
Background
Children and adolescents prescribed antidepressant 
medication, most notably selective serotonin reuptake 
inhibitors (SSRIs), are at an increased risk of suicidal 
ideation (SI) and suicide attempt (SA) (Hetrick, Merry, 
McKenzie, Sindahl, & Proctor, 2007). Although it is good 
practice to collect and report suicide-related outcomes 
(SROs) in trials involving SSRIs, there is a large variation 
in the type of data reported and the scales used to assess 
such outcomes. 

Objectives
To synthesise and describe the most common 
scales used to measure SROs in children and 
adolescents prescribed SSRIs. Difficulties 
in separating suicidal ideation and suicide 
attempt for the purposes of meta-analyses 
in Cochrane reviews will be highlighted. 

Methods
The Cochrane Library was searched in August 2012 
using the following search terms: (child* OR adolesc* OR 
youth) AND (antidepressant OR SSRI OR medication OR 
serotonin*), all in Title, Abstract or Keywords. Reviews 
that aimed to include children and adolescents up to the 
age of 18 years as participants, and SSRIs as a treatment 
intervention were eligible for inclusion. There were no 
exclusions placed on type of disorder.  Where a protocol 
for a review was retrieved, authors were contacted in 
order to ascertain eligibility for inclusion and additional 
data where applicable.
In stage one, one author (GC) screened all retrieved 
reviews for possible inclusion based on title and abstract; 
unsuitable articles were excluded at this point. In stage 2, 
two authors (GC and SH) screened all remaining reviews 
for possible inclusion. 

Results
The search retrieved 72 reviews. Of these, 61 were 
excluded based on title and abstract. Sixteen reviews 
were excluded on the basis of age (where it was specified 
that participants were above 18 years of age), 15 on the 
basis of medication type (not including an SSRI) and 30 
as they included either psychological or psychosocial 
interventions only.  Eleven studies were eligible for 
inclusion (Cox, Callahan, et al., In Press; Cox, Fisher, et 
al., In Press; Hetrick, McKenzie, Cox, Simmons, & Merry, 
In Press; Hetrick, Purcell, Garner, & Parslow, 2010; Ipser, 
Stein, Hawkridge, & Hoppe, 2009; Kaminski, Kamper, 
Thaler, Chapman, & Gartlehner, 2011; Kapczinski, Silva 
de Lima, dos Santos Souza, Batista Miralha da Cunha, 
& Schmitt, 2003; Koch, Glazenborg, Uyttenboogaart, 
Mostert, & De Keyser, 2011; Oliveira, Conti, Saconato, & 
Prado, 2009; Stein, Ipser, & van Balkom, 2000; Williams, 
Wheeler, Silove, & Hazell, 2010).
See table 1 for characteristics of included studies.
Four reviews included SROs as either the Primary or 
Secondary Outcomes of the review (Cox, Callahan, et al., 
In Press; Cox, Fisher, et al., In Press; Hetrick et al., In Press; 
Hetrick et al., 2010). Two additional studies specifically 
stated that SROs were being collected as part of adverse 
events of treatment (Ipser et al., 2009; Koch et al., 2011), 
and one study reported a SRO despite not stating it as an 
outcome of the review (Williams et al., 2010). A wide variety 
of measures were used to collect SROs within individual 
trials. See table 2 for scales used to collect data SROs.
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Conclusions
Despite the documented risk of SROs in 
children and adolescents prescribed SSRIs, 
many reviews involving these participants 
and treatment do not specify SROs as a 
primary or secondary outcome measure. 
However, in some cases, adverse effects of 
medications are included as outcomes and 
it is unclear whether SROs might be included 
as part of these if they were present.  
For reviews that have included SROs 
as outcomes, it is clear that a variety of 
measures are currently being used to 
assess both SI, SA and completed suicide. 
When embarking on a review where 
these outcomes are of interest to readers/
stakeholders, authors should clearly present  
what types of SROs will be collected, 
how they will be defined, what reliable 
and validated scales will be accepted for 
outcomes, and how they will be combined in 
meta-analysis. Furthermore, it is important 
to establish whether trials considered SROs 
as primary or secondary outcomes, or as 
adverse events of treatment only. 

Review Primary disorder 
being assessed Broad inclusion criteria for participants Suicide-related outcomes (SROs) included?

Cox, Fisher, 
et al. 
(In press) 

Depressive 
Disorders

Children and adolescents (<18 years) diagnosed 
with MDD or DD by a clinician using a diagnostic 
system DSM-IV TR (APA, 2000) or ICD-10 (WHO, 
2007).

Yes. Primary outcome: Suicidal Ideation (SI) and Suicide 
Attempt (SA).

Cox, Callahan, 
et al. 
(In press)

Depressive 
Disorders

Children (6 to 12 years) and adolescents (13 to 
18 years) with a primary diagnosis of depressive 
disorder, diagnosed by a clinician using DSM or ICD 
categories (APA, 2000; WHO, 2007)

Yes. Primary outcome: SRO as part of AEs. Secondary 
outcome: SROs considered as both dichotomous and 
continuous outcomes. For dichotomous outcome, number 
of participants with SI, as measured on a standardised, 
validated reliable scale such as the SIQ-JR was extracted. 
For continuous outcome, SI measured on a standardised, 
validated measure such as the SIQ-JR also extracted.

Hetrick, et al. 
(In press) 

Depressive 
Disorders

Children and adolescents aged 6-18 years old, 
both in and outpatients, who were diagnosed by 
a clinician and met DSM (APA, 2000) or ICD (WHO, 
2007) criteria for a primary diagnosis of depressive 
disorder.

Yes. Primary outcome: suicide completion. Secondary 
outcome: SRO data considered as dichotomous data based 
on the definitions used in the FDA review using the Columbia 
Classification system (Hammad, 2004) were chosen in the 
first instance, and if not available data that was equivalent 
was collected. In addition, data were collected on SI as a 
continuous outcome where a standardised, validated and 
reliable rating scale was used.

Hetrick et al. 
(2010) 

Post Traumatic 
Stress Disorder 
(PTSD)

Patients of any age or gender with a primary 
diagnosis of PTSD, diagnosed by a clinician using a 
structured or semi structured interview based on 
DSM (APA 1994) or ICD (WHO 1992).

Yes. Secondary outcome: SI- as a continuous outcome where 
valid and reliable scales. SA –dichotomous as represented by 
number of events

Ipser et al. 
(2009a) 

Anxiety Disorders All studies of children and/or adolescents diagnosed 
with anxiety disorders according to DSM-III (APA 
1980), DSM-III-R (APA 1987) and DSM-IV (APA 1994) 
diagnostic criteria.

Yes. Secondary outcome: Reported as part of AEs of 
treatment.

Ipser (2009b) Body Dysmorphic 
Disorder (BDD)

All participants diagnosed with BDD according to 
the criteria of the Diagnostic and Statistical Manual 
(DSM-III-R (APA 1987) or DSM-IV (APA 1994)), or the 
International Classification of Diseases (ICD-9 (WHO 
1975) or ICD-10 (WHO 1992).

Not specified as an outcome.

Kaminski et al. 
(2011) 

Abdominal pain-
related functional 
gastrointestinal 
disorders (AP-FGID)

Children and adolescents with AP-FGIDs as defined 
by the Rome criteria.

Not specified as an outcome.

Kapczinski et 
al. (2003)

Generalized Anxiety 
Disorder

People with a diagnosis of generalized anxiety 
disorder. No age limits applied

Not specified as an outcome.

Koch et al. 
(2011) 

Depression in 
Multiple Sclerosis

Children and adults with a diagnosis of definite MS 
according to the Poser (Poser 1983) or McDonald 
(McDonald 2001) diagnostic criteria, who suffer 
from depression.

Yes. Secondary Outcome: Suicide and suicidality specified as 
part of AEs of treatment.

Prinhsheim 
(2011)

Attention Deficit 
Disorders in 
children with co-
morbid tic disorder

Children aged 18 years or younger with a clinical 
diagnosis of ADHD and a chronic tic disorder.

Not specified as an outcome.

Oliveira et al. 
(2009) 

Kleine-Levin 
Syndrome (KLS)

Children and adults who met the established clinical 
criteria for KLS

Not specified as an outcome.

Stein et al. 
(2000)

Social Anxiety 
Disorder (SAnD)

Study participants with a diagnosis of SAnD as 
defined by the trial authors. No age limits were 
applied.

Not specified as an outcome.

Williams et al. 
(2010)

Autism Spectrum 
Disorder (ASD)

Individuals with a diagnosis of an ASD defined using 
DSM-IV or ICD-10 or equivalent as a PDD. No age 
limits were applied.

Not specified as an outcome.

Scale Description Dichotomous or continuous 
measure

Included in 
reviews

Beck Scale for Suicidal Ideation 
(BSSI; Beck, Kovacs, & Weissman, 
1979)

19 item semi-structured clinician interview assessing SI. 
Validated for use in adolescents.

Continuous Cox, Callahan 
et al (In 
press)

Question 13 from the Children’s 
Depression Rating Scale-Revised 
(CDRS-R; Poznanski & Mokros, 
1996)

CDRS-R is a clinician-rated scale; item 13 measures severity of SI 
in children and adolescents on a seven-point scale.

Continuous Cox, Callahan 
et al (In 
press)

Suicidal Ideation Questionnaire 
(SIQ; Reynolds, 1987a)

30 item self-report  questionnaire measuring frequency and 
severity of SI in school aged adolescents (15 to 17 years)

Both. A cut off score can be used to 
distinguish those with and without 
a clinically meaningful level of SI.

Hetrick et al 
(In press)

Suicidal Ideation Questionnaire-
Junior High School Version (SIQ-JR; 
Reynolds, 1987b) 

15 item self-report questionnaire measuring frequency and 
severity of SI in school aged students (12 to 14 years)

Both. A cut off score can be used to 
distinguish those with and without 
a clinically meaningful level of SI.

Cox, Callahan 
et al (In 
press); Cox, 
Fisher et al 
(In press)

The suicidality section of the Kiddie 
Schedule for Affective Disorders 
and Schizophrenia Present and 
Lifetime Version (K-SADS-PL; 
Kaufman et al., 1997)

K-SADS-PL is a clinician rated tool that generates DSM-IV 
diagnoses. The suicidality section measures frequency of: 
thoughts (recurrent thoughts of death), ideation (often thinks of 
suicide and has a specific method), acts (has attempted suicide 
with definite intent) and medical lethality (considerable harm 
from attempted suicide such as brief unconsciousness) 

Dichotomous. Cox, Callahan 
et al (In 
press)

Suicidality Subscale of Overt 
Aggression Scale-Modified (OAS-M; 
Coccaro, Harvey, Kupsaw-Lawrence, 
Herbert, & Bernstein, 1991)

Semi-structured clinician interview assessing suicidality on 
a 4 point scale in the last week (also assesses irritability and 
aggression)

Continuous. Williams et al 
(2010)

Columbia Classification System 
(Hammad, 2004)

SROs were defined after careful deliberation by an expert 
panel from Columbia University as including 'definitive suicidal 
behaviour/ideation'. They reviewed all of the suicide related 
adverse events, all serious AEs and all accidental injuries 
identified by the sponsors of SSRI trials published before 
2003. Some trials since have used the Columbia-Classification 
Algorithm for Suicidal Assessment on the Modified Columbia 
Suicide Severity Rating Scale (MC-SSRS), a clinician rated 
instrument to rate SROs.

Dichotomous Hetrick et al 
(In press)
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