improving a sense of continuity and coherence; 9 attention to the therapeutic alliance;
10. attention to countertransference. The elements of treatment are overlapping and not meant to
be sequential, but each is discussed separately as an essential aspect of the psychotherapeutic work.
This integrative psychodynamic approach is a useful method for suicide prevention as it helps to instill
hope, provides relational contact and engages the suicidal patient in a process that leads to positive
internal change. The benefits of the psychotherapy go beyond crisis intervention, and include the
potential for improved affect tolerance, more fulfilling relational experiences, emergence of previously
warded off experience of genuine capacities, and a positive change in narrative identity.

Keywords: psychodynamic psychotherapy; integrative; suicide; therapeutic alliance; countertransference;
hope

1. Introduction

Psychodynamic psychotherapy focuses attention on the patient’s internal experience through the
creation of a therapeutic space for an open-ended exploration of thoughts, fears, and fantasies as they
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emerge through interactive dialogue with an empathic therapist. The Boston Suicide Study Group
(M.S.,M.].G., E.R,, B.H.) has developed an integrative psychodynamic approach to psychotherapy with
suicidal patients based on the authors’ extensive clinical work with suicidal patients. Itis fundamentally
psychodynamic in nature, with an emphasis on the therapeutic alliance, unconscious and implicit
relational processes, and the power of the therapeutic relationship to facilitate change in a long-term
exploratory treatment. However, this is also an integrative approach, drawing extensively on DBT,
MBT, CBT, and developmental and social psychology research. The authors have identified ten key
aspects of their treatment approach: approach to the patient in crisis; instilling hope; a focus on the
patient’s internal affective experience; attention to conscious and unconscious beliefs and fantasies;
improving affect tolerance; development of narrative identity and modification of "relational scripts";
facilitation of the emergence of the patient’s genuine capacities that have been thwarted in the course
of development; improving a sense of continuity and coherence; attention to the therapeutic alliance;
and attention to countertransference. These elements of treatment are overlapping and are not meant
to be sequential. In fact, the therapist and patient may at times be engaged in working in multiple
areas fluidly and simultaneously in the course of treatment. This paper discusses each of these areas,
making use of relevant literature and clinical examples to support the authors’ reasoning.

Psychotherapy with suicidal patients is inherently extremely challenging. First, the therapist must
accept that despite his or her best efforts there is no way to definitively control the outcome, and a
patient may complete suicide. Suicidal patients are suffering terribly, and therapists are generally
highly motivated to help but often lack any tools to alleviate the suffering (at least in the immediate
term). Hopelessness can be particularly difficult to bear, and the therapist may feel worn down over
time, beginning to accede to the patient’s often stated belief that nothing can possibly be of help.
In order to instill hope the therapist must have his or her own roadmap for how psychotherapy can
help the patient to improve. It is our hope that this paper will help psychotherapists to understand our
integrative psychodynamic approach and the ways in which it can help the patient move from suicidal
despair to a life that feels worth living.

2. Background

The authors of this paper represent the Boston Suicide Study Group. We are all psychoanalysts
with extensive experience in clinical work with suicidal patients (over 100 years combined) and an
interest in what can be learned from integrating ideas and techniques from other psychotherapeutic
approaches. We have studied and treated many psychiatric patients who have presented with suicidal
ideation and plans, among them many who have made serious suicide attempts as well as some
completed suicides. We have also studied the literature on psychotherapies for suicidal patients and
on psychodynamic psychotherapy. This paper has been written with the intent to synthesize what we
have found to be the key elements and successful treatment with suicidal patients, and to support
our reasoning with relevant literature and clinical examples. It is not meant to be a comprehensive,
systematic review of the literature on psychodynamic psychotherapy with suicidal patients, but rather
an opportunity for us to share our integrative psychodynamic approach.

3. Elements of the Integrative Psychodynamic Approach

3.1. Approach to the Patient in Crisis

A thorough safety evaluation is essential when a patient is in an acute suicidal crisis. The therapist
needs to assess the degree of imminent risk and to determine whether measures beyond psychotherapy
are required to keep the patient safe (e.g., emergency department, psychiatric hospitalization, etc.).
Reviews of evidence-based treatments of chronic suicidality have found that all recommend a clear
frame for the treatment and a defined strategy for managing suicidal crises (i.e., a crisis plan) [1,2].
Early establishment of a treatment alliance is facilitated by the therapist’s attitude of non-judgmental
acceptance and validation of the patient’s experience [3-5].
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Patients generally enter to the clinical encounter feeling terrible about themselves, with feelings
of shame, harsh self-criticism/self-attack, and a sense of hopelessness and/or failure. The therapist’s
empathic ability to communicate an understanding of the ways in which the patient’s crisis and
suicidality are understandable, given his or her situation, past experiences and current internal
state, forms the foundation of the alliance. Validation helps to mitigate the experience of loneliness
and aloneness, decreases self-blame and harsh self-attack, and models a hopeful attitude about the
possibility that the patient can be understood and ultimately helped.

The therapist is interested in the patient’s "reasons for living" [6-8], including the patient’s
important relationships such as family (in particularly children), to get a sense of what the patient
feels there is in life to live for. The therapist is in a unique position to engage into a respectful dialogue
with the patient, not necessarily accepting the patient’s automatic defenses as the final answer. It is
not uncommon, for example, for patients to say that they believe that their children "will be better off
without me”, as well as describe themselves as "a burden" to loved ones. With gentle confrontation
and exploration, one finds that some patients actually hold more conflicted feelings and beliefs but
are locked in on these explanations because it protects them from bearing the pain of their conflict
and from the genuine consequences that their suicide would engender. An iterative dialogue with
the therapist, in which the therapist explores and questions the patient’s expressed beliefs, opens up
the possibility of modification. The therapist’s interest in what the patient thinks and feels about
suicide and death can also be experienced as a validation, that the patient is worth the therapist’s
interest and engagement. The goal is not to try to control the patient’s beliefs, but rather to enable the
patient to experience suicidal behavior as less desirable, acceptable, and effective than the alternative of
working on coping and managing distress. This can help to tip the balance away from self-destructive
action [8,9].

3.2. Instilling Hope

Patients who struggle with despair and suicidality often come to the therapeutic encounter with
feelings of shame, discouragement, and hopelessness. They have no "road map," of how they could
possibly get from where they are feeling now to building a life worth living. The therapist can help
to provide such a “road map”, based on an understanding of the gains that can be achieved in the
psychotherapeutic process. The patient sustains hope through the therapeutic relationship, symptom
management and validation of a core identity [10], and this facilitates a gradual change in perspective
on life and living.

Snyder [11] described hope as requiring both a sense of agency (sense that one has some capacity
to affect positive change) and pathways (a sense of some possible routes for moving forward).
The therapist holds both of these components of hope and communicates them both implicitly and
directly to the patient. This helps the patient to begin to experience a sense of agency, and to have some
glimmer of how he or she can survive the current feelings and go on to have a life worth living. Helping
to sustain the therapist’s hope is the data that suicidal behavior is often a transient phenomenon.
Studies have found that the vast majority of people who survive even the most severe suicide attempts
actually do not go on to kill themselves [12,13]. Psychotherapy has been found to reduce the risk of
recurrent suicide attempts and self-injury [14].

Psychotherapy can help support the patient who is engaging in an internal process that can
gradually lead to a changed perspective and greater hope for the future. One aspect of this process is
a genuine acceptance of the actual conditions that precipitated the suicidal crisis. This is especially
important for patients who have faced drastic changes in life (e.g., losses, humiliations, etc.), or are
coming to a realization that life is not going to turn out as expected or envisioned. Related to this is
a person’s ability to tolerate and accept loss, sadness, and disappointment. This involves a process
of grief and mourning for what one had and will never have again, and/or what could have been
but will not be. It requires engagement of the patient’s self-reflective capacity, which is facilitated
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in psychotherapy by validation of the patient’s pain, modeling reflection, affective engagement and
modulation of the patient’s harsh self-criticism/self-attack and feelings of failure.

Over time, the therapist can support the patient in moving from a fixation on what is ideal,
to recognizing the possibility of what can be good enough. Early in the process, the "good enough" is
often devalued and depicted as not worth living for, but with ongoing reflection, mourning, and support,
the patient can learn that it is possible to find meaning and even joy in life with goals and expectations
that have shifted in line with what is possible. This includes a re-engagement in relationships and
a greater sense of belonging. At the same time, mobilization of the patient’s sense of agency and
instilling of hope for the future can lead to actions on the patient’s part that can have a positive impact
on relationships and circumstances. This can create a positive feedback loop that can lead to actual
achievements beyond what the patient could have envisioned in a prior state of hopelessness.

3.3. Focus on Internal Experience and Affect

A distinguishing aspect of psychodynamic psychotherapy is the close attention to the patient’s
internal experience. Shneidman eloquently described suicide as ‘a combined movement toward cessation
and away from intolerable, unendurable, unacceptable anguish’ ([15], p. 6). Multiple other terms have
been used in the literature to describe this affective state by many differing theoretical orientations,
trying to capture essentially the same experience: It has been variously referred to as “desperation” [16],
“mental pain” [17], “psychache” [18], “emotional dysregulation” [3], and “annihilation anxiety” [19].
Hendin et al. [16] found that therapists reported a higher number of intense, agonizing affective states in
patients who completed suicide in the course of psychotherapy, as compared with a severely depressed,
non-suicidal comparison group. The most frequently cited affect was desperation, defined as a state
of anguish accompanied by an urgent need for relief. More recently, Galynker [20] has focused on
“entrapment”, an emotional experience of desperation with no perceived way out.

The state of "aloneness" has been described as an unbearable experience that makes people feel
desperate and puts them at risk for suicidal behavior [21,22]. Joiner and colleagues have studied a
closely related experience, that of "thwarted belongingness", and found it to be a key factor in making
completion of suicide possible [23,24]. Maltsberger [22] described aloneness as “an experience beyond
hope ... . This anxiety is the anxiety of annihilation—panic and terror. People will do anything to
escape from this experience” (p. 50). The experience can feel timeless, as though once it has started it
will continue for every, which adds to the sense of desperation. Aloneness is qualitatively different
from loneliness, which is contingent and time limited. It is the loss of capacity to experience the closeness
and caring of others, even if they are present and available.

In the face of an unrelenting, unbearable affective experience, cognition changes in a way that
makes rational problem solving much more difficult. Baumeister [25] described the suicidal patient as
moving into a state of cognitive “deconstruction” (pp. 92-93), characterized by rigidity, increasingly
concrete thinking. a narrowing of sense of time to the present and an exclusive focus on immediate
goals, and a lack of integration and meaning. Linehan [3] has observed that in states of severe emotional
dysregulation, patients often lose certain capacities that they have in a calmer state of mind. Thinking
becomes much more concrete and constricted; when the patient sees no alternative, no endpoint or
escape, the risk of suicidal behavior is increased. Maltsberger [26] described the traumatic state of
disintegration that accompanies a suicidal state.

An unbearable affective experience is distinct from depression. For vulnerable patients, it can
come on suddenly, in response to a stressor, at times without the patient making the connection between
stress and response. It can also be relieved transiently if the patient is suddenly provided a respite,
such as by psychiatric hospitalization. The relief, however, can be suddenly and overwhelmingly
reversed when the patient is re-exposed to overwhelming stressors at discharge, which is probably a
major factor in the high rate of post-discharge suicide [27]. Ideally, psychotherapeutic efforts in the
hospital can be targeted toward helping the patient to anticipate and problem-solve for upcoming crises,
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and to develop a usable and well-practiced crisis plan. It is important for the therapist to be aware that
the immediate period post-discharge is very high risk for the patient, and to intervene accordingly.

3.4. Attention to Patients Conscious and Unconscious Beliefs and Fantasies

Psychodynamic psychotherapy provides an opportunity to explore the patient’s conscious
and unconscious beliefs and fantasies about suicide. These fantasies are often not rational and in
contradiction with the patient’s known reality. The idea of suicide can have very different meanings
and can be facilitated or mitigated by different sets of fantasies. Some may be conscious, and others
may be out of their awareness. These beliefs and fantasies can be wide ranging, and at times in
contradiction with each other and/or with reality. Some patients believe they deserve punishment;
others long for a fantasized reunion with lost parents or a loved one; some have a fantasy that they will
get to “see” the reaction of others to the suicide, and even that they will experience pleasure in doing
so0, even while knowing rationally that this is not the case; some experience their body as hateful and
want to destroy it, perhaps because it is identified with a past abuser (see [28]).

The patient’s fantasies about suicide and death can influence the likelihood of suicidal action.
Articulating and exploring these fantasies enables a therapeutic dialogue which gives the therapist the
opportunity to respectfully challenge certain automatic assumptions. For example, perhaps the mother
who states the belief that her child would be better off without her, is in fact able and willing to consider
the possibility that she might be misreading the situation because of her depression and despair. A man
who is experiencing aloneness and has a fantasy of rejoining his deceased wife in heaven may be
willing to consider the possibility that suicide might ot mean a blissful reunion, and that there are
other consequences that he is not letting himself think through. The therapist’s interest in exploring the
patient’s fantasies demonstrates his or her wish to get a full understanding of the patient’s experience,
and in this way may bolster the patient’s sense that he or she matters. It also provides an opportunity
for gradual modification of these beliefs in the context of an iterative dialogue over time.

Some suicidal contemplation and fantasy can be “self-sustaining”. Rather than facilitating action,
these thoughts can help to calm people down and help them regulate affect in a way that helps preclude
the need to act on suicide [29]. These are often patients for whom the idea that they could complete
suicide has served as a psychological "out" which gives them a feeling of potential escape from their
distress; as long as they hold onto suicide as an option, they do not need to act. This kind of suicidal
contemplation is “a self-soothing measure and an aid to narcissistic cohesion” (p. 612). Patients often
do not understand this distinction and may be very troubled by their suicidal thoughts even as it
serves an important function for them. The therapist can reassure the patient about the role of suicidal
fantasy, and that thoughts do not equate with action. In fact, in the general population the ratio of
those who harbor suicidal thoughts to those who kill themselves is over 200:1 [30].

3.5. Improving Affect Tolerance

Increasing affect tolerance is central to psychotherapy with patients with emotional dysregulation.
Affect tolerance might roughly be defined as increasing one’s capacity to think in the presence of strong
emotions, and to bear feelings without having to suppress, dissociate, or act impulsively. In Dialectical
Behavior Therapy (DBT), emotion regulation and distress tolerance skills are targeted to increase
affect tolerance [3]. The therapist may integrate teaching the patient these skills in a psychodynamic
treatment frame.

Perhaps unique to psychodynamic therapy is the opportunity to work with the patient on
unconscious fears and avoidances that have a profound effect on the patient’s sense of self, transferences,
core beliefs, and relationships. The patient brings his or her sense of shame, humiliation, and feelings of
despair to the treatment, often unconsciously fearing negative reaction on the part of the therapist that
comes from a template of past relationships. Ideally with validation and support, these feelings can
gradually extinguish, giving the patient more flexibility and choice. People are unaware of automatic
avoidance defenses and are highly motivated to continue to use them to ward off anxiety provoking
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and conflictual thoughts and feelings. This keeps such material out of consciousness, and unavailable
to be worked on in therapy. When the therapist gently notices avoidant defenses (e.g., "when I said
that, I noticed you averted your eyes and started to change the subject ... what was going on there?"),
it offers the patient an opportunity to consider what he or she is warding off. At times, the therapist
may use explicit exposure techniques (e.g., “can you try saying that again while looking me in the
eye, and just sit with what you are feeling?”) in order to facilitate the patient’s exposure to underlying
uncomfortable feelings that are being warded off. With ongoing therapy, the need for these automatic
avoidant defenses gradually begins to lessen. The extinguishing of shame, fear, expectancies of harsh
attacks/blame, etc., allows for greater tolerance of affect, increasing the patient’s flexibility and freedom
of expression. This work is closely related to work on narrative identity (described below), with the
working through of the patient’s “relational scripts” that have led to recurrent experiences that sustain
negative ideas/beliefs/conclusions about self.

3.6. Narrative Identity and "Relational Scripts”

The development of personal “narratives” has been found to be critical to the establishment
and ongoing development of identity [31-37] People tell themselves stories to link experiences,
make meaning from events, establish a sense of continuity of experience, and articulate ways in which
they have changed [38]. In this way, people develop a “life story,” described as “an internalized and
evolving narrative of the self that selectively reconstructs the past and anticipates the future in such a
way as to provide a life with an overall sense of coherence and purpose” ([36], p. 1372). The personal
narratives of the depressed or suicidal patient’s self-narrative are generally harshly self-critical and
negative (e.g., “Everything I try to do fails I never get things right”). Galynker described the “suicidal
narrative” as telling the story of “a present that is so intolerable that the future becomes unimaginable”
([20], p. 31).

Personal narratives are actually co-constructed, with the listener influencing whether and how
the story is told, and meanings that can be derived from it [33,39,40]. Sharing one’s personal stories
with others helps to make meaning from experiences, and to try out ways of understanding oneself.
Psychodynamic psychotherapy provides an opportunity for the patient to engage with a new “listener,”
an active participant who engages in the development of the patient’s narrative [37]. The therapist
notices and takes up the harsh self-criticism and self-attack embedded in the patient’s story, and in so
doing begins a process of modification.

Patients often begin treatment with a narrative that does not “connect the dots” between past
experience and current despair. A patient might tell a story of severe neglect and/or abuse that clearly
would lead to problems with self-esteem and trust but not make this connection. Together, therapist and
patient engage in an iterative dialogue in which the patient’s narrative is reworked and co-constructed.
Not all patients come into treatment with the capacity to share a coherent narrative, particularly in the
context of neglectful and abusive early experiences. Problems may occur at the “pre-narrative” and
“proto-narrative” levels at which mental images are generated and linked to emotions, which eventually
become the building blocks for higher level, verbal, narrative construction [41]. Early trauma and
neglect can lead to a lack of emotional marking of mental images and an inability to recruit these
images into meaningful sequences that integrate cognition and emotion. As a result, narratives are
disorganized, impoverished, and sometimes frankly incoherent, and “the therapist finds it difficult
to comprehend the patient’s mental state” (p. 236). This leads to problems with self-cohesion and
emotion regulation. Psychotherapy can help the patient to link emotions, mental images narrative
fragments, and behavior with a goal of increasing self-coherence.

Early attachment and caregiver experiences form the foundation for development of Identity and
sense of self in relation to others. The infant/child requires recognition and marking of mental and
emotional states in order to develop their own capacity to recognize, label, and ultimately modulate
emotions [42—44]. This is foundational for the development of mentalization, the ability to appreciate
and reflect on the mental states of others. The child who is not recognized and “kept in mind” is
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bound to have difficulties in self-recognition at multiple levels, and to be more vulnerable to states
of disorganization, overwhelming affect, and experiences of aloneness. The individual develops the
“inner working models” [45] or “implicit relational scripts” [46—48] from the relational experiences
with early caregivers. These models define how one experiences oneself, and therefore how one
acts, in relation to others. “These are the automatic procedural relationship rules that one lives by,
generally without awareness: “This is how people experience me; this is how I am valued, or not
valued, by others; this is how I tend to be treated; this is how my relationships go; this is what happens
when I make my wishes and needs known; this is who I am” ([37], p. 29).

Implicit beliefs about self and relational patterns tend to be tenacious and resistant to change.
Studies in social psychology have found that people tend to “self-verify,” seeking and selectively
attending to feedback that confirms and reinforces the way that they already see themselves [49-51].
From an analytic perspective, Wachtel [52] described how people actively (although non-consciously)
elicit confirmation of their self-concept by acting in ways that tend to evoke confirmatory responses;
thus, the patient receives ongoing reinforcement that sustains his or her self-concept, even if that
experience is terribly painful. The therapist engages the patient and disrupts the patient’s nonconscious
relational scripts by behaving differently than was unconsciously expected, thus offering the possibility
that the therapeutic relationship has the potential to facilitate change. The therapist also attends to the
myriad of relational experiences that continue to reinforce and sustain the patient’s self-beliefs and
behaviors. This means actively helping the patient to create new relational experiences that disrupt the
repetitive elicitation of social feedback that confirms and sustains the patient’s maladaptive beliefs
about self.

The therapist’s activity may include what are traditionally thought of as cognitive-behavioral
strategies (e.g., problem-solving, modeling alternative ways of relating, exposure, role playing) to help
the patient navigate difficult relational situations with the best possible chance to have positive and
‘script disrupting” experiences. This is an iterative process, with repeated discrepant experiences with
the therapist and with others gradually modifying the underlying dysfunctional relational scripts. It is
especially critical in the psychotherapy of those who are vulnerable to suicidal states, for whom the
repeated nonconscious evocation of confirmatory negative interpersonal experiences can quickly lead
to turmoil and despair, making suicidal behavior more likely. This will be discussed further in the
discussion below about the therapeutic alliance.

3.7. The Emergence and Recognition of the Patient’s Genuine Capacities

The emerging recognition and appreciation of one’s genuine capacities is a developmental process
that can be derailed through trauma or other negative developmental experiences [37,53]. Loewald [54]
described the importance of the analyst in this regard, holding and communicating a vision of the
patient as who he or she is, as well as the “more” that he or she can come to be. Patients who are
vulnerable to suicidal states often have anxiety associated with experiencing themselves positively,
with harsh self-attack and automatic avoidant defenses that keep them from fully taking in positive
relational and other experiences. The therapist, by noticing this nonconscious avoidance, calls attention
to and thereby disrupts these defenses in a way that gives the patient an opportunity to bear the anxiety
and conflict associated with experiencing oneself more fully. At times, this can mean integrating more
formal exposure into the treatment (e.g., “I noticed when you talked about the ‘A’ that you got in class,
you looked away and started to mumble ... What were you feeling? Maybe you can say it again
but try to look right at me and use a strong voice. Let’s see if you can sit with the feelings that this
brings up.”). Over time, the anxiety begins to diminish, and the patient gradually begins to feel more
comfortable with a more complete experience of himself or herself. This creates a positive feedback
loop as the patient also begins to act in a way that is consistent with his or her emerging identity and
thus is more likely to elicit, and attend to, confirmatory feedback (53), which has been described as a
renegotiation of identity [50].
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3.8. Continuity and Coherence

Continuity is the sense of being the same person with linked experiences over time; coherence
has to do with linking experiences, roles and beliefs as part of an integrated whole [35]. Patients
with Borderline Personality Disorder (BPD) have been described as being vulnerable to a sudden loss
of continuity—the loss of evocative memory—that leaves them unable to evoke soothing introjects
and acutely vulnerable to experiences of aloneness and suicidal desperation [21]. Maltsberger [27]
envisioned the “descent into suicide” as an overwhelming, unbearable flooding of negative affect that
leads to a breakup of self-cohesion, to which those who do not have a strong base of continuity of self
are particularly vulnerable.

Severe distress becomes unbearable when one loses the capacity to experience connection with
others, a state of excruciating aloneness. This becomes even more dire “with the loss of a continuous
thread of being that mitigates the sense that now is all there is, that pain will be forever, that there is no
hope of moving forward because there is no forward, and that suicide might be the only option” ([37],
p- 34). Recurrent affective dysregulation, mood changes and psychotic experiences can themselves be
experienced as traumatic and are disruptive to developing and sustaining continuity and coherence [19].

What this means is that the therapist should consider a sense of continuity and coherence a
treatment goal rather than an expectation [37]. The therapist, at times, may need to painstakingly help
the patient link experiences with each other, reminding the patient that aspects of the past continue
to influence the present, and even helping the patient to link dissociated experiences day-to-day.
Some patients are vulnerable to feeling suddenly disconnected, alone and desperate, without any sense
that something may have happened to cause their change in mental state, and the timeless sense that
they will never feel better again. At these moments, the therapist may help the patient through these
experiences by inter-session contact of some kind (e.g., phone, email, voice mail), and also by helping
the patient to connect feelings with experiences to begin to understand the transient vulnerability to
these dissociated states.

3.9. Attention to the Therapeutic Alliance

Building and maintaining a strong therapeutic alliance is a cornerstone of psychotherapy with
suicidal patients, but it is fraught with significant challenges (see [55,56]). Psychotherapy often involves
strong transference—countertransference reactions to which both patient and therapist contribute.
Patients often come to the encounter with intense affects, and negative relational expectations. Negative
therapeutic reactions and treatment crises are common, and often inculcate a fear of catastrophic
consequences. Dealing with these inherent difficulties is a challenge for both patient and therapist and
is critical to the success of the therapy [57-59].

A related challenge for the therapist is the need to move flexibly between empathic listening and
an ongoing suicide risk assessment [55,56]. The therapist shifts between creating a psychotherapeutic
space and observing the patient objectively. When there is a change in the patient’s emotional state or
degree of relatedness, the therapist begins an assessment of the patient’s safety, the strength of the
alliance, and whether there is a need for other safety interventions. Anxiety about the patient’s safety
can paradoxically take the therapist away from a stance of empathic attunement.

Suicidal patients generally have a harshly self-critical internal narrative, and an underlying
expectation of negative interpersonal experiences that confirm their bad sense of self. In this
context, the therapist needs to be actively affirmative and validating in order to achieve "functional
neutrality" [60]. One issue on which psychodynamics differ is how to conceptualize and to manage the
patient’s aggression and negative transference. Transference Focused Psychotherapy (TFP), for example,
prioritizes interpreting aggressive, split off, unintegrated parts, and considers this an essential element
even early in the course of treatment [61]. Our approach prioritizes attunement to the patient’s internal
experience (as experienced by the patient), which we see as essential to strengthening the alliance and
helping the patient with the experience of aloneness. We conceptualize aggression as most often a
secondary response to the patient’s internal state of desperation. A metaphor that we find helpful

130



Medicina 2019, 55, 303

is that of a person who is drowning, unable to breathe, and who desperately grasps for a life raft,
pushing past and inadvertently injuring another person. One could take up the aggression as primary,
but we do not feel that this is closest to the patient’s experience, for whom the lashing out came from a
desperate effort to breathe and to stay alive. This is very much akin to the suicidal patient’s desperate
experience of aloneness, abandonment, and other unbearable emotional experiences, which leads to
an urgent need for relief/escape. We do not ignore aggression and take it up as needed to preserve
the treatment and the frame. However, in our view, interpreting the negative transference, especially
for early in treatment, can be experienced as distant and critical, which is antithetical to our goal of
the early attunement and validation. In this way, we are very much aligned with the approach in
Mentalization Based Therapy (MBT), with an emphasis on validation of the patient’s transference
feeling, avoiding genetic interpretations that might be experienced as distancing and invalidating,
exploring the transference, attending closely to the therapist’s contribution to the patient’s transference
experience, and collaborative exploration [62].

The strength of the therapeutic alliance, including rupture and successful repair of the alliance,
is a critical factor in the success of any psychotherapy (see [56-58]). In working with emotionally
dysregulated patients, ruptures in the alliance can be particularly abrupt and severe—sometimes in
response to something that occurs in the therapy, sometimes related to external stressors—with a risk
of affective turmoil and potential for suicidal behavior. These ruptures can be extremely difficult for
the therapist as well as for the patient, but if they can be repaired, they offer an opportunity for implicit
relational learning and growth. In this context:

... the patient has the chance to discover experientially that an old relational pattern does
not have to be repeated, and that the therapeutic relationship holds the promise of trying
out, practicing and even solidifying something new. The patient also has the chance to learn
that the therapist, and the relationship, can survive the intensity of the patient’s sudden
withdrawal or affective storm. These moments are essential in gradually building trust,
in strengthening the emotional bond between patient and therapist and in holding out the
hope that the relationship might actually be of help ([56], p. 319).

In this reworking of the script, the patient has an opportunity to experience the therapist as caring,
and himself or herself as being worthy of being cared about. Working through ruptures often requires
that the patient experience something different from the therapist, in some way above and beyond
what the patient expected. This might be in the form of a self-disclosure (e.g., the therapist might
acknowledge an unempathetic reaction, and share that something about what the patient had said
reminded him or her of a troubling experience), an action (e.g., having the patient stay a few minutes
beyond the hour because of the importance of the patient’s association), or some other spontaneous
and genuine way of relating to the patient.

Stern et al. [46] described the therapeutic importance of “moments of meeting,” in which
“the therapist must use a specific aspect of his or her individuality that carries a personal signature.
The two are meeting as persons relatively unhidden by their usual therapeutic roles, for that moment”
(p. 913). Linehan [4] used the term “radical genuineness” to capture the same experience. Hoffman [63],
writing about psychoanalysis, captured the implicit meaning in the therapist’s doing something that is
experienced as different in response to the patient’s need:

When the patient senses that the analyst, in becoming more personally expressive and
involved, is departing from an internalized convention of some kind, the patient has reason
to feel recognized in a special way, the deviation, whatever its content and whatever the
nature of the pressure from the patient, may reflect an emotional engagement on the analyst’s
part that is responsive in a unique way to this particular patient ... there is something about
the deviation itself, regardless of content, that has therapeutic potential (pp. 187-193).

Similarly, the patient may require measures that go beyond the traditional frame of the
psychotherapy session to maintain or regain an empathic connection [64]. Interventions such as
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between session contact, offering additional sessions, and intermittent telephone, email or text support
can help the patient cope with affective intensity when in crisis. These actions may also have internal
meaning for the patient, serving to enhance internalization of the therapist as a positive introject and
strengthen the therapeutic alliance [56]. Thoughtful flexibility regarding the treatment frame can be
experienced as validating by the patient (i.e., the therapist cares enough to be flexible and is willing
to prioritize the patient’s perceived needs) and often helps to strengthen and solidify the therapeutic
alliance. In cases of severe personality disorders such as antisocial and severely narcissistic personality
disorders, it may at times be beneficial to set and adhere to a more rigid frame (such as that advocated
in TFP) [61]. On the other hand, a strict requirement for adherence to a set frame may evoke feelings
of being controlled and entrapped, and in some circumstances can hinder the development of the
alliance. In our view, it is important that the patient experiences agency in the treatment and feels
that the therapist is listening and taking seriously his or her concerns, with some degree of flexibility.
This is best accomplished through a sensitive and proactive collaborative negotiation with the patient
around frame issues, with attention to the patient’s wishes and perceived needs, therapeutic goals,
and the therapist’s personal limits.

Patients who have experienced traumatic affective experiences (not just overt trauma and neglect,
but also truly overwhelming and unbearable affective experiences and psychotic states) are vulnerable
to an erosion of the capacity to fully engage with sustaining relationships [19]. In this context, it can
be too hard for the patient to sustain hope, and too easy to begin to give up on the ties to loved ones
that are life-sustaining. If the patient can experience the therapist’s genuine affective involvement—at
both a cognitive and implicit relational level—this can be the first step to regaining some hope for
change. The therapist’s effort at repair, experienced as genuine and emotionally resonant by the patient,
“is inviting the patient to hang on, to turn towards the relationship instead of away from it and to use
the therapist’s help to find ways to cope without resorting to suicide” ([56], p. 320).

3.10. Attention to Countertransference

Psychotherapy with suicidal patients is inherently extremely challenging. First, the therapist
must accept that despite his or her best efforts there is no way to definitively control the outcome,
and a patient may complete suicide. The lack of control about a potentially catastrophic outcome for
which the therapist may feel blamed engenders anxiety, fear, and other emotions that are inescapable.
In addition, repeatedly sitting with a patient who is in terrible emotional pain, without the means to
provide relief, is a very difficult emotional task for the therapist.

Hopelessness can be particularly difficult to bear, and the therapist may feel worn down over time,
beginning to accede to the patient’s often stated belief that nothing can possibly be of help [55]. In most
cases, this is a “countertransference hopelessness” which can unconsciously be communicated to the
patient in verbal interaction and also in non-verbal cues. This then invites feelings of aloneness and
abandonment in the patient, increasing hopelessness. The therapist can use his or her own reflective
capacity, internal sustaining resources, knowledge about psychotherapeutic potential for change,
and clinical experience to balance these reactions to the patient and to maintain hope. Consultation
with a colleague or supervisor or a colleague can be effective in helping the therapist to regain balance
and re-engage with the patient.

Suicidal patients are suffering terribly, and therapists are highly motivated to help, but often lack
any tools to alleviate the suffering (at least in the immediate term). This can activate multiple affects in
the therapist and trigger unconscious defense mechanisms. The therapist may feel suddenly anxious,
overwhelmed, frustrated, and hopeless. The therapist’s automatic defenses against such feelings may
include avoidance of affect; exclusive focus on symptoms rather than feelings; efforts to control the
patient’s behavior, or an opposite lack of engagement in the patient’s decision-making; and denial
about the seriousness of the patient’s distress. In their classic paper, Maltsberger and Buie [65] discuss
the “countertransference hate” that can arise in the therapist. They describe two components: “malice”
which is a more overt experience leading to expression of irritation or anger towards the patient, and the
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even more concerning “aversion”, which represents unconscious emotional withdrawal. It is the latter,
aversion, that is most scary in terms of increasing potential suicide risk, as patients tend to be exquisitely
attuned to the therapist’s emotional state and level of engagement. Unconscious withdrawal by the
therapist may be experienced with an increase in aloneness and a sense of abandonment, which can
put the patient at risk for despair and suicidal behavior. Again, discussion with colleagues and formal
consultation can be extremely helpful for the therapist to get out of the intensity of the dyad and to
explore his or her feelings about the patient and the treatment.

4. Conclusions

In this paper, the Boston Suicide Study Group has presented a theoretical and clinical approach
to psychotherapy with suicidal patients. It is fundamentally a psychodynamic treatment, with an
empbhasis on the therapeutic alliance, unconscious and implicit relational processes, and the power
of the therapeutic relationship to facilitate change in a long-term exploratory treatment. It is also
integrative, incorporating ideas from DBT, MBT, and CBT, developmental and social psychology in
a psychodynamic frame. There are ten key aspects of this integrative psychodynamic treatment:
1. approach to the patient in crisis; 2, instilling hope; 3. a focus on the patient’s internal affective
experience; 4. attention to conscious and unconscious beliefs and fantasies; 5. improving affect
tolerance; 6. development of narrative identity and modification of "relational scripts"; 7. facilitation of
the emergence of the patient’s genuine capacities; 8. improving a sense of continuity and coherence;
9 attention to the therapeutic alliance; 10. attention to countertransference. These elements of treatment
are overlapping and are not meant to be sequential, but they provide a “road map” of the various
ways in which this psychotherapy facilitates a patient’s move from despair and suicidality to a more
satisfying relational experience with others.

Engagement with an empathic therapist provides a secure environment for exploration of the
suicidal patient’s internal subjective experience. The therapist helps to instill hope by bearing the
patient’s pain while helping the patient to discover and mobilize a sense of agency, mourn what
truly is not possible, re-engage in relationships, and begin to envision a life that is worth living.
The therapist notices and disrupts the patient’s non-conscious defenses, leading to exposure to
previously warded off feelings and greater affect tolerance. In listening to and engaging in the
patient’s narrative, the therapist helps to co-construct a new narrative that is more empathic and less
self-attacking, renegotiating narrative identity in a more realistic and positive way. The therapist
facilitates the gradual emergence of the patient’s genuine capacities, modulating self-attack and
disrupting avoidant defenses, and providing the patient an opportunity to bear the anxiety and conflict
associated with experiencing oneself more fully. Great attention is paid to the therapeutic alliance and
the therapist’s countertransference.

The therapist engages with and disrupts the patient’s nonconscious relational scripts by behaving
differently than unconsciously expected, thus offering the possibility that the therapeutic relationship
has the potential to facilitate change. At the same time, the therapist actively supports the patient in
creating new relational experiences that begin to elicit feedback that is discrepant with maladaptive
core beliefs about self. Ruptures in the therapeutic alliance can be extremely painful, but repair of the
alliance offers a further opportunity for implicit relational learning and growth.
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