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ABSTRACT
Objective: To evaluate suicidal thoughts in relationship to 
depressive symptom severity and reasons for living in patients 
hospitalized for major depressive disorder (MDD).

Method: A post hoc analysis was conducted of a   randomized, 
double-blind, parallel-group trial involving hospitalized patients 
with MDD (DSM-IV criteria) who received duloxetine 60 mg once 
daily or duloxetine 60 mg twice daily for 8 weeks. After 4 weeks, 
the dose for nonresponders receiving 60 mg once daily could 
be increased to 60 mg twice daily (double-blind). The study was 
conducted between February 9, 2007, and August 26, 2008 at 43 
centers in 4 countries across Europe and South Africa. Suicidal 
thoughts were assessed with Montgomery-Asberg Depression 
Rating Scale (MADRS) item 10, depression severity was assessed 
with the 6-item Hamilton Depression Rating Scale and the Clinical 
Global Impressions–Severity of Illness scale, and protective factors 
were assessed with the patient-rated Reasons for Living Inventory 
(RFL) assessing 6 domains. Descriptive statistics, correlation, and 
linear regression analysis were performed.

Results: At baseline, patients (N = 336) had varying severity of 
suicidal thoughts: 18% had a score ≥ 4. The proportion of patients 
with a score ≥ 4 decreased to 7% at week 1 and 1% at week 8 of 
treatment. The RFL scores at baseline were lower in patients with 
higher baseline suicidal thoughts and increased significantly during 
treatment (P < .0001). A regression model revealed that only 16% 
of variance in baseline total RFL score is explained by the different 
MADRS items. Eight patients had suicidal behavior or ideation 
recorded as an adverse event during the study; no consistent 
pattern was found in the different psychometric scores either at 
baseline or at the visit preceding the suicidal behavior/ideation.

Conclusions: Suicidality rapidly decreased in hospitalized patients 
with severe depression treated with duloxetine. The RFL scores 
were low at baseline but increased during treatment, suggesting 
that they are at least partially state rather than trait variables. Since 
RFL scores are lower in depressed inpatients, these scores lose the 
predictive value that they have in a general population sample.
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Every year, almost 1 million people die from suicide, 
which is equivalent to 1 death every 40 seconds, and 

suicide rates increased in the last 45 years by 60% worldwide.1 
The majority of studies examining variables associated with 
suicidal behavior focus on risk factors, and only a few evaluate 
possible protective factors against suicidal behavior.2

Around 15% of patients with major depressive disorder 
(MDD) acknowledge having made a suicide attempt, and 
between 2% and 12% of those with a major depressive 
episode end their lives by suicide.1,3,4 The ratio of completed 
suicides to attempts is higher in patients with affective 
disorders than in the general population, which suggests 
a high lethality of suicidal behavior in patients with this 
pathology and implies that particular attention must be paid 
to suicidal ideas and behaviors in these individuals.5 Many 
studies have investigated risk factors for completed suicide 
or suicide attempt in different populations including those 
with major depression. A review of prospective studies shows 
that past suicidal behavior, bipolar depression, psychotic 
depression, recurrence or failure to achieve remission, 
comorbid borderline personality disorder, comorbid alcohol 
or substance abuse including cigarette smoking, traits of 
impulsivity-aggression-hostility, hopelessness, and personal 
debt have all been suggested as risk factors in patients with 
depression.6 Further, hopelessness has been reported as one 
of the major risk factors for committing suicide.7–9 The 
period of highest risk seems to be the months following 
hospitalization.6

It has been suggested by Malone and colleagues10 that “a 
seldom-posed but important question is not why patients 
with depression want to commit suicide, but why they 
want to live.”(p1,084) Indeed, few studies have investigated 
the protective factors against suicidal acts, but family 
connectedness and family and peer support, as well as moral 
or religious objections, have been repeatedly described 
as protecting against suicide.11–13 Additional protective 
factors include religious/spiritual coping,14,15 assertiveness 
and perceived social support,15 and parent connectedness 
and academic achievement.16,17 The Reasons for Living 
Inventory (RFL)18 is a self-report instrument that measures 
“reasons for staying alive when you are thinking of killing 
yourself ” and is composed of 48 items covering 6 domains: 
survival and coping beliefs, responsibility to family, child-
related concerns, fear of (committing) suicide, fear of social 
disapproval, and moral objections to suicide. Scores on the 
6 subscales of the RFL were found to be lower in patients 
with major depression who had made a suicide attempt than 

Suicidal Thoughts and Reasons for Living in Hospitalized Patients 
With Severe Depression: Post-Hoc Analyses of a  
Double-Blind Randomized Trial of Duloxetine
Koen Demyttenaere, MD, PhD; Durisala Desaiah, PhD;  
Joel Raskin, MD; Victoria Cairns, PhD; and Stephan Brecht, MD, PhD



© 2014 COPYRIGHT PHYSICIANS POSTGRADUATE PRESS, INC. NOT FOR DISTRIBUTION, DISPLAY, OR COMMERCIAL PURPOSES. e2    Prim Care Companion CNS Disord 
2014;16(3):doi:10.4088/PCC.13m01591

Demyttenaere et al

in those who had not (with the exception of child-related 
concerns),10 and scores were found to be lower in patients 
with MDD with near-lethal suicidal behavior than in those 
with parasuicidal behavior or suicidal ideation only.19

The severity of depression is best conceived as a dimensional 
concept, and the frequently reported categorical definitions 
mild, moderate, severe, or very severe are based on artificial 
cutoffs.20 There is no real consensus on the definition of 
severe depression, but the following have all been proposed: a 
higher number of positive DSM diagnostic criteria, a higher 
score on the Hamilton Depression Rating Scale (HDRS)21 
or on the Montgomery-Asberg Depression Rating Scale 
(MADRS),22 an episode with longer duration, the presence 
of comorbid conditions, the presence of psychotic features, 
and the presence of suicidal ideation. The fact that suicidality 
is included as an item in the DSM criteria and in the most 
frequently used depression scales assessing change during 
treatment indicates that more pronounced suicidality is by 
definition associated with a higher depression severity, but the 
exact relationship between suicidality and depression severity 
(excluding the suicidality item) is not sufficiently known.23

Antidepressants, overall, reduce suicidal ideation in 
patients with depression. An analysis of the Veterans Health 
Administration data sets (including 226,866 veterans who 
received a diagnosis of depression)24 showed that suicide 
attempt rates were lower among patients who were treated 
with antidepressants than among those who were not, and 
that suicide attempt rates were also higher prior to treatment 
than after the start of treatment. Another naturalistic study 
investigating 1,014 inpatients with depression25 showed that 
emergence (baseline HDRS item 3 score changing from 0 or 1 at 
baseline to 3 or 4 at any time during the observational period), 
worsening (any increase of the item 3 score from baseline 
during the whole observational period), and improvement 
of suicidal ideation (any decrease of the item 3 score from 
baseline during the whole observational period) occurred in 
3.2%, 14.7%, and 90.8% of patients, respectively. Beasley et al26 
found improvement in suicidal ideation in 72.2% of patients 
treated with fluoxetine, in 69.8% of patients treated with 
tricyclic antidepressants, and in 54.8% of patients treated with 

placebo. A meta-analysis published by Acharya et al27 found 
that suicidality improved more often in patients treated with 
duloxetine (74.5%) than in placebo-treated patients (64.5%). 
On the other hand, increased suicidal ideation in the initial 
days of treatment with antidepressants has been reported in 
adolescents and in young adults and resulted in a warning for 
all antidepressants in patients under age 25 years.28–30

Therefore, this post hoc analysis of the data from a 
previously published study was conducted to evaluate the 
evolution of suicidal thoughts in relationship to depressive 
symptom severity and to reasons for living in patients 
hospitalized for severe MDD and treated with duloxetine.31

METHOD
Study Design

These post hoc analyses were carried out with the data 
from a previously published clinical trial.29 Briefly, the 
study was a randomized, double-blind, parallel-group trial 
involving hospitalized patients with severe depression. The 
study was conducted between February 9, 2007, and August 
26, 2008 at 43 centers in 4 countries across Europe and South 
Africa. The patients were randomized to either duloxetine 
60 mg once daily or duloxetine 60 mg twice daily for 8 
weeks. After 4 weeks, the dose for nonresponders who were 
receiving 60 mg once daily could be increased to 60 mg twice 
daily (double-blind). The primary objective of this study was 
to test whether duloxetine 120 mg per day provides a better 
response to treatment than duloxetine 60 mg per day after 4 
weeks in patients with severe MDD.

Each clinical study site’s institutional review board 
approved the protocol, which was developed in accordance 
with the ethical standards of Good Clinical Practice and 
the Declaration of Helsinki. All patients provided written 
informed consent before the commencement of any study 
procedures. Additional operational information about 
this study is disclosed under ClinicalTrials.gov identifier: 
NCT00422162.

Patients
Male or female patients ≥ 18 years of age at screening 

who met the criteria for severe MDD, as defined by the 
DSM-IV,32 who had their diagnoses confirmed by the Mini-
International Neuropsychiatric Interview (MINI),33 and who 
had a total score ≥ 30 on the MADRS, a score ≥ 12 on the 
6-item HDRS (HDRS-6), and a score ≥ 4 on the Clinical 
Global Impressions–Severity of Illness scale (CGI-S)34 were 
included in this study.35 Patients with suicidal behavior were 
not excluded from this study; an initial hospitalization of 
at least 2 weeks was required. Additional details of patient 
inclusion and exclusion criteria can be found in a previous 
publication.31

Scales
Depression severity was assessed with the MADRS, the 

HDRS-6, and the CGI-S.
Suicidal thoughts were assessed with MADRS item 10, 

an item that assesses the feeling that life is not worth living, 
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Suicide is a common phenomenon but difficult to study, ■■
and patients with suicidal thoughts are often excluded from 
clinical studies; therefore, a systematic approach is helpful in 
clinical practice.

The Reasons for Living Inventory was utilized in this analysis ■■
of relevant social and clinical dimensions.

Patient management with antidepressant therapy improved ■■
depression severity and the reasons for living became 
prominent.

Antidepressants, in general, are suspected to trigger suicidal ■■
behavior, but this study has data in support of suicide-related 
adverse events and also the improvement of reasons for 
living domains with antidepressant therapy.
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that a natural death would be welcome, suicidal thoughts, 
and preparations for suicide (suicide attempts should not in 
themselves influence the rating). The scoring ranges from 0 
to 6: 0 = enjoys life or takes it as it comes; 2 = weary of life, 
only fleeting suicidal thoughts; 4 = probably better off dead, 
suicidal thoughts are common, and suicide is considered as a 
possible solution, but without specific plans or intension; and 
6 = explicit plans for suicide when there is an opportunity, 
active preparations for suicide.

Protective factors were assessed with the patient-rated 
RFL. This instrument has 48 items covering 6 domains 
that look at the other side of hopelessness, ie, reasons for 
not committing suicide. Each item is rated from 1 (not at 
all important) to 6 (extremely important), so high scores 
indicate strong reasons for living. The 6 domains include the 
following: (1) survival and coping beliefs, (2) responsibility 
to family, (3) child-related concerns, (4) fear of (committing) 
suicide, (5) fear of social disapproval, and (6) moral 
objections. The full RFL was assessed at baseline and after 8 
weeks; for visits in between, the short form of the RFL was 
used. The total and the 6 domain scores are calculated as the 
mean of the nonmissing items, whereby a minimum number 
of nonmissing items is required.

Statistical Analyses
The data obtained from patients treated daily with either 

60 mg or 120 mg of duloxetine were pooled for these post 
hoc analyses. The analyses are primarily descriptive, but 
results of t tests are provided for mean change in RFL total 
score from baseline to endpoint, and for the correlation 
between individual baseline MADRS item scores and the 
baseline RFL total score. Linear regression analysis was used 
to predict total RFL score at baseline and the change in total 
RFL score between baseline and endpoint. The endpoint is 
calculated as the last value for treatment up to week 8 (last 
observation carried forward). The independent variables in 
the regression model predicting the baseline total RFL score 
were the 10 individual MADRS items at baseline, age, gender, 
and number of previous episodes. The independent variables 
in the regression model predicting change in total RFL score 
were the change in each of the 10 individual MADRS items 
from baseline to endpoint, age, gender, and number of 

previous episodes. All variables except gender were treated 
as continuous variables, and nonsignificant variables were 
removed from the regression model in a stepwise fashion to 
obtain the final model.

RESULTS
Baseline Demographic and Clinical Characteristics

Baseline demographic and clinical characteristics are 
summarized for the 338 randomized patients in Table 1. 
All of the patients had severe MDD, and the majority were 
female (74%) and white (96%). The mean age was 45 years. 
The study design and the details of baseline characteristics 
have been published.31 Since 2 patients did not provide 
any efficacy assessment postbaseline, the full analysis set 
consisted of 336 patients.

Change in Suicidal Thoughts  
(MADRS item 10) During Treatment

These hospitalized patients with severe depression showed 
varying degrees of severity in suicidal thoughts at baseline 
as assessed with the observer-rated MADRS item 10. At 
baseline, 65% of the patients had a score of at least 2 (2 being 
defined as weary of life, only fleeting suicidal thoughts), and 
18% had a score of at least 4 (4 being defined as probably 
better off dead, suicidal thoughts are common and suicide is 
considered as a possible solution, but without specific plans 
or intention). However, these more pronounced suicidal 
thoughts rapidly decreased during the treatment period. The 
proportion with a score ≥ 4 dropped from 18% at baseline to 
7% at week 1; 2% at weeks 2, 3, 4, and 6; and 1% at week 8. 

Table 2. Pearson Correlation Coefficients Between Suicidal 
Thoughts (MADRS item 10) and the Other MADRS Itemsa

MADRS Item
Correlation 
Coefficient P Value

Apparent sadness 0.09 .11
Reported sadness 0.24 < .0001
Inner tension 0.12 .03
Reduced sleep 0.004 .94
Reduced appetite 0.14 .008
Concentration difficulties 0.08 .16
Lassitude 0.09 .09
Inability to feel 0.20 .0003
Pessimistic thoughts 0.36 < .0001
aTotal number of patients = 336.
Abbreviation: MADRS = Montgomery-Asberg Depression Rating Scale.

Table 1. Baseline Demographic and Clinical Characteristics of 
All Patients With Major Depressive Disorder Randomized to 
Treatment With Duloxetine 
Variable Duloxetine (N = 338)
Age, mean (SD), y 44.8 (13.3)
Gender, female, n (%) 251 (74.3)
Ethnicity, n (%)

White 324 (95.9)
Other 14 (4.1)

Previous major depressive disorder episodes, n (%) 294 (87.0)
No. of episodes among those with previous 

episodes, mean (SD)
3.2 (2.9)

MADRS total score, mean (SD) 36.1 (4.3)
RFL total score, mean (SD) 3.8 (1.0)
Abbreviations: MADRS = Montgomery-Asberg Depression Rating Scale, 

RFL = Reasons for Living Inventory.

Table 3. Change in Reasons for Living Inventory (RFL) Scores 
During Duloxetine Treatmenta

RFL Scale
Baseline, 
Mean (SD)

Endpoint, 
Mean (SD)b P Valuec

Total 3.75 (1.04) 4.35 (1.07) < .0001
Survival and coping beliefs 3.77 (1.25) 4.56 (1.18) < .0001
Responsibility to family 4.43 (1.20) 4.76 (1.09) .0003
Child-related concerns 4.29 (1.68) 4.77 (1.47) < .0001
Fear of (committing) suicide 3.23 (1.16) 3.55 (1.34) .005
Fear of social disapproval 3.20 (1.54) 3.73 (1.58) < .0001
Moral objections 3.31 (1.58) 3.90 (1.53) < .0001
aTotal number of patients = 310–329. 
bEndpoint is last observation carried forward up to week 8.
cP values for change from baseline to endpoint from within-group t tests. 
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Less pronounced suicidal thoughts decreased gradually but 
more slowly during the treatment period. The proportion 
with a score ≥ 2 dropped from 65% at baseline to 39% at week 
1, 28% at week 2, 21% at week 3, 14% at week 4, 9% at week 
6, and 6% at week 8.

Relationship Between Suicidal Thoughts  
(MADRS item 10) and Severity of Depression,  
the Other MADRS Items, and the HDRS-6

Suicidal thoughts were significantly correlated with the 
HDRS-6 total score and with the CGI-S (r = 0.12, p = .03 and 
r = 0.26, < .0001, respectively). Table 2 shows that suicidal 
thoughts were significantly correlated with 5 other MADRS 
items (reported sadness, inner tension, reduced appetite, 
inability to feel, and pessimistic thoughts), although all of 
these correlation coefficients, again, were rather low. Suicidal 
thoughts were significantly correlated with only 2 HDRS-6 
items: depressed mood and feelings of guilt (r = 0.14, p = .008 
and r = 0.18, p = .0008, respectively).

Change in RFL Scores During Treatment
With regard to RFL domain scores, responsibility to 

family and child-related concerns had the highest mean 
(protective) scores, while fear of committing suicide, fear of 
social approval, and moral objections had the lowest mean 
(protective) scores at baseline as well as at endpoint (Table 
3).

The means of the total and all 6 RFL domain scores 
increased significantly from baseline to endpoint.

Relationship Between Different Baseline RFL 
Subscores and Suicidal Thoughts (MADRS item 10)

The relationships between baseline RFL scores and 
MADRS item 10 (suicidal thoughts) are presented in Table 
4. The data show that all RFL mean scores tended to be lower 
with higher baseline MADRS item 10 scores, indicating that 
higher suicidal ideation as assessed by the physician is related 
to lower protection by the RFL as assessed by the patient.

Relationship Between MADRS Depressive Symptoms 
and Total RFL Score

Table 5 shows that most MADRS depressive symptoms 
were not significantly correlated with the total RFL score. 
Indeed, only 2 of the 10 MADRS items showed a significantly 

negative correlation with the total RFL score: pessimistic 
thoughts and suicidal thoughts (both p < .0001), while 1 
item, reduced sleep, showed a significant positive correlation 
(p = .02).

A regression analysis predicting baseline total RFL 
score revealed that lower reduced sleep, higher pessimistic 
thoughts, and higher suicidal ideation significantly predicted 
lower total RFL score (total R2 = 0.16, p < .0001; coefficients 
0.13 [p = .007], −0.12 [p = .03], and −0.26 [p < .0001], 
respectively).

A regression analysis predicting baseline change in 
total RFL score from baseline to endpoint revealed that a 
smaller decrease in reduced sleep and a greater decrease in 
concentration difficulties, lassitude, and pessimistic thoughts 
significantly predicted a greater increase in total RFL 
score (total R2 = 0.20, p < .0001; coefficients 0.08 [p = .03], 
−0.12 [p = .002], −0.09 [p = .02], and −0.16 [p < .0001], 
respectively).

Individual Psychometric Characteristics of  
the 8 Patients With a Suicide Attempt or  
Suicidal Ideation During the Trial

Eight patients had suicidal behavior or ideation recorded 
as an adverse event during the study. The scores for total 
MADRS, MADRS item 10 (suicidal thoughts), CGI-S, and 
total RFL at baseline and at the last measurement prior to 
the adverse event are presented in Table 6. On the basis 
of the depression measures, these patients had an average 
depression severity score at baseline (including suicidal 
ideation) and an average RFL total score; the last assessment 

Table 4. Baseline Reasons for Living Inventory (RFL) Scores for Patients With Different Baseline 
Montgomery-Asberg Depression Rating Scale (MADRS) Item 10 Scores (suicidal thoughts)

RFL Scale

Baseline RFL Score by Baseline MADRS Item 10 Score
0

(n = 33)
1

(n = 81 or 82)
2

(n = 98–102)
3

(n = 53)
4

(n = 52 or 53)
5

(n = 5)
6a

(n = 1)
Total 4.11 (0.77) 4.34 (1.03) 3.64 (0.92) 3.48 (1.08) 3.18 (0.91) 3.18 (1.01) 3.27
Survival and coping beliefs 4.21 (1.00) 4.42 (1.12) 3.72 (1.16) 3.48 (1.25) 2.97 (1.13) 3.21 (1.39) 2.04
Responsibility to family 4.85 (0.89) 4.90 (0.98) 4.22 (1.24) 4.19 (1.30) 4.13 (1.29) 4.37 (0.77) 2.71
Child-related concerns 4.55 (1.55) 4.66 (1.60) 4.16 (1.64) 4.10 (1.76) 4.06 (1.80) 3.40 (1.79) 5.00
Fear of suicide 3.47 (1.12) 3.77 (1.30) 3.01 (0.91) 3.04 (1.12) 2.92 (1.11) 2.37 (1.00) 6.00
Fear of social disapproval 3.63 (1.36) 3.92 (1.51) 2.96 (1.39) 2.97 (1.48) 2.58 (1.56) 2.13 (1.43) 5.33
Moral objections 3.26 (1.42) 3.90 (1.60) 3.25 (1.44) 2.86 (1.60) 2.97 (1.62) 3.10 (2.45) 3.50
aNo SD presented as n = 1.

Table 5. Pearson Correlation Coefficients Between 
Montgomery-Asberg Depression Rating Scale (MADRS) 
Items and Total Reasons for Living Inventory Score at 
Baseline (n = 329)
MADRS Item Correlation Coefficient P Value
Apparent sadness 0.06 .26
Reported sadness 0.00 .95
Inner tension 0.06 .25
Reduced sleep 0.13 .02
Reduced appetite −0.03 .63
Concentration difficulties −0.09 .11
Lassitude 0.02 .74
Inability to feel −0.00 .98
Pessimistic thoughts −0.22 < .0001
Suicidal thoughts −0.36 < .0001
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before the adverse event shows variable depression severity 
and low suicidal scores on average.

On the basis of the patient narratives, 7 of 8 cases were 
serious adverse events (1 case was a significant adverse 
event). In this study, a serious adverse event is defined as 
any adverse event that results in death, is immediately life 
threatening, results in persistent or significant disability/
incapacity, requires or prolongs patient hospitalization, is a 
congenital anomaly/birth defect, or is to be deemed serious 
for any other reason representing a significant hazard, which 
is comparable to the aforementioned criteria (standard 
Council for International Organizations of Medical 
Sciences criteria [http://www.cioms.ch/]). For example, if 
a patient says “I will kill myself,” it is considered a serious 
adverse event per the criteria. However, if the investigator 
assesses the MADRS and scores item 10 without the patient 
expressing actively clear suicidal thoughts and therefore 
no hospitalization occurs, it is a MADRS scoring but not 
a serious adverse event. Of the 8 patients, 5 discontinued 
treatment, 6 with adverse events “not related to study drug” 
were assessed by the investigator, and 5 had a history of 
suicide attempt. Onset of serious or significant adverse 
events after study drug initiation ranged from 2 to 37 
days.

DISCUSSION
Sixty-five percent of patients hospitalized with severe 

depression presented at least fleeting suicidal thoughts, 
and 18% had explicit suicidal thoughts, compared to 52% 
and 28%, respectively, described in a larger sample of 
1,014 patients hospitalized with MDD in Germany.25 As 
in the German study, suicidal ideation rapidly decreased 
during inpatient treatment with duloxetine after 1 week of 
treatment; an 88% decline in patients with severe suicidal 
ideation (MADRS item 10 score of at least 4) was noted after 
2 weeks of hospitalization, comparable with other published 
data (90% in a study with a variety of antidepressants, 
72% in a study with fluoxetine and 70% with tricyclic 
antidepressants in the same study, and 74% in a meta-
analysis with duloxetine).25–27

In the present study, the severity of suicidal ideation was 
rather poorly correlated with observer-rated depression 
severity. Indeed, although a significant correlation was 
found between suicidal thoughts and depression severity as 
measured by the HDRS-6 and by the CGI-S, correlations were 
very low (r = 0.12 and 0.26, respectively); only about 1.4% of 
the variance in HDRS-6 or 6.8% in CGI-S was explained by 
the suicidal ideation severity. Several previously published 
studies also found that observer-rated depression severity 
is poorly related to severity of suicidality. In 2 studies,10,36 
no significant differences in the baseline HDRS scores were 
found between patients with depression who attempted 
suicide and patients with depression who did not attempt 
suicide, and no significant differences in the baseline HDRS 
scores were found in nonsuicidal patients and patients 
with (treatment-related) resolved or persistent or emergent 
suicidality. It is, however, interesting to note that, in 1 of the 2 
studies,10 in contrast with the observer-rated HDRS, the self-
rating depression score (as assessed with the Beck Depression 
Inventory) was found to be significantly higher in patients 
with depression who attempted suicide than in those who did 
not attempt suicide. This finding suggests that observer-rated 
and self-rated scales can give divergent scores. Some more 
specific measures such as hopelessness and decreased self-
esteem are probably more closely correlated with suicidality 
than overall observer-rated severity of depression.10,36 
Additional studies support these observations.7–9 Hostility, 
rather than depression severity, has been suggested to be 
more closely related to suicidality, but this factor was not 
assessed in the present study. A classic model of depression 
conceptualizes aggression turned inward and converted 
into depressive affect. So, theoretically, depressed mood is 
expressed inwardly, while hostility is expressed outwardly 
or can be turned into suicidality.37,38 When looking at the 
correlations between the MADRS suicidal ideation item 
and the other single MADRS items in the present study, 
the highest (but still small) correlations were found with 
reported sadness, inability to feel, and pessimistic thoughts 
and between the MADRS suicidal ideation item and items in 
the HDRS-6; the highest was with guilt feelings.

Table 6. Baseline Score and Last Documented Score Before Suicidality Adverse Event on the MADRS, MADRS Item 10 
(suicidal thoughts), CGI-S, and RFL in 8 Patients With a Suicide Attempt or Suicidal Ideation During the Trial

Patient Age, 
Gender Adverse Event

MADRS Total Score MADRS Item 10 Score CGI-S Score RFL Total Score

Baseline

Last 
Observation 
Before Event Baseline

Last 
Observation 
Before Event Baseline

Last 
Observation 
Before Event Baseline

Last 
Observation 
Before Event

34 y, female Suicidal ideation 43 41 3 4 4 4 4.70 2.57
39 y, female Self-mutilation

Self-injurious behavior
Suicidal tendency

33 34 4 4 5 6 2.87 5.00

39 y, female Suicide attempt 37 12 4 0 5 3 3.26 3.57
26 y, male Suicidal ideation 41 17 5 0 5 3 1.22 2.14
72 y, female Suicide attempt 46 33 4 2 6 5 3.48 3.43
23 y, male Suicide attempt 40 42 4 5 6 6 3.35 3.00
50 y, female Suicidal ideation 35 24 0 0 6 4 3.83 2.29
27 y, male Suicide attempt 34 13 0 1 6 3 2.96 2.86
Abbreviations: CGI-S = Clinical Global Impressions–Severity of Illness, MADRS = Montgomery-Asberg Depression Rating Scale, RFL = Reasons 

for Living Inventory.
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An important clinical finding in the present study is that 
protective factors against suicide and suicidal behavior were 
not stable; they were negatively correlated with suicidal 
ideation severity, and these protective factors tended to 
increase during the treatment. Compared to the RFL domain 
scores described in the original article on the RFL,18 the 
scores in the present study for survival and coping beliefs 
and for responsibility to family are comparable to original 
data, but the scores for child-related concerns, fear of suicide, 
fear of social disapproval, and moral objections were higher 
at baseline as well as at endpoint. The higher the baseline 
score for suicidal ideation (MADRS item 10), the lower the 
RFL domain scores tended to be, but all of the protective 
RFL domain scores increased significantly from baseline to 
endpoint. An inverse relation between the RFL responsibility 
for family score and suicidal ideation severity has been 
reported previously but only in a cross-sectional analysis of 
patients with depression.39 To the best of our knowledge, 
this longitudinal follow-up of RFL scores has not yet been 
reported in the literature, as most often studies compare RFL 
scores across groups of patients with depression and with 
varying degrees of suicidal ideation or look at predictive 
factors of suicidal acts after major depression or try to 
evaluate suicidality in specific racial groups.2,10,19,40,41 This 
is a clinically important point since traditionally accepted 
protective factors against suicide seem to be less effective 
when suicidality is pronounced. For example, religiosity 
(moral objections) has always been considered a protective 
factor against suicide; this was based on the work of 
Durkheim,42 who posited that religion acts as a deterrent 
against suicide because it enhances social integration and 
normalizes submission or adherence to regulation.42 It has 
also been suggested that religiosity is protective because 
religious organizations are easily accessible, provide an 
important source of positive affect, emphasize social ties, 
and enhance group cohesiveness.43 In the present study, the 
strength of these religious/moral beliefs was weakened in 
patients with higher suicidality, although they again become 
stronger during treatment. Total RFL scores were lower in 
patients with high scores on suicidal ideation and in patients 
with high scores for pessimistic thoughts. It should, however, 
be remembered that correlations were always low, suggesting 
that many other factors influence reasons for living and 
suicidality.

The analysis of the data collected in the 8 patients who 
had a suicidality adverse event during the study does not 
show a consistent pattern due to small sample size. The 
suicidality item score at the last visit before the suicide 
attempt varied between 0 (for 3 of the 8 patients) and 5 (for 
1 patient); the MADRS score varied between 12 and 42, and 
the RFL scores were not different from the mean scores of 
the whole study sample. Other studies also often found that 
a satisfactory instrument for predicting future suicide is not 
available.44,45

The study limitations include that this article is based on a 
post hoc analysis of the data of a clinical trial.31 The restrictive 
nature of the Beck Depression Inventory46 precluded its use 

in this study, and, therefore, the CGI-S and RFL were used. 
The RFL was not well established for this type of clinical 
setting.

In conclusion, baseline suicidal thoughts in hospitalized 
patients with severe depression rapidly decreased during 
treatment with duloxetine. Baseline RFL scores tended to be 
lower in patients with severe suicidal ideation but increased 
during treatment, which suggests that reasons for living, 
which provide protective power against suicidality, are to 
some extent dependent on the affective and cognitive status of 
the patient at a particular point in time. Depression severity, 
suicidal thoughts, and reasons for living were, however, 
mainly independent dimensions since most correlations 
were low. The analysis of the 8 patients with a suicide attempt 
or suicidal ideation during the study shows that individual 
prediction of suicidal behavior remains an elusive goal.
Drug names: duloxetine (Cymbalta), fluoxetine (Prozac and others).
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