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The regulatory agencies of different European countries
and the U. S. have published statements and warnings
concerning a possibly increased risk of suicidality asso-
ciated with the use of antidepressants in pediatric pa-
tients (Licinio and Wong 2005). Such warnings are help-
ful to avoid risks; however they also can hold risks in
themselves. The scientific and also the broad public dis-
cussion about the possible suicide-inducing effect of an-
tidepressants has created uncertainty in patients, par-
ents of depressed children and primary care physicians
whether the use of antidepressants in depressed patients
is still justified. Because of the negative publicity in the
last two years, it has to be expected that many pediatric
and adult patients will no longer be treated with an an-
tidepressant. What might be the balance between possi-
ble benefits and harms of the warnings?

Children and adolescents

The evidence base for the efficacy of most selective sero-
tonin reuptake inhibitors (SSRI) and other antidepres-
sants in children and adolescents is lacking or less broad
and less convincing than for adults (Jureidini et al.2004).
Against this background, small risks also gain in impor-
tance. Therefore, the tendency of an increase in suicidal
thoughts and self harm found in pooled analyses of
short-term controlled trials with SSRI and other newer
antidepressants in children and adolescents as com-
pared to placebo (4 % versus 2 %) has to be taken seri-
ously (Gunnell and Ashby 2004).Although no completed
suicide was reported in these studies comprising 4400
patients, for most antidepressants the possible risks are
not balanced by a clearly proven benefit. This demands

a restricted use of these antidepressants and special care
with close monitoring when treating pediatric patients.
At present, the evidence base for efficacy is best for flu-
oxetine: in older trials and in a recent multicenter study
positive results were shown for depressed pediatric pa-
tients. Fluoxetine is therefore considered to be the only
antidepressant with a positive risk-benefit balance and
is first choice when treating children and adolescents
with antidepressants.

Adults

The discussion of the use of antidepressants in pediatric
patients has spread over to the treatment of depressed
adults. Here the risk-benefit balance is clearly in favor of
the antidepressants. On the one hand, there are fewer
signals of a negative and more of a positive impact on
suicidality than in pediatric patients (e. g., Gibbons et al.
2005; Bruce et al. 2004); on the other hand, their efficacy
both concerning acute and long-term treatment of de-
pression is clearly documented.Since suicidality is high-
est within the depressive episode, it has to be assumed
that shortening depressive episodes and preventing re-
lapses and recurrences by antidepressants is reducing
the risk of completed and attempted suicides, although
for methodological reasons it might be hard to prove.
For adults, there is a considerable risk that undertreat-
ment of depression has increased due to the negative
publicity associated with antidepressants.

Do selective serotonin reuptake inhibitors (SSRIs)
have a higher risk of increasing suicidality?

SSRIs, as mostly non-sedating antidepressants, have
been associated with increases of suicidality in case re-
ports and were initially in the focus of attention in the
reanalyses of the pediatric studies with antidepressants.
However more systematic and broader reanalyses of
published and unpublished randomized controlled tri-
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als led the “Psychopharmacologic Drug and Pediatric
Advisory Committee” to conclude that the finding of an
increased risk of suicidality in pediatric patients applied
not only to SSRI but also to other drugs studied includ-
ing sedating ones such as mirtazapine. The Committee
recommends that any warning related to an increased
risk of suicidality in pediatric patients should be applied
to all antidepressant drugs (FDA Statement September
16, 2004).

The first days and weeks after starting antidepressant
treatment could be in general a high risk period con-
cerning suicidality independently of the drug used (Jick
et al. 2004). Several factors could explain this:
� Many patients come into contact with medical ser-

vices during disease stages when despair and suici-
dality are highest.

� Antidepressants might initially improve drive in
some patients without a corresponding improvement
of depressive mood and despair. This could facilitate
the realization of suicidal plans.

� The lack of rapid improvement or initial adverse
treatment effects might be negatively interpreted or
integrated into depressive delusions, increasing the
suffering and despair.

It has to be expected that these and other factors work
not only in pharmacotherapy but can also initially in-
crease the risk of suicidality in psychotherapy and other
nonpharmacological treatments (Baca-Garcia et al.
2005; Möller-Leimkühler 2003; Diaz et al. 2003). To em-
phasize the importance of careful monitoring of the de-
pressed patient when starting any antidepressant treat-
ment is in line with old text book knowledge.

Since SSRIs have been the focus of attention of pub-
lic discussion concerning possible increases in suicidal-
ity, it can be expected as a consequence that in a consid-
erable number of patients the pharmacological
treatment has been stopped or shifted to tricyclic anti-
depressants (TCA). The latter aspect is dangerous keep-
ing in mind the low safety in overdose of TCA and the
high number of patients using antidepressant overdose
in suicide attempts (Brådvik and Berglund 2004).

All together the broad discussion of relations be-
tween antidepressants and suicidality has sharpened
our view on the risk-benefit balance of antidepressant
treatment in pediatric patients and on the necessity of a
careful monitoring of pediatric and adult depressed pa-
tients especially in the days and weeks after starting
treatment. What remains an open question is the risk-
benefit ratio of changes in the care of depressed patients
resulting from this discussion itself.

References

1. Baca-Garcia E, Diaz-Sastre C, García Resa E, Blasco H, Braque-
hais Conesa D, Oquendo MA, Saiz-Ruiz J, de Leon J (2005) Sui-
cide attempts and impulsivity. Eur Arch Psychiatry Neurol Sci
255:152–156

2. Brådvik L, Berglund M (2005) Suicide in severe depression re-
lated to treatment. Depressive characteristics and rate of antide-
pressant overdose. Eur Arch Psychiatry Neurol Sci Online first
255:245–250

3. Bruce ML, Ten Have TR, Reynolds CF, Katz II, Schulberg HC,
Mulsant BH, Brown GK, McAvay GJ, Pearson JL, Alexopoulos GS
(2004) Reducing suicidal ideation and depressive symptoms in
depressed older primary care patients.A randomized controlled
trial. JAMA 291:1081–1091

4. Diaz FJ, Baca-Garcia E, Diaz-Sastre C, García Resa E, Blasco H,
Braquehais Conesa D, Saiz-Ruiz J, de Leon J (2003) Dimensions
of suicidal behavior according to patient reports. Eur Arch Psy-
chiatry Neurol Sci 253:197–202

5. Gibbons RD, Hur K, Bhaumik DK, Mann J (2005) The relation-
ship between antidepressant medication use and rate of suicide.
Arch Gen Psychiatry 62:165–172

6. Gunnell D, Ashby D (2004) Antidepressants and suicide: what is
the balance of benefit and harm. BMJ 329:34–38

7. Jick H, Kaye JA, Jick SS (2004) Antidepressants and the risk of
suicidal behaviors. JAMA 292:338–343

8. Jureidini JN, Doecke CJ, Mansfield PR, Haby MM, Menkes DB,
Tonkin AL (2004) Efficacy and safety of antidepressants for chil-
dren and adolescents. BMJ 328:879–883

9. Licinio J, Wong M-L (2005) Depression, antidepressants and sui-
cidality: a critical appraisal. Nature Reviews 4:165–171

10. Möller-Leimkühler AM (2003) The gender gap in suicide and
premature death or: why are men so vulnerable? Eur Arch Psy-
chiatry Neurol Sci 253:1–8

199_200_Hegerl_EAPCN_611  20.06.2006  7:24 Uhr  Seite 200


