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Objective: Since the advent of antidepressant drug
treatment, the question of whether these substances
induce suicidal ideation and behavior has not been
satisfactorily answered. The aim of this study is to con-
tribute to this ongoing discussion by taking a
heuristic case-based approach to the question.

Method: A large data set from a European
drug surveillance program (Arzneimittelsicherheit in
der Psychiatrie; AMSP) performed in 85 psychiatric
hospitals from 1993 until 2008 was analyzed. A series
of single cases were carefully assessed. The observed
frequencies of adverse drug reactions (ADRs) in this
sample were related to the total AMSP population,
who used the imputed medication.

Results: A total of 142,090 adult patients taking an-
tidepressant medication were observed. Thirty-three
incidents of suicidality (12 cases of suicidal ideation,
18 attempts, and 3 completed suicides)
were documented. Fourteen cases were assumed to
be probably, and 19 to be possibly, related to the drug.
Twenty-three cases judged as suicidal ADRs were as-
sociated with restlessness, 10 with ego-dystonia,

9 with impulsiveness, and 3 with psychosis. A higher
incidence of suicidal ADRs was observed for selec-
tive serotonin reuptake inhibitors (0.034%; 95% CI,
0.020-0.054) and serotonin-norepinephrine reuptake
inhibitors (0.034%; 95% CI, 0.015-0.068) compared
to noradrenergic and specific serotonergic antidepres-
sants (0.009%; 95% CI, 0.002-0.027) and tricyclic
antidepressants (0.002%; 95% CI, 0.000-0.014).

Conclusion: Despite the methodological limita-
tions of this study, the large AMSP data set supports
the assumption that antidepressant drugs rarely
trigger suicidality.
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P harmacoepidemiologic studies have shown that an
increase in the prescription rate of antidepressant drugs
is associated with a decreased risk of suicide. This holds true
for large epidemiologic studies linking prescription data with
suicide data, as well as for special intervention studies (eg,
“Gotland Study;” “Niirnberger Modell,” “Zurich Follow-up
Study”; for reference, see Moller!).

Nevertheless, some earlier observations suggested that
there was a connection between the initiation of treatment
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with the tricyclic antidepressant imipramine? or later on
with the selective serotonin reuptake inhibitor (SSRI) fluoxe-
tine® and the emergence of suicidal ideation. Furthermore,
Rouillon and colleagues* reported significantly higher num-
bers of suicide attempts by patients on long-term treatment
with the tetracyclic antidepressant maprotiline compared to
placebo. Additionally, suicidal attempts were observed in the
context of psychomotor activation in connection with less
sedative antidepressants.>® Finally, suicidality was linked to
some cases of antidepressant drug-induced psychosis.®

In the last few years, the discussion has focused more
on suicidality in connection with SSRIs, mainly in chil-
dren and adolescents’ but also in adults.””? The increase
of suicidal behavior during antidepressant medication was
attributed to a so-called drive-mood dissociation and to
the disinhibition of impulsive behavior.!"!* Nevertheless,
it is still difficult to decide whether suicidal behavior is an
“adverse effect” of the medication or a “symptom” of the
disease. Some experts fear that an overcritical attitude to
antidepressants could increase the number of suicides due
to undertreatment.!!*

The degree of suicidal risk reported so far depends on
the method of the study,! patient characteristics such as age,
personality traits and diagnoses, the type of suicidality exam-
ined!"13 (ie, suicidal ideation, suicide attempt, or completed
suicide), and the type of antidepressant investigated.!>"!

One meta-analysis of randomized controlled trials
(RCTs)'8 revealed weak evidence that SSRIs increased the
risk of suicidal self-harm. However, for SSRIs, neither a ben-
eficial nor a harmful effect on suicide deaths could be stated
because they occur so rarely.!® Another meta-analysis'®
showed that users of SSRIs had a 2-fold increase of fatal and
nonfatal suicidal attempts. A recent meta-analysis (com-
paring the SSRI sertraline to placebo)!® did not find any
treatment effect on suicidal behavior, neither with regard
to different age groups nor to different types of suicidal be-
havior. Likewise no differences in suicidal behavior were
reported to be due to the various classes of antidepres-
sants'>!® with the exception of one study? that reported
more deliberate self-harm with SSRIs than with tricyclic
antidepressants (TCAs). A comprehensive analysis of the
US Food and Drug Administration'! reported that antide-
pressants (including SSRIs) pose only a small risk of inducing
suicidal thoughts and suicide attempts in groups under 25
years of age; this risk decreased as age increased. A recent
study?! discussed that the antidepressants are even possibly
protective for suicidal ideation in adults aged 25-64.
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Meta-analyses of RCTs are assumed to be the gold stan-
dard for detecting causal relationships between the use of
antidepressants and suicidal behavior. However, the included
RCTs usually exclude suicidal patients, refer only to short
periods of time, and are usually not designed to identify
completed or attempted suicides.?? Because the absolute
number of patients attempting or committing suicide is
very low, the failure to report a few cases can have a high
impact.?®> Another disadvantage of meta-analyses is that data
are pooled across different antidepressants, thus masking the
risk profile of a single drug.

To obtain more precise information on the characteris-
tics of the afflicted patients as well as on the development
and precise nature of suicidality, it has been recommended
that well-documented case reports be collected in addition
to meta-analyses of RCTs and to pharmacoepidemiologic
studies.'® Case reports from the German spontaneous ad-
verse drug reaction (ADR) reporting system have already
been published.?#* In our study, a large data set from a
European drug surveillance program (AMSP)?® carried out
in psychiatric hospitals in Germany, Austria, and Switzerland
was analyzed. By allowing careful assessment of a series of
single cases, this approach may help to detect risk factors and
early signs of emergent antidepressant-induced suicidality.
It should be stressed that our study is a heuristic approach,
not a confirmatory test.

METHOD

The AMSP program for Drug Safety in Psychiatry
(Arzneimittelsicherheit in der Psychiatrie) was established in
1993 as a continuous open-end study for the assessment of
severe ADRs to all marketed psychotropic drugs during rou-
tine treatment of psychiatric inpatients. It currently includes
54 psychiatric institutions (15 university and 39 nonuni-
versity institutions, ie, 30 state hospitals and 9 psychiatric
departments of general hospitals in Austria, Germany, and
Switzerland). The AMSP replaces an earlier, similar drug
surveillance program (Arzneimittelilberwachung in der
Psychiatrie [AMUP]?’).

The AMSP methods were described in detail earlier.?*?8
In brief, only clinically severe ADRs are assessed. The cri-
teria of the program are based on the severity of the event
itself and its potential danger to the patient’s health. Adverse
drug reactions are documented by trained psychiatrists, who
contact the ward psychiatrists at regular intervals (at least
every 2 weeks) and document the ADR cases in standardized
questionnaires. Age, gender, and psychiatric and somatic
diagnosis are recorded along with a detailed description of
the adverse event, potential risk factors, clinical measures
taken because of the ADR, and the subsequent outcome of
the ADR. Psychiatric and somatic drug data (dosage, time
course, concurrent medication), previous exposure to the
imputed drugs, treatment after the adverse event, and out-
come in case of rechallenge are also documented.

Probability rating: all these factors are taken into
account in order to rate the probability of a causal relationship
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between medication and adverse event. The probability
ratings are as follows: grade 1=possible (ADR not known,
time course or dosage unusual for drug in question, or alter-
native explanation for adverse event more probable), grade
2 =probable (ADR known for drug in question, time course
and dosage in accordance with previous experience, and al-
ternative explanation less probable), grade 3 =definite (in
addition to criteria necessary for a “probable” rating, reappear-
ance of the ADR after rechallenge with drug in question).

The cases are forwarded to the AMSP center at the psy-
chiatric department of the University of Munich, reviewed by
a senior member of the team, and then discussed at central
case conferences attended by drug monitors from all centers,
representatives of the German Federal Institute for Drugs
and Medical Products (Bundesinstitut fiir Arzneimittel und
Medizinprodukte, BfArM) and the Drug Commission of the
German Medical Association (Arzneimittelkommission der
deutschen Arzteschaft, AKdA) and drug safety experts from
the pharmaceutical industry. After a consensus is reached and
a probability rating is given to the adverse drug reaction, the
completed case descriptions are sent to the various authorities
as well as to the pharmaceutical companies involved. They
are also stored in the central surveillance database for further
analysis. Expert rating using the AMSP (and AMUP) criteria
was shown to be as reliable as the use of a formalized algo-
rithm during the earlier AMUP study.”

Data on drug use in all patients under AMSP surveillance
at the participating centers are regularly documented by
AMSP in order to estimate the frequency of an ADR occurring
with a certain drug. On 2 reference days per year, all drugs
and their dosages are recorded along with age, gender, and
diagnoses. In addition, the participating centers provide the
number of inpatients monitored per year as well as the mean
duration of inpatient treatment for all monitored patients;
both are broken down according to diagnostic groups.

AMSP assesses mainly ADRs occurring during inpatient
treatment. In addition, ADRs leading to hospitalization are
recorded. Both are explicitly documented.

Special Procedure of This Analysis

For this study, all cases of suicidal ideation or behavior
judged to be related to antidepressants as an ADR were ex-
tracted from the database covering the period from 1993 to
2008 and were analyzed along with background information
on demographic data and drug use in the patients under
surveillance.

Criteria for assessing suicidality as an ADR: suicidality
is a frequent illness-related feature of psychiatric inpatients.
It is often difficult to differentiate between drug-related and
illness-related events. The AMSP rates suicidality as an ADR
only if it is connected with treatment-emergent symptoms
that allow a judgment that the event is at least “possibly” drug
related, eg, agitation, psychosis, unusual change in behavior,
inner or motor restlessness. The unexpectedness of a suicidal
action alone is not sufficient to rate it as drug-related. Special
symptoms like emergent agitation have to be observed by the
staff or reported by the patient. In particular, the assessment
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Table 1. Classification of Applied Antidepressant Medication
(according to clinical convenience)

Classes of Antidepressant Medication Substance
Monoamine oxidase inhibitors Moclobemide
Tranylcypromine

Noradrenergic and specific serotonergic antidepressant Mirtazapine
Duloxetine
Venlafaxine
Citalopram
Escitalopram
Fluoxetine
Fluvoxamine
Paroxetine
Sertraline

Serotonin norepinephrine reuptake inhibitors

Selective serotonin reuptake inhibitors

Tricyclic antidepressants Amitriptyline
Clomipramine
Doxepin
Imipramine
Trimipramine
Other antidepressants Bupropion
Maprotiline
Mianserin
Nefazodone
Reboxetine

Trazodone

of ego-dystonic suicidal impulses, such as impulses experi-
enced by the patients as strange to them, is relevant; it relies
mostly on the explicit description by the patient concerned.
For this reason, causality assessment is particularly difficult
and often impossible in completed suicides, which are then
rated as “unassessable” Such cases are not included in the
present study.

While assigning probability ratings, researchers consid-
ered the possibility of an illness related event as an alternative
cause in all cases of suicidal ADRs; however, dependent on
the clinical features this was judged as less likely in the “prob-
able” cases and as more likely in the “possible” cases. All
cases of suicidal ADRs due to antidepressants were reas-
sessed by the AMSP leader team including the heads of the
regional and national AMSP groups in February 2009. These
were discussed until a consensus was reached.

It would have been desirable to assess all cases of suicidal
behavior irrespective of judgments on causality. However,
due to the limited means of the AMSP, this was not feasible;
even concerning completed suicides, only a few hospitals
systematically document all of them.

Classification of Substances
Antidepressant drugs were classified according to clinical
convenience (for details, see Table 1).

Data Evaluation

Data are presented as absolute numbers of ADRs and as
incidence rates related to the number of patients exposed.
The latter are estimated on the basis of data collected on
the reference days per year from every hospital bed un-
der surveillance and the absolute number of patients per
year. Adverse drug reaction incidence rates are presented
together with their confidence intervals. In view of the very
low rate of serious side effects combined with the high number
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of patients exposed, confidence intervals are calculated
according to the exact (asymmetric) method first described
by Clopper and Pearson.*® This method avoids the bias of
the commonly used approximation methods (for a discus-
sion of methods, see, eg, Engel et al?®). Statistical inference is
used as an exploratory technique, as the focus of the AMSP
project is the descriptive presentation of ADR data, not the
proof of hypotheses.

RESULTS

Demographic Characteristics
and Data on Drug Use of Patients

The AMSP project surveyed a total of 311,374 patients
at 85 hospitals between 1993 and 2008 (139,509 men and
171,865 women). Of these, 142,090 patients were treated
with antidepressant medication (63.2% were women). There
was no relevant difference in age, gender, and psychiatric
diagnoses between patients taking antidepressants who had
been surveyed by AMSP and those taking antidepressants
who had exhibited suicidal ADRs (see Table 2).

A detailed overview of antidepressant subgroup drug use
is given in Table 3. Approximately one-third (32%) of the
patients with antidepressant medication were also treated
with benzodiazepines.

Antidepressant use notably changed over time. Between
1993 and 2000, predominantly TCAs (51.2%) were given,
whereas between 2001 and 2008, TCAs were administered
less often (17.0%), and SSRIs (41.7%), noradrenergic and
specific serotonergic antidepressants (NaSSAs) (30.2%),
and serotonin norepinephrine reuptake inhibitors (SNRIs)
(22.3%) predominated.

Details of Suicidal ADRs

From 1993 to 2008, 33 patient episodes of suicidality were
observed, in which a relationship to antidepressant treatment
was considered possible or probable. Fourteen of these cases
occurred during the period 1993-2000 (53,042 antidepres-
sant patients, 0.026%) and 19 during the period 2001-2008
(88,011 antidepressant patients, 0.022%).

They included 12 episodes of suicidal ideation, 18 suicide
attempts, and 3 completed suicides (Table 4).

Fourteen events were assumed to have a probable,
and 19 to have a possible, relationship to the drug (here:
case-related, ie, 1 rating per case, Table 5).

Characteristics of Patients With Suicidal ADRs

The ages of the afflicted patients (male: n=11; female:
n=22) ranged between 19 and 77 years. In the group un-
der 26 years of age, there was 1 case with suicidal ADRs
(ie, a relative frequency of 0.0011%). The group older than
25 years included the remaining 32 cases of suicidal ADRs
(ie, a relative frequency of 0.024%). The majority of main
diagnoses (22 patients) were affective disorders (ICD-10: F3;
for an overview, see Table 2). Three patients had organic
brain damage. Prior suicide attempts were known in 8 pa-
tients. Approximately half of the patients with suicidal ADRs
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Table 2. Demographic Characteristics of Patients Who Developed ADRs in Comparison With All Surveyed Patients on

Antidepressant Treatment

Suicidal Suicide Completed All Patients All Patients With
Ideation Attempt Suicide With ADRs Antidepressant Medication
Characteristic (n=12) (n=18) (n=3) (n=33) (n=142,090)
Age,y
Average 44 51 68 50 49
Range 19-73 28-77 54-77 19-77 16-103
Gender, n
Male 3 7 1 11 (33%) 52,354 (37%)
Female 9 11 2 22 (67%) 89,736 (63%)
Clinical history of prior SA, n 2 5 1 8 (24%) unknown
Main diagnoses according to
ICD-10 [accessory diagnoses], n
F1 1[2] 02] 0 1 [4] (3%) 5,526 (4%)
F2 0 2 0 2 (6%) 20,474 (14%)
F3 6 [2] 13 3 22 2] (67%) 78,951 (56%)
F4 and F6 5(7] 2[1] 0 7 [8] (21%) 22,160 (16%)
Other 0 1 0 1(3%) 13,141 (9%)

Abbreviations: ADRs =adverse drug reactions; ICD-10=International Classification of Diseases, Tenth Revision; SA =suicide attempt.

Table 3. Data on Drug Use Under Surveillance of the AMSP
Between 1993 and 2008, Number of ADRs (suicidal ideation,
suicide attempts, or committed suicides) [and Number of
Suicidal ADRs in Which a Probable Relationship Was Assumed ]

All ADRs
[ADRs With Probable
Patients Monitored Causal Relationship]
Patients With Patients
Antidepressant Antidepressant With
Medication n Treatment, % n ADRs, %
All 142,090 100 33 100
MAOIs 3,436 2.4 2 6
NaSSAs 32,179 22.6 3 9
SNRIs 23,233 16.4 8 [3] 24
SSRIs 52,887 37.2 182[10] 55
TCAs 41,052 29.0 12 3
OADs 13,230 9.3 2 [1] 6
Antidepressants + 45,521 32.0 15 45
benzodiazepines
Amitriptyline 10,721 1
Bupropion 508 1
Citalopram 14,682 8 [4]
Clomipramine 5,155
Doxepin 11,261
Duloxetine 3,872 2 [1]
Escitalopram 11,931 1[1]
Fluoxetine 4,074 1
Fluvoxamine 3,549 2 [1]
Imipramine 1,049
Maprotiline 2,864
Mianserin 2,477
Mirtazapine 32,179 3
Moclobemide 1,839 2
Paroxetine 8,680 3[2]
Reboxetine 2,936 1[1]
Sertraline 10,067 3[2]
Trazodone 3,904
Trimipramine 9,834
Venlafaxine 19,401 6 [2]

*Two or more drugs were imputed: 2 antidepressants (1 case), 1
antidepressant + 1 other drug (1 case), 1 antidepressant+2 other drugs
(1 case).

Abbreviations: ADRs =adverse drug reactions,

AMSP = Arzneimittelsicherheit in der Psychiatrie, MAOIs = monoamine
oxidase inhibitors, NaSSAs =noradrenergic and specific serotonergic
antidepressants, OADs = other antidepressants, SNRIs = serotonin
norepinephrine reuptake inhibitors, SSRIs =selective serotonin reuptake
inhibitors, TCAs = tricyclic antidepressants.
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Table 4. Clinical Features in Connection With Suicidal Adverse
Drug Reactions®

Type of No.of  Ego-

Suicidality ~Cases Dystonia Impulsiveness Restlessness Psychosis

Suicidal 12 4 4 8 2
ideation

Suicide 18 6 5 13 1
attempt

Completed 3 e e 2
suicide

All cases 33 10 9 23 3

2More than 1 feature per patient possible.

experienced the first manifestation of psychiatric illness, and
about two-thirds were hospitalized for the first time.

Clinical Features During ADR

In the majority of patients (n=23, 69.7%) suicidal ADRs
were related to restlessness, 9 patients (27.2%) exhibited im-
pulsiveness, and 3 (9.1%) developed a psychosis. Ten patients
(30.3%) reported afterward that they had had an awkward
ego-dystonia, ie, they had experienced suicidal impulses as
strange to them (Table 4). Two of the patients who developed
psychotic symptomatology had organic brain damage.

In comparison, within the cases of severe nonsuicidal
psychic ADRs under antidepressant treatment (n=215,
toxic delirium not classified as psychic ADR), in 70 cases
(ie, only in 32.6%), severe restlessness was recorded. For this
symptom, the Fisher Exact Test comparing suicidal versus
nonsuicidal ADRs was significant (P<.001). For psychosis
(n=42 in nonsuicidal psychic ADRs, 19.5%), no signifi-
cant difference between suicidal and nonsuicidal psychic
ADRs was found. Ego-dystonia and impulsiveness were not
recorded as independent ADRs, ie, they were assessed only
in the context of other psychic ADRs.

Medication

Selective serotonin reuptake inhibitors were involved in
the majority of cases (n=18); the causal relationship was
considered to be probable in 10 episodes. Adverse drug
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Table 5. Medication and Likelihood of Causal Relationship With Respect to ADRs—AIl Cases [and Cases With

Probable Relationship]

Likelihood of

No. of Medication Co-Medication Causal Relationship

Type of Suicidality ~ Cases SSRIs SNRIs  All Other Antidepressants ~ Any Co-Medication  Benzodiazepines  Possible ~ Probable
Suicidal ideation 12 92 [5] 2 (2] 28 [1] 9 3 4 8
Suicide attempt 18 9 [5] 5[1] 40] 13 9 12 6
Completed suicide 3 0[0] 1[0] 2 [0] 3 3 3 0
All cases 33 182 [10] 8 [3] 82 [1] 25 15 19 14

*Two or more drugs were imputed: 2 antidepressants (1 case), 1 antidepressant+ 1 other drug (1 case), 1 antidepressant + 2 other drugs (1 case).
Abbreviations: ADRs =adverse drug reactions, SNRIs = serotonin norepinephrine reuptake inhibitors, SSRIs = selective serotonin reuptake inhibitors.

Table 6. Dosages (high/medium/low) at the Onset of Suicidal
Adverse Drug Reactions

Substance Group, No. of Cases

Dosage MAOIs  NaSSAs  SNRIs  SSRIs  TCAs  OADs
High 0 0 3 2 0 1
Medium 2 2 3 14 1 0
Low 0 1 2 2 0 1

Abbreviations: MAOIs = monoamine oxidase inhibitors,
NaSSAs = noradrenergic and specific serotonergic antidepressants,
OADs =other antidepressants, SNRIs = serotonin norepinephrine
reuptake inhibitors, SSRIs = selective serotonin reuptake inhibitors,
TCAs =tricyclic antidepressants.

Figure 1. Incidences? and Exact Asymmetric Confidence
Intervals® for Suicidal ADRs Related to Subgroups of
Antidepressant Drugs (possible and probable relationship)

0.154

0.104

: | '

T T T T T
NaSSAs SNRIs SSRIs TCAs OADs

Incidences of Suicidal ADRs, %

0.00 T
MAOIs

Subgroups of Antidepressant Drugs

*Marked with a diamond.

"Marked by the line at both sides of the diamond.

Abbreviations: ADRs =adverse drug reactions, MAOIs =monoamine
oxidase inhibitors, NaSSAs = noradrenergic and specific serotonergic
antidepressants, OADs = other antidepressants, SNRIs = serotonin
norepinephrine reuptake inhibitors, SSRIs =selective serotonin reuptake
inhibitors, TCAs = tricyclic antidepressants.

reactions were observed during treatment with SNRIs in 8
cases, 3 of which were considered to have a probable causal
relationship (see Tables 3 and 5).

The dosages of antidepressants at the onset of ADRs were
rated as low, medium, and high according to product infor-
mation. Adverse drug reactions occurred with SSRIs mostly
at medium dosages (in 14 out of 18 cases). For all other an-
tidepressants, medium dosages were found as frequently as
higher dosages (for details, see Table 6).

In one case, 2 antidepressants were considered to have
caused the ADR (SI9, see Table 7); in another case, 1 antide-
pressant and 1 antipsychotic drug (SA18); and in a further
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Figure 2. Incidences® and Exact Asymmetric Confidence
Intervals® for ADRs Related to Subgroups of Antidepressant
Drugs in Which the Likelihood of a Causal Relationship
Between Drug and ADR Assumed to be Probable

0.154

0.104

0.05+

Incidences of Suicidal ADRs, %

o

T T T T T
NaSSAs  SNRIs SSRIs TCAs OADs

0.004 L 4

T
MAOIs
Subgroups of Antidepressant Drugs

*Marked with a diamond.

Marked by the line at both sides of the diamond.

Abbreviations: ADRs =adverse drug reactions, MAOIs = monoamine
oxidase inhibitors, NaSSAs =noradrenergic and specific serotonergic
antidepressants, OADs = other antidepressants, SNRIs = serotonin
norepinephrine reuptake inhibitors, SSRIs =selective serotonin reuptake
inhibitors, TCAs = tricyclic antidepressants.

case, 1 antidepressant, 1 antipsychotic drug, and 1 benzo-
diazepine (S1). Monotherapy was administered in 8 cases
(24%), and a probable causal relationship was considered
in 4 of these cases (for details, see Table 7). In the total
population of antidepressant patients, only 8.2% were on
monotherapy.

At least 2 drugs in combination were administered in
25 cases. In 15 of these cases, benzodiazepines were given
(see Tables 3 and 7). The numbers of cases of ADRs with
the involved drugs and the corresponding data on drug use
are shown in Table 3.

Most ADRs occurred shortly after onset of the imputed
medication (12/33 cases within the first 7 days); in another
7 cases, the dosage of the imputed drug had been increased
during the week before the ADR (for details, see Table 7).

Figure 1 shows all incidences of suicidal ADRs (possible
and probable) for the antidepressant drug groups together
with their asymmetric exact confidence intervals (SSRIs: in-
cidence 0.034% [95% CI, 0.020-0.054]; SNRIs: 0.034% [95%
CI, 0.015-0.068]; NaSSAs: 0.009% [95% CI, 0.002-0.027];
TCAs: 0.002% [95% CI, 0.000-0.014]). Figure 2 gives the re-
sults only for relationships rated as probable (SSRIs: 0.019%
[95% CI,0.009-0.035]; SNRIs: 0.013% [95% CI, 0.003-0.038];

J-Clin Psychiatry 71:10, October2010



Suicidality as Rare Adverse Event of Antidepressants

(pomtuzgiiod) uoneordde
SUIXEJE[UIA 0} UOTJRIOLIIP 8 SI surdezeyamu
[eoturp jo uonefax reroduray saspnduur I 01 wedozerp
ND-1e3[ INq ‘SLIPI PUE UOTJEIPT [EPIJINS JAISILIJUI 4 S auaxrgjoxdiofyd
(8w 6p) surdezeyrmy [epDInS JudJe| ‘volsstwupeu) ¢ [ A 2 £8uons Kyorxue ‘ssaussapjsar rouu] g I S/ JUIXEJR[UIA veel I S LIS
Sunesdayursip
Jo Surpeay ‘Sunseapeoiq Jysnoyy
[ensnun jou ‘sisoypAsd ‘sooueqImistp 032 £ms Juraq
paonpur-§nip 10 YAV [Mun Jo uoryeapr ‘Sunyury) prouered 00% 0ST auriAydoay)
Kouarey 13uoT -afeuwrep Surseaour ‘$SaUSNOISU0D 00¥ 8 001 QUTXOIATY-T
surdezue|o urerqouedio:opeyysy ¢ I X LA A paopiosip ‘suopeundnpey ondg 7 (L€) S 0ST surenydS 7Tl OSkd 4 0S 9IS
2ALIp MO] Apjuauetzad
QUUT) UIES ) J& {SSAUAAISS2ITTe
Areuonippe ‘Sw ¥ 0 adesop jo
JUAWDURYU T23e Surseaour I 2 wedazero]
‘uoryeyIde ‘SSaUSSI[IST JOUUT :UIALS wl 00ST ajeoxdpea
wedaze1o] I 0 X ,r oL SeM QUTJOX0QRI Jo)je APierpowiu] ¢ I 7 2UNIX0qY veel 91 oF SIS
sunoxoxred jo afesop uorjesuds unys Suruing ‘vonippe
Tenrur ySy ‘Aypeproms xord ur suonjezipeyidsoy Aouafrours
OU I9AIMOY $J03JJ9 ATIEPIS JO ssaspnduurt 03 ut aa1§ 03 £jorxue
wredaze1o] [euonippe SSO[ ¢ IOI[IED P ¢ UMBIPYIM Surseaour £(35ayd UT JPSWIY qe)s
pue (Su o¢ 0) asea1dIP (8w ¢) surdezeymu yym 0 peswry Suey oy) s)ydnoyy
asop yym Juowasordwy  Jusunean) Surpasard opeyysty 1 0 X L, owo)shp-o3a oarsnnur A[Surseandu; T 09 Junaxored veed WIS IS
UOISSTWPE U0
uorjeyde yons ou Jnq 9959
9ATJePas JO SSO] < IAI[IBI P §
umeIpyim (Sur 0o1-52) (aeyur 3sa1y 1935e 4 07) 9 001-5C aurzeyaword
surwresdIuILn) )M Judueas) Aepoins ¢ uorjeide ssaussafisar 0¢ ST [ojoxdostiq  1'¢¢q
wedazer(q Surpavaxd :xopeyysuropqissog ¢ ST X Vs puE UOISU) JOUUT USPPNg T I 01 wexdopeydsy  0'Tpd COTd 4 6F IS
Ayreproms ¢ a[qereaqun
Aj3urseanour “erstyesye A[qrssod
UOTIOW dJeUId)[E PajejIde YIm
Bl AREIN I 7 X 2 ssaussapjsa1 JojowoydLsd pue souuy ¢ 1 0z wrexdopeyr) ¢0ol I 61 us
[o3soxdostur
0L 00T JoRUSJOPIP
0L 01 UjeISeAIole
0L 001 predIforesf4joe
0L L fofoxdosiq
YAV 210j2q MOPUIM 31} JO INO 0 ST [tadrurer
auoradppur ourfydinIoN uorssaxdop ojerppowr Aup 1§ X , , dum( 0y syydnoy aAtsnIyur UIPpng 7 1 0¢ wrexdorey) veed W €L 1S
,AwWodNQ SUOTJRIIPISUO)) zZ 9o = % = 5 & S2INJE,] [EDTUI]D) o evg WY UOTRIIPIN or 9o O > o
Sururaouo)) sajop [eradg ‘S9STIBY) AATJRUID)[Y 1O w £ m. ,ml 2 m S W uH m m s am ,W & m S ,ml W ks m
‘uauneal], jusanbasqng s10)oe] STy [erads = mn e 2 m g ,MG EF E £ W. g 2 g (_m\ E g =
5 E g 5 =5 £god e 52 =
& 5 % O a®g g8 o S 2
S 2 g & 25 2= - 2
£ I 2 N S
2 - ® = & ° @
2800¢ PU® €661

uaMPg JSIWV Y3 Jo due[[raaIng Suring sYJY pare[ay-Sni( A[qISsod Jsed] Je se pajey pue pajioday] a1\ Jey], UoIjeap] [epIding Jo saposidy [[V UO UOIJeULIOjU] [edIUI) "8/ d[qR],

1298

PSYCHIATRIST.COM

:10, October-2010

J-Clin Psychiatry 71



"0} Surped[ = < ‘papnpxa =X ‘pariodar= , :spoquukg
“umowun = n Jdura)je IpIoIMSs = Y§ D[eW = ]\ Q[eWd) = J OLIRIYIASJ 1P UT JIOYINPISPRIWUIUZIY = JSINV ‘UOTOBAI SNIP 3sIdAPe =YV SUONBIAIIGQY

"2SIMIdYJ0 pauonuaw APIor[dxa jou Ji ‘porrad jusunean Surmp Ajiepomns 1ayjany
OU :3WOINO DSIMIIIO pauonuaw AR1dxs jou J1 ‘panunuodstp sem Snip payndur Juawiess) Juanbasqng, 9qeqoid =7 S[qssod = [ :drysuone}a1 [esned Jo pooyrEI], ‘payndw sem 3nip ayj s33ed1pul Juoj plog,

10, October 2010

Stiibner et al

¥ 00S uoydoururejooe
4 0021 udjoxdnqr
0¢ ig urje)seAws
0¢ 001 ehoresiliooe €97
9¢ 0€¢ wedozemy  “6'094
Ayeproms (1) og 00€T unuadeqes  7/14
aurfydinrury ssams eposoypAsd ooy 1 ¢ X 2 Jo 1asuo Jurstidins pue uappns £19p I (8) ¥I 0S aurenIds  ‘rehd 0Skd A 68 CIIS
aouaunsqe Jo spotrad 1atpres
Surmp podreur ssaussa)sar (.01 JueM
Inq Iej 0s A)I[epIoms ou 1uop 1 ySnotre ‘dwmn( 0j a8m ue
£paAIasqo AyifepIoms 10 1995 T ‘mopursm uado ue 29s [J,)
SSIUSSIYIST OU ‘UIUNSq. sasndur pue syySnoy) [eproms 70T
wexdoeyr) josoposida Suimoroj Sutng ¢ 6 X Lr LroL QAISTLIJUI ‘SSAUSSI[IST JUINIULINU] I ¥ li% sugdxonpy  T'I¢d 00kd N €€ LIS
parepar
Snip Aqissod Ajuo uorjeapr UoTJBAPI [epIoINS Sursearour
[epoIns Inq YV 2qeqoid < Burpordxa, a1y 3[9§ 2ys asnesaq 154 STl wedozerof
‘SSUSSIYIST < JUIUINLAI) ‘puey] 19y UI pIey A[PWar)xd (8) 8¢ 01 surdezueo
juessaxdapnyue 0y drysuoryejor [eq & passaxd pue pajeye 67 0ST [opewer)
S[QRLIUSPI INOYIIM SYS K194 sBM JUDTIEJ "SSIUSSI[ISAI 67 1 asurdezeymu 09
[eroads uo e[ puejsedopup 1 T A 2 JOUUT PUB $SIUISUI) JUedIuSIg I #) sz 0z sunaxo(y ‘Pl TTed 4 €S OIS
(Buruoyeary) se jou
pue Jydtu oy Surmp £uo)
SUOT)RUION[[BY] JT)SNOL JO
saposida snoraard 9qzdxAD
Jo uonIquyuT e1a dunaxored £q
surfydinure Jo uoneNUIIU0D
wedazero] ewsed jo asearour (J1os19Y [ 03 JaY
pue [oprradofey jo :uonoeIaul dpunjodeuLeyd (19} pue 13y apeISap Jeyy sa10A 9 01 wopidjoz
UONIppE ‘PINUIU0D aqissod ‘afewrep ureiq aaneradur pue Sunuswos) I S o1 sunaxoxed
8w g surhdimrury owediosioNe YR 1 € X A suoneupn[[ey MSNOdY | 9% 05 suhdmruy 621 6Ted 4 66 6IS
uoIssIwpe
uo A)ifepoins ou ‘eruoyskp
fyepoms -08 ou Jnq 99939 2A1EP3S JO
JO UOTJBQI0EXd JNOYIIM SSO[ < IAI[IEd P 6 UMBIPYIM 6 R QuTX0IAT-1
QY Iaye Apoys wedazexo] pue surzesad ym ()01 008 surdazeureqied
JUIX0IAY)-1 Jo aZesop juaurjear) Surpaoaid aewrep Lypeproms oruoysdp 09 01€2 a)eJ[ns WNIY
Jo asearou] ‘wrexdofeysy urerqoruedio IOy ¢ N X , -0do aarsnnur pue Ajarxue Suiseanu] g ) 1¢ ST surxejeuds 0194 0Thd N 0€ IS
LAwWodNQ SUOTJRIIPISUO)) z 9 v F = 5 SaINJed,] [BITUI]D) o= oYY wUY UOTIEIIPAN O oF O > g
Suruzeouo)) sajoN [eradsg ‘59ST1B]) QATJRUI[Y 10 w m g ,mAJﬂ W ,m Qn_w WP wﬂ m 8 m Qm ,W & m un ,mAJﬂ W ks m
quawneai], juanbasqng $1030 STy [e102dsg o W. g 2 m e ,W m mn =B m,, o m Z /_W 58 < 2
228 % % g 25 BSe %S4 I
E E 2 & = S a2F z= SE-
§ 2 & g =& 2= S E g
gz 7 B g sg Ta S5 2.
153 =< = - E-1 QM 3} @
(¢
28002

pue 66T UMY JSWY Y3 JO ddUR[[LAING SuLing sYY PIte[ay-Sni(] A[qISSoq Jsea] Je St pajey pue pajioday 1) Jey], UOIJRIp] [epIdING Jo saposidr [[Y UO UOIJRWLIOJU] [RIIUI[) *(PINUIFU0D) 2 JqR],

J-Clin Psychiatry 71

PSYCHIATRIST:COM

1299



Suicidality as Rare Adverse Event of Antidepressants

(panuuod)

Qlowfue
Jypen Jued | Ayeuostad
Aw iy 1usaop I, :premisyje

Ie] 08 POJUIWIIO) JUSJEJ JUIM pUE (soom
SBAPI [EPIDINS OU ‘SSII)S JNIE wre[ozepIu Jo sja[qe)  pue (Sw 3811} 33 Ul
Ol Jnq IAT[ILI OUW G PULQSNY 00T) QUIWIEXOAN] JO SIA[qE} 0S souerduwooyews ¢;)
ULISUBIA Joypeap ssons [eposopphsg 1 0 X a / Joayeiur:y§ uoneyse Suiseanu] ¢ 9% 001 SUIUIEXOAN]] Ized 4 €S ¥vS
0 paydIMS
qInq yS31[ © Y], J[3] ‘SUOTIESUIS
Surpprad pey ‘snoArau 9sud)
K124 sem juarjed ounaxonp
*210§0q paoudLIadxd JO UOT)IPPE DTS SSIUSSI[ISI
I1aA9u peyy juanjed jey) suonesuas Sursearour paouarradxa pey oy
JTernoad fuorensiurwpe Jey) paquidsap juarjed aaje
SUTJIXONP PUE SSIUSSITIST JO ‘wredazelo] pue ‘ourdenanb 99¢ 001 surwexdrurny
surSinouref ourderonb drysuonyefar ferodwa) asopd Qurwrexdrun) jo ayejur 1aye (0€) 68 Sze surdenanb
uordordnq urxejeusp ‘syen) fyevosad onysisspIeN ¢ 4 A 2 snopsuodun punoj sem juaned 1y ¢ (0F) sS 0z1 aunaxon(y reed W 0SS €VS
Je
SYAV 0 9[qeIaunA a1 syySnory Suraey swr jou
urfydirure Sutmp snjoyoLsd syey [, :A[snoauejuods premiajye ¢ S/ woapidjoz
-prouered 1aje 'sapeddp 10§ PAIUAWIUIOD JUALIe] "qnIIeq ¢ ST IPIZeIY}0I0[YO0IPAY
[essTwsIp 1o)je SBAPI [PIOINS OU oUdLIdXD ur s1a1parey ¢ paoerd :y $¢ 01 [udrurer
SUJUOW dWIOS IPIOINS SIjewne) J9}Je 30UIISI[0pe “Butkp moqe syydnoyy aarsnyur ¢ 058 UTUIORW 7014
pentwwod durkidimuy urjdwepe spoms oy 1 9¢ A 2 , pue ssaussapysa Surseanduy g ¥ 0z wexdopeyr)  $89 Teed 4 8 TVS
Terrureyun Apyodwod
PaIaPISUOD ‘saduaLIddxa Jefrus
juanbasqns 10 snotaaxd oN
YAV 03 a0 JuduIea) “a)jouoLIeW © Y] S[23J ‘paynd
s18ojooeurreydorssd Suraq J1 se mopurm a1} Jo Jno
I9Y)INJ pasnjar juaried dum( 0y aspndur Keme uni o)
‘readdear jou pip UOTURUI ‘S)y3noy) [eproins
YAV P 7 10§ Judurjearn) uorjeue[dxa 2AjeUId) B ‘uorjesuaduwodap aalssazdap 75 I wedazero]
snonunuod Sun(g  oujng qensnun Yy jojesuoAe] 1 [ X ,r oL :swojduwiks aarsnjur uappng (&) 1% 07 wrexdopeyr) 6eedl 4 8T 1IVS
LAwWodNQ SUOTJBIIPISUOY) ‘SaSNE)) z 9 3 75 5 & S2INJEA [BIIUI]D) pav qu UOTJBIIPIAA! = o 3
Sutureouo) sajoN [eadg  aAneurAy IO SIOPRIYsRI[ePads 5§ 0§ & & B ¢ Suump afesop) =5 ] g ® =
Quaurjea1], juanbasqng = mn e g m wﬂ ,M May Supaary g = & < =
g o & ©° 5 g g JusURaI], e =
g 8 = % 8 B
g 2 W 2 & Jo uoneIng
§ 3 &
g8 = 2

(drysuone[y [esne)) JO pooyIRNIT | e

Jo Suruurdag o) Je aeso( A[req

sasouder(] oLeIYdAsq £1055200y

(01-@Or) stsouSerq drmerydAsq

1300

PSYCHIATRIST.COM

10, October-2010

8002 PU® £661
UM SNV Y3 Jo ddur[[roaIng Suung sYqy pare[oy-Sni( A[qIssod Isea] Je st pajey pue pajioday a1p Jey], s)AuI)Iy pIdIng Jo saposidy [[y U0 UOT)euwLIOfu] _me:u "qL 9qeL

J-Clin Psychiatry 71



Stiibner et al

(panuuod)
Jofoxdojouu
0t 001  dPIZETOIOOIPAY
0zT T /madoyded
Aypeproms ou VS 0} 02¢ 3 001 QUTXOIAT-T
Qururesdiwo Y)Lm UoTedIpIw Jo11d $SQUSS)SI J[QRIAPISUOD 02z S70 we[oznoiq
Joud uQ sed ay) ur ssauyyr paaIasqo Ajrure, ‘uonjezifeyidsoy 022 S wedazelo]
J0 351105 Surmp jusnbaiy 0} Surpeay (M ¢ ur sowr ¢) 02z 0S aurzeyjoword
UONBULIOJUT 19Y1INJ ON UONEIPI POMS NG VSON T X , UOEOIPAW UMOWNUN JO YEJUI S | (0) 81 09 weidoreyry 0794 Te€ed I 9% 8VS
juaunjear) juessardaprue jo auopordoz Jo $13[qe) 97 JO deuT
SSIUIATIOAJD JO e[ ‘UoIssardap 'YS “AI0WaW pue UOTRIUIIUOD
onoypAsd :aaneuIay JO SAOUBQINISIP ‘SUOTIESNOIL-J[3S
<a8uens, pay Juaned asnesaq pue J[m$ jo seaprt Kjarxue | 17 00S ajeIpAy [esoyd
Toptradorey jo uonppe paddogs sem aurfydinrure -sisotpAsd padofaaap juarjed ST 1 wedazelo]
‘panunuod wedoper) s uounean judnedinosotly 7 6 X A qwerdofeynd YIm JuowEA UQ | (s) 82 i% weadopey) ¢cted 4 W LVS
uorjeap!
[epromns 1otxd o 'ssapysar 104
sem J[os1ay 2z1ud0da1 J0U pIp
ays payrodar juaned ot aaje]
“djoy 10§ sToqUUATL A[TUIRY PaT[RD)
"QUI[RI}IAS JO SJ2[qe) (1 JO EIUT
‘¢ kep uo 1y ‘saspndut spIMS
Sunuawio) ‘punoxe Surppy
‘SSQUSSI[}SaI JOUUT AUI[LI}IAS
surxeje[uaa ‘wedazelo] I 1 X , 2 Sunreys 126 A[jerpow] g [ 0S JuIenIag veed 479 9VS
QU 0} PALINDI0 A[Uappns I
‘pIEMId)JE PIUIWWIOD JUJe]
“aurds [eo1A100 03 L1nfur ‘peay
) U0 SuoTjeIade] 7 paoudtradxy
“Yurs 3ty 03 [fem uonnred woiy
padum( Ajuappns :y§ ‘g Aep
uQ KI[epIoms pue ssaussaIsar 9 ¢ wedazero]
31 uodn jo€ 0) asindwr ou Jnq Surseanour ‘ounaxored L 0ST aurzeyjaword
suoptradsny  ‘uoneapt [epons andea Sunsixsard ,r L Suneys 1oy Adyerpaurtuy I 0z auraxoreq 0Thd W 7€ pSVS
,awon0 SUOTJEIIPISUOY) ‘SISNE)) S S2INJE [BIIUI]D) pyav > UOTJBIIPIN = o ®
Sururaouo)) sajoN [eads  2AnRUIA[Y 10 S10)0] STy [eradg ,mn 2 8 92 Surmp a8esop) “Ga S g 0 =
Quaurjea1], juanbasqng 2. m mJ ,M @AV Sutpasaig nﬂm (m\ & < =
m m m JUIW)RAIL],
4 o

£ ssauy Jo uoneIn(y | S

SUOTIeZITeITdSOF] JO 'ON | —
jdwrayy apromg Jotig | x

(drysuone[ay [esne)) JO POoyIRNIT | e

Jo uoneIng

Jo Suruurdag o) je aeso( A[req

sasouder(] oLIeIYdAsJ £1055200y

(01-@OI) stsouSerq drmerydssq

JSINV 2y} Jo ddue[[raaing Suung YAV pare[ay-Sni( A[qIssoq 15| Je se pajey pue pajroday a1ap ey ], sjdwally apIdIng Jo saposidy [[y U0 UOIJeULIOJU] [eITUI[) *(PINUIFU0D) q), A[qe],

2800¢C PUE €661 UaoMlag

:10, October 2010

J-Clin Psychiatry 71

PSYCHIATRIST:COM

1301



Suicidality as Rare Adverse Event of Antidepressants

(panuuod)
sse[3 uayoiq jo ada1d
© PUE JOALIPMAIOS B [JIM JIOSWITY
pawrey :y§ “durdezeyru jo
aurdezuejo ssans [erosoydAsd 0y pajejar y§ ayeIur Js11y 1a)je A[ajerpauru 4 4 uredaze1o]
Qurxeyeuaa ‘wedazero] yimoL uf 'ssans [eosoydhsd oy gz 9z A 2 $SOUSSI[ISAI pue UoNe)ISe dAIsSey | I I surdezeyiy reel W 9% €IVS
Jeswty [[H] 03 pajuem
21032121 pue Suryidue op oy
dlqeun pue paR0[q,, 3o} pey oY
Jey) premalge payiodar jusned
§sa1)s TerosoyAsd anoe “pue)s 199p Jj0 padum( ‘surrearog
pue ssauyyr aarssaxdap jdaooe Jo Sumno ‘uonemduerns
suoradur ‘wrexdopeyosy 0} AynouyIp ‘syen omsissoreN. [ n X ‘(umowun) sj2[qe) Jo MU :YS | ST 0¢ surdezeyy 7l W LS TIVS
$39[qe) UMOWUN
JO AYRIUL 1S *(SJUSWNd0p
M punore pagewrwnr)
$saUssaIsa1 JojowoydLsd
‘syySnoy) [epoing ;arowkue
1 puess Jued [, Sunjury
aATIESAU 9BAY JOUUI JO UOTJESUIS
“SSQUSSI)ST TUUT FUISLIIOUT 154 01 autdezue[o
surwrexdruny, ssans [ewosoyAsd oy 7 7 X Vs QUIUIBXOAN]] JO J9SUO 1Y [ ¥ 001 SUTUIEXOAN[] reed 4 vOT1VS
ISLIM pue
yoou ay ut 1y e Surqqel £q
J[esTay pauwey :y§ ‘wredazerof
AV 210J99 P § Jo uonyIppe 1oyye Juswasoidur
uonjearzdop wedaze10] Jo UOTEeNUIUOISI Juatsuer) AjuQ ‘wexdofein G- 1 wedazelo]
daays ‘wredazeroy *SUOTJESNIODE-J[3S ISUJUT JO JOSUO I3)Je SSIUSSI[IST S 9 auIZepLIory)
QUOPLIAASII ‘ULIdSURIIA ‘uonejide o1Ads UOISSTWPR UQ [ 0 X Vs Sunsrxoard payrew jo oseandu] [ w 07 weadopey) zeed A LL OTVS
o1uo)sAp-08a
109JJ9 ATJEPIS JO SSO se as[nduu [epIoIns paqrIdsap
<AV 10J2q P 0T UMBIPYIIM juanjed ‘PIEMISYY "SIOSSIDS UIIM
(Sur pg1) durkydrnrure SISLIM 91} JB SILIAIE SIY IND 0)
wedaze1o] jo uonppe M Juaunear) Surpadaid pan :ys wexdoyeyn Suruuidaq 71 00€ suoradppw
‘panunuod wexdoper) “UOISSIWUPE UO SSAUSSIISY ¢ N X Lr L) JI9)JB SSOUSSA[)SAI JAUUT 21943 [ S 0z weadopey) reed W 99 6YS
;W00 SUOTJLIIPISUOY) ‘SSNE)) Z 9 v 3y = 5 o S21M)La] [EDIUI]D) = paav > g UOTRIIPII = ¥ o > ]
Sururaouo)) sajoN [eads  aATRUIDY JO SI0}0B, STy [edads w s m. ,W 2 ,m K & Suump aSesop) = zml Sg uAU.r ml ks W.m
Quaweai], juanbasqng Tz 2 g g z ,M 2 yavSupmaug 3 o = g g g = 2
g 2 & © 5 & & 2 JusUIRaI], ” g T =
= R s 2 2 = R T o
E = 2 2 8 = Jo uoneIng e < =
§ 8 & & = = 9
2 % 3 Z = g 3
R £ 5 5 2
@ 7 & g =
=% g 5 O
= 5 %Q o
15} 5 =) ]
2 & g 3
g E &
dﬂ. I

1302

PSYCHIATRIST.COM

10, October-2010

2800C PUT £661 U2oMm)ag
JSIWV 2y} Jo ddur[[raaing Suuing YAV paIe[ey-8ni( A[qIssoq 5] Je se pajey] pue pajioday] 21ap) Jey ], s3dwally apIding Jo saposidy [[y U0 UojeuLIoju] [ed1ul[) *(Panurjuod) qy, dqe],

J-Clin Psychiatry 71



Stiibner et al

"0} Surpea[ = < ‘papnpxa =X ‘pariodar= , :spoquukg

‘umowun =n 9duws)je SpIOIMS = Y Qe = JA O[ewdf = ] .o_bm_au%m J9P UT JIUIYDIS[PNTWIAUZIY = JSINV ‘UOTIORaX msbu SIAPE =YV :SUONRIAIQQY

“(g¢[® 39 19p9D) 310da1 3581 PAYSIqN,, “ISIMIdYI0 pauonudw ARIodxa Jou j1 ‘porsad Juawriesn SuLmp A[eproms 19y}mny

OU :2WO2INO BSIMIAYIO pauonuawr ARIo1dxa Jou I ‘panunuodstp sem Snip payndwr :usunesny jusnbasqng, -3[qeqord =g a[qissod = 1 :drysuoryefax resnes jo pooyrayr, "pamnduwr sem Snip ay) s33ed1pul U0y plog,

prouosunyred ‘eIsryjeNe a[qIssoq

‘prem paso[d 0] Iajsuel) juaisuery

< Kyepmoms anoe quawjean

JO 3SIN0D UT 9IM] $IOTABYDq 67 1 wredaze1o]
UMOWUN JUSWJaT) Surm(ur-jpas pue swoydwks sarmyoedy apdnnur Kinfur or ¥ uaprradiq
onerydAsd 1ayyimy aATssa1dap 212435 1M sTsoTIAsd [BIQ21200TURID 212435 d[0d 87 00T aurdenenb
‘Teadsoy rearpawr wnyredjsod e jo juswdofasdp 1amod jjo padun( :yg 'ys 0 1 8T S surdezuejo
urjudwedn) y§ 0y (YAV Aopqow ) ALAIPPIOYY T 0 X Vs Jouxd Aypidir s3ap ut ssaussapsay [ 9)8 STt JUIXBJB[UIA Issd 4 v 8IVS
ured 03 anp paddoss pasioy
VS a[8uens oy patx O1e ) 0)
a1030q p G agesop jo asearour Inq Juam Juared 1y uren) e jo Juoxy
WO M “S[99M [BIAADS J0J JUIXBIR[UIA ut Jjos1ay Moy} 0} asindur 6 ¢ wedaze1o]
JUAUIBAI) [BUOTIPPE “uorssaxdap 219435 Jo sapostda uappns “pex Kemrer e Jurssoxd 11 01 surdezuejo
{PANUNIUOD JUIXBJR[UIA [eroass andsop ygtoudoN T 77 X , a[Iym :sjynotp) [epoms Surpadard [ (S) 18 SLE SUIXEJR[UIA I'sed 4 8¢ LIVS
J1 urepdxa
jou p[nod Jpas1ay 10§ Surstrdins
JudUIeaI) VS 210J2q Ajoyerpauruut sem :premIaye pajiodar juaneq
o18oooeurreydoypAsd Pa1eqIa0EXd $521)8 [R120S0YASd “JSLIM Y} J& SALId)IE JND pue
J9YINJ ON 210J9Q UOIJEIPI [BPOINS 104N [ 0 X ,r oL (umowun) s}2[qe) Jo MU :YS | Al 9 SUIXEJR[UIA vl 4 8% 9IVS
[eMeIpYIM
19938 Surystuey ‘sjydnoy SSUSSI[ISAI
[epioms ou Inq ‘erroydsAp pue Sursearour Surmp uonuayur
ssaussa)sa ‘urede qopriadorey [EPIOINS YILM IIM JLIOI]2 IND
[EUOLIPPE PUE IPIIIGO[IOW pue jopno 1omod pa[quuassesip
M a3udf[eydaI I9pUN VS 19Je] P T (7) 99pno Tamod
0} anp uorssTwIpe AJ[epnIns ur JoSuey-Je0d P[qUIASSESIP
Sunsixaaiq Juessardaprue nd }99yspaq Jom UO J[oswIy
JO SSAUDATIOIJD JO YoB[ paoed (1) :ys apruaqopour Tl
[opuradofey vorssardop onoypAsd azosag ¢ o A Vs JO JOSUO 19)Je SSAUSSAISNY | S 00€ IPIWAQOPON  ‘TOId €761 W 85  SIVS
$SUSNOIISUOD JO SSO] OU
“pau sty punoxe paserd Sutns 06 00 QIX023[9d
uoIsstpe 0) paf Seq ® pue peay s1yj 1240 paynd Seq 06 9 [dnues/opruejond
onserd e Sursn yg Joud (Swr ¢ onserd e yym punog sem juaned N6 -6 uredazeroy
wedazerp uonippe < wedazeoy) sourdazerpozuaq 1S "UOIIBALJOR PUE SSAUSSIISal 01 S'L auopidoz
ur ‘panunjuod durdezelarpy jouonpnparioury I I A Vs ourdeze)aru jo Josuo LYY | M6 IS % surdezeyrpy el W ¥ FIVS
,AWoANQ SUOTJLIIPISUOY) ‘SISNE)) Z 9o ¥ 3 2 5 o $21M)ea [EJIUI]D) = p(aav > UOTJRIIPIA] = 3 O > o
Sururaouo)) sajoN [eads  2AIRUIAN[Y 10 S10)0 STy [erads w £ m. ,mn 2 m K & Suump a8esop) = ,ml Sa ,ml ml ks m
Quaurjea1], juanbasqng rHJ g 2 2. m mJ ,M 2 yay Supaaig w o m g =y & < =
g 2 8 “ 35 & & 2 JuaweaI], * 2 s &
S, & & @ o =3 o =) I o
S & ® = Jo uonein(y © < =
e 5 % o =3 s B
g 2 & & = SR
£ ¢ 3 g g & 2
g < 2 £ g = g
@ z @, g =
Iy 2] =3 aQ
£ =} 9 o
3 E s y
z R 2 3
= e g
= -

2800¢C PUE €661 UaoMlag

JSINV 2y} Jo ddue[[raaing Suung YAV pare[ay-Sni( A[qIssoq 5] Je se pajey pue pajioday a1ap ey ], sjdwally apIdIng Jo saposidy [[y UO UOIJeuLIoju] [edIUl[) *(PINUIzuod) qy, Aqe],

:10, October 2010

J-Clin Psychiatry 71

PSYCHIATRIST:COM

1303



Suicidality as Rare Adverse Event of Antidepressants

"papnpoxad =X ‘pajrodar= , :sjoquisg
‘umowyun = n Jdura)je IpIoIns = y'§ Dpew = [\ Q[ewd) =] OLIBIYOASJ IO UT JIAYIYDIS[PPIWIUZIY = JSINY UOT)OeaI SNIP 3SI9APE =YV SUOIBIAIqQY
-d1qissod = 1 :digsuone[a1 [esned jo pooyINI], "paIndwr sem SnIp 3y} $33eIIPUI JUOJ P[OY,

apIoINS 210Joq SUISLAIOUT QUIXEJR[UAA JO YV

S U225 $SAUSS)sY "uonezieyidsoy e Surmp

OS[e IAT[Ied £ T IPIDINS PIPIUWWOD IY)OUL
RUIOUTDIL) BUILIBUI :SI0}DJ YSLI [EUONIPPY

u01ss21dap J1UOIYY 9Ins0dxXa IpIWaqO[IOU

Jos10y paduey juanjed
AV 03 1011d SAep [BIAIS SSAUSSIISAY JuUUIILAT) L1 SL0 wedaze1o]
Surmp poowr jo uorjeIoTAUIE JUBDYIUSIS JNOYIIM 01 S aurdezue[o
T 8 X S ALIP JO UOIRIOTPUIY “UOISSIUPE UO UOISSaXdap 210495 | 1) L1 0ST QUIXEJR[UIA Fred 4 ¥S €S

I972] P 1T 9PIDINS PANIWILOD

Juatyed "apruwaqopow utede paqudsaid souonnoeld
[e1ouaD) “a31eydsIp pue Juatasoidu ‘wredazelo] A[uo
“uessa1dapr)ue JNOYIIM JUSWIILAI], "UOISSTUWUPE U0

Sunmp yg pue uorjeyiSe Lpeaife apims uoneydy ‘uonezifeyidsoy oy Surpeay (¥o2u 12y punore APIZEIJ0IO[YPOIPAY
pa1a[dwod a10§og *(YAV 210Joq YoM anm ind juaned) y§ pue uoneyde Apuanbasqng or <7 /opLIO[IUIE
Sur ¢ 03 a10§0q $y9am ¢ Sw ¢ wWoIy padNpar) *SY93M ¢ 0] SPIWIQO[IOU YHM Judujeary JuonedinQ (¢) 65 50 wedaze1o]
wedozeIo] Jo uononpar :dULAIPIIOUNW J) [ 0T A 7834 10§ poour 9AISSaIdIp :JUGAD [€JR] 0} JOLIJ [ It 00€ IPIURGOPOIN resd 4 €L0TS
urxoy3ip
wredazexo 0} LI [ 10U ST ST, au £00 proe orgforesijeoe
uorear [eorxopered aqissod e Kpaneura)y 2JIM “210J2q A)ifepioms ou jnq ‘uorssardap 21243s Jo 71 001  9PIZEIYI0IO[YdOIPAY
“BSIOA ADTA PUE dUIZBWOIdIWOA] JO [2AI] $aposida [e12AS "IALI  JO 210YS 3y} U0 23p1iq ySiy 41 G'L¥ /[ojoxdojour
ewse[d ay) paseandur aaey Lew uordordng w ([ & Jjo padun( durzewordawoaa] jo uonrppe pue 1 ¥ 0S surzewoxdawroaay
“eIstyexye 03 anp A[qrssod aurzewordauroaay uredazexo jo afesop 1oySiy 03 Surpes| ‘vordordnq I () s¥ 0pl uredazexo
Jo uonIppe 10)je ssaussapysar Suiseardu; g X Vs Jo a3esop Sursearour yym ssaussapisar Sundueyuy | (S) 11 00€ uordoxdng veel W 4L 1S
SUOT)eIIPISUO)) z o ® Y = oo S2IN)e3 [EDIUI]D) = paav > O UOTJeIIPI = T O > T
598NB)) JAJRUIY 1O S10J08,] STy [eroads w m m. ,mn W ,m K- & Jo SuruuSaq uﬂu ,W @ g ,ml W ke W
- o = = - T «
= ¢ 8 2z g g opwafwop 5T S¢ § & %R
2 o % 8 & 3 2 ouonernp)  °% 2 R -
g 2 a 2 3 B Jo uonemp i 5 02
= = 6 2 5 j=t S s < =}
g E 2 ¢ 5 & yavSupoag ¢ z ¥
5 m z ] JUSIIEAI], 1mr, ml RCl
= &£ 5 g g2 9
m Z 2 W Jo uonjeIn(y W =3 &
[ aq g —
& E & B
=} m =} T
2 LS 2 S
=8 =1 2 =
= s
#800¢ PU® €661

UMY JSIWV Y3 Jo due[[roaIng Suung sy pare[ay-sni( A[qIssod Jsed] Je se pajey pue pajioday] a1dp) Jey ], sapIdIng pajajdwo)) Jo saposidy [[V UO UOTJRULIOU] [eITUID) 2, d[qR],

1304

PSYCHIATRIST.COM

:10, October-2010

J-Clin Psychiatry 71



Stiibner et al

NaSSAs: 0.000% [95% CI, 0.000-0.011]; TCAs: 0.000%
[95% CI, 0.000-0.009]). Both figures indicate a higher in-
cidence of suicidal ADRs for SSRIs and SNRIs compared to
NaSSAs and TCAs.

Only 1 patient used drugs from 2 antidepressive drug
groups (SI9). For a pragmatic statistical treatment, we fo-
cused on those 32 patients who used only antidepressant
substances categorized in 1 group of drugs and, accordingly,
restricted the number of patients in the comparison group
to those who used only antidepressive drugs from 1 of the
groups. A simple 2-way table shows a significant imbalance
of the drug groups, regardless of whether only the cases with
a probable causal relationship (likelihood based P=.003)
or all cases (likelihood based P=.0001) were considered.
Selective serotonin reuptake inhibitors and SNRIs were more
often imputed than TCAs and NaSSAs.

Table 7 gives detailed information on the individual cases,
including clinical features, medication, causal relationship
between ADRs and the drugs used, subsequent treatment,
and outcome.

DISCUSSION

Thirty-three of the 142,090 patients taking antidepres-
sant medication exhibited suicidal behavior as an ADR to
antidepressants. Fourteen of these incidents were judged to
be probably related to drug use. Restlessness was the most
frequently observed clinical feature among the ADR symp-
toms in our cases. Furthermore, some patients explicitly
reported impulsiveness and ego-dystonia. Only 8 of the 33
patients had a history of previous suicide attempts. Selec-
tive serotonin reuptake inhibitors and SNRIs were the most
frequently imputed classes of antidepressant drugs.

In general, it is difficult to discriminate between suicidality
as a symptom of the primary disorder and as a drug-induced
event. Suicidality is known to be a complication of depression
and is mentioned in the ICD-10*' as well as in the Diagnostic
and Statistical Manual of Mental Disorders, Fourth Edition*?
criteria. Thus, in general, one cannot assume a definite causal
relationship between suicidal ADRs and drug treatment. In
cases of completed suicide, it is even difficult to make a pos-
sible rating, since there is often a deficiency of information
on the period immediately preceding the event, and it is no
longer possible to ask the patient.

The analysis of ADRs in the international AMSP project
is based on repeated and detailed assessments by experts,
including the consideration of all clinical and differential
diagnosis information.?® The separation of probable from
possible events is somewhat debatable as it has to rely more
on subjective information than other areas of ADR assess-
ment. Therefore, it is worth noting that the observed trends
in relative frequencies of different AD groups are similar for
all cases and those rated as probable.

The majority of our sample of patients with suicidal
ADRs was women. This corresponds to the gender distri-
bution of all inpatients treated with antidepressants in the
AMSP project (in the analyzed period of 1993-2008). The
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distribution of diagnoses was also comparable. We were
unable in our sample to investigate the association between
the occurrence of ADRs and younger age, as was reported
in the literature,"*""*3 because the AMSP project includes
only adult psychiatric inpatients (with a higher proportion
of gerontopsychiatric patients). Our study observed only 1
case in the group under 26 years of age.

The notion that antidepressant drugs might facilitate
suicidal events was discussed earlier, eg, within the AMUP
project, which preceded the AMSP project.® Enhancement
of drive before ameliorating mood and also triggering of
psychosis were considered possible risk factors for suicid-
ality during treatment with first-generation antidepressant
drugs.® These results referred mainly to activating TCAs.
In the meantime predominantly sedative TCAs are used,
due to the fact that SSRIs and SNRIs are preferred as drive-
enhancing drugs.

Increased impulsiveness was first reported for fluoxe-
tine,>** and subsequently also for other SSRIs (for review
see Healy et al*®). Because SSRIs are administered to treat
disorders with deficits of impulse control, this raises the
issue of a paradoxical effect. Similarly, an enhancement and
disinhibition of libido have been observed in single patients
taking SSRIs,*® whereas a loss of libido is considered a com-
mon adverse effect.

Motor restlessness, which resembles akathisia, was seen
in several patients with suicidal ADRs in our study. SSRIs
and other antidepressants have been reported to possibly
trigger an akathisic state, thus increasing vulnerability to
suicidality.>> Moreover, akathisia has been considered a risk
factor for suicidality.>2*37

Suicidality was judged as an ADR only, if it was con-
nected with relevant treatment-emergent symptoms. Severe
restlessness occurred more frequently in connection with
suicidal than with nonsuicidal psychic ADRs, which was
not the case for psychosis. Comparisons of the frequency
of the symptoms ego-dystonia and impulsiveness between
suicidal and nonsuicidal psychic ADR cases were not ana-
lyzed here, since these symptoms have been assessed only
in the context of other ADRs. To confirm a possible relation
between the symptoms described (restlessness, ego-dystonia,
impulsiveness) and suicidal ADRs, further investigations are
necessary.

As regards current drug use, we observed suicidal ADRs
mainly in patients taking SSRIs and SNRIs in our study. To
the best of our knowledge, SNRIs have not yet been focused
on in this context. The main imputed serotonergic medi-
cation (SSRIs, SNRIs) and the clinical features described
(impulsiveness, inner and motor restlessness) suggests an
involvement of the serotonergic system in suicidal ADRs.*
However, other mechanisms may be also relevant; 1 case
of suicidal ideation was observed with reboxetine (case
number SI5).

The discrepancy between the results of our study and
those of the RCTs or meta-analyses of RCTs is due to meth-
odological differences. Random controlled trials on the one
hand have in general the tendency to exclude patients with

J-Clin Psychiatry 71:10, October2010



emergent suicidality. On the other hand, RCTs count all
events of suicidality during antidepressant treatment irre-
spective of causality considerations whereas AMSP counts
only cases with at least some evidence for the drug involve-
ment. Furthermore, our study refers only to inpatients.

An inspection of the case reports revealed a larger pro-
portion of monotherapy among patients with suicidal ADRs
in comparison to the total population. In general, polyphar-
macy is a known risk factor for ADRs and was explicitly
assumed, eg, in case SI9. It is striking that there was a higher
proportion of co-medication with benzodiazepines in the
suicidal ADR cases (15 of 33 cases, ie, 45% compared to 32%
of the total population). Benzodiazepines are commonly
prescribed with antidepressants (in almost one-third of all
antidepressant patients) as can be seen in the data on drug
use. It could be argued that benzodiazepines play a role in
the disinhibition of impulses contributing to suicidal be-
havior. On the other hand, benzodiazepines may have been
used in the treatment of more severely ill patients, who later
developed suicidal ADRs. In contrast to the imputed anti-
depressants, benzodiazepines were successfully continued
in most of the 15 cases and introduced for treatment of the
ADR in other cases. In their assessment of single cases, the
experts did not include benzodiazepines except in 1 case in
which oxazepam was imputed (case number S1).

The results have to be interpreted with the AMSP
method in mind. The outstanding advantage of this sur-
veillance system is the detailed analysis of single cases.
This allows precise assessment of all factors contributing to
ADRs. Furthermore, the observed ADRs can be related to
the rate of drug use in the participating centers. A general
limitation of the method, however, is that ADRs are prob-
ably underreported, especially behavioral ADRs, which may
go unrecognized. Another general problem in the analy-
sis of ADRs is that the more frequent reports of ADRs in
connection with newer substances may bias the findings.
Furthermore, the increasing public debate on suicidality
during treatment with SSRIs might influence awareness
and lead to selective observation and reporting. However,
in our study, no increase in the number of reports in the
more recent observation period was found. We also regis-
tered suicidal ADRs during treatment with other drugs, eg,
moclobemide and reboxetine.

The advantages and shortcomings of the AMSP
approach have to be compared with those of other methods
of ADR assessments such as controlled trials, cohort stud-
ies, or case control studies.”® The AMSP method assumes
a distinct position within drug surveillance systems due to
the following features. It allows a detailed analysis of single
cases, the possibility of relating observed ADRs to data on
actual drug use, and the comparison of ADR data for dif-
ferent compounds within the same population.

CONCLUSION

The large data set of AMSP supports the view that
antidepressant-triggered suicidality (primarily by SSRIs

J-Clin Psychiatry 71:10, October-2010
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and SNRIs) is rare; however, it is a very serious ADR. It is
important to be aware of suicidal ideation and behavior as an
at least possible adverse reaction to antidepressant treatment.
The following clinical symptoms were frequently observed
in patients who have been judged to exhibit suicidal ADRs:
restlessness, ego-dystonia, and/or impulsiveness. Whether
there is an actual connection between these characteristics
and suicidal ADRs should be examined in further studies.
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