WHAT’S THE EVIDENCE? EARLY INTERVENTION IN YOUTH MENTAL HEALTH

Early intervention for depressive disorders in young people:
the opportunity and the (lack of) evidence
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dolescence, in comparison with childhood, is associated

with a marked rise in the incidence of depressive symp-

toms and disorders.!* Epidemiological studies estimate the
point prevalence of unipolar depressive disorders to be between
0.4% and 8%, with 20% of adolescents experiencing a diagnosable
depressive episode by age 18 years.!” In addition, longitudinal
data indicate that an episode of depression is a substantial risk
factor for subsequent episodes, both within adolescence and into
adulthood >* This increased vulnerability is likely to reflect the
adverse impact of depressive episodes on neurobiological and
cognitive development,”® as well as on emotional, social, and
occupational functioning.”® These data indicate the public health
significance of adolescent depressive syndromes, and the need to
intervene effectively and early in adolescents who suffer from these
disorders.

Despite a great deal of research being directed to the prevention
of depressive disorders in children and adolescents,”'® early
intervention has received little attention. By early intervention, we
are particularly referring to optimal treatment of the first episode
or first presentation of depressive disorders. Such optimal treat-
ment should not only effectively ameliorate the symptoms of the
presenting episode, but should also aim to prevent the develop-
ment or exacerbation of risk factors for relapse. Some authors have
argued that early and effective intervention might greatly reduce
the ongoing prevalence rates of depression,'''? and that the
development of cognitive factors that increase the risk of depres-
sion could be halted early in life. !>

Here, we outline the opportunities for early intervention in
depressive disorders, highlighting the pressing need for interven-
tion studies of treatment and relapse prevention targeted at the
early phases of illness in younger age groups.

The imperative for early intervention in
depressive disorders

It has been argued that early intervention in depressive disorders
represents a potentially significant preventive strategy. Harrington
and Clark!' have suggested that, if all cases of depression in 13-
year-olds were successfully treated, the risk of depressive disorders
could be reduced by 10%. Indeed, achieving full remission from
the acute phase is a significant factor in preventing relapse or
recurrence.

There is evidence from longitudinal studies suggesting that
intervening in the first episode of depression may be crucial in
halting the development of a vulnerable cognitive style linked with
recurrent episodes. A substantial body of evidence from adult
studies suggests that psychosocial stressors, often in the form of
major stressful life events, play a greater role in the onset of the
first episode of depression than in subsequent episodes.'® This
implies that subsequent episodes require decreasing external
triggering. This may be related to increasingly negative information
processing modes associated with dysphoric mood."

In support of this hypothesis, Kendler et al*> showed that the
impact of stressful events on the onset of depressive episodes
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decreased with each successive episode. In one of the few studies
to evaluate this model in a longitudinal cohort of community-
based young people, major life events were a stronger predictor of
the first episode of a major depressive disorder than recurrent
episodes.'* Recurrent episodes, on the other hand, were more
strongly predicted by the interaction between depressed mood and
negative thinking, suggesting that while characteristics of the
environment were the critical predictors of first episodes, charac-
teristics of the individual (potentially influenced by previous
experiences of depression) are the major predictors of subsequent
episodes.

The evidence

Early intervention in depressive disorders

There are no studies, either in adults or adolescents, of treatment
or prevention of relapse or recurrence specifically focused on the
first episode of depression. While studies of adolescents are likely
to contain a greater proportion of those who are experiencing a
first episode of depression, they are not exclusively first-episode
cases. Furthermore, most intervention studies are undertaken
within clinical services. Many young people experiencing an initial
episode may not be in contact with these services. Recognition of
depressive disorders within primary health care services and the
school setting is therefore also an important focus.'!

There are many studies on the use of psychosocial interventions
with children and adolescents suffering from depressive disorders,
especially cognitive behaviour therapy. A recent review by Comp-
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ton and colleagues17 concluded that, from an evidence-based
perspective, cognitive behaviour therapy is currently the treatment
of choice for anxiety and depressive disorders in children and
adolescents. Clearly, as a benign and effective intervention for
depressive disorders in children and adolescents, cognitive behav-
iour therapy represents one of the “best bests” for early interven-
tion approaches to depression.

By contrast, there is increasing consensus that antidepressant
medication should not be used as first-line treatment for children
and adolescents with mild-to-moderate depression.'®!? Tricyclic
antidepressants in children and adolescents have long been shown
to be ineffective at best, and harmful at worse,?>?! in contrast to
results in adults. The evidence for the clinical benefit of selective
serotonin reuptake inhibitors (SSRIs) is not compelling. The small
statistically significant benefits of fluoxetine in ameliorating
depressive symptoms may not be of overwhelming clinical signifi-
cance, with fewer than half the treated adolescents recovering
completely.22> The possibility that SSRIs might be associated with
increased risk of suicidal ideation and attempts must also be taken
into account,’? although recent studies make it clear that this risk
is small and easily managed by adequate clinical practice.>>** The
clinical trials of therapy with SSRIs, including fluoxetine, do not
include children and adolescents typically seen in clinical practice,
and patients at risk of suicide, those with comorbidity, and
“placebo-responders” are often excluded. While the risks of
untreated depression are great, especially the risks of poor long-
term outcomes noted above, it is not clear if treatment with an
SSRI will modify this risk greatly.

Clinicians, as advised in recent clinical guidehnes,19 should
consider the threshold of severity at which they use SSRIs (ie, use
should be reserved for severe or treatment-resistant depression)
and assess and monitor suicide-related behaviours closely. Guide-
lines also recommend that when SSRIs are used, they should be
used in combination with psychological interventions.'” The
Treatment for Adolescents With Depression Study,*” which did
show fluoxetine to be more effective than placebo in treating
adolescents with depression, also showed that the combination of
fluoxetine and cognitive behaviour therapy was significantly more
effective than either intervention alone. A recent meta-analysis also
showed superior results for integrated psychological and medical
care among adults.?® Further studies are required to corroborate
this emerging evidence — that combined psychological and
pharmacological therapies represent best practice, especially for
young people with more severe forms of depression. Another
important matter is the cost-effectiveness of treatments, especially
over the long term. A recent study found that, while there are a
range of cost-effective treatments for depression, including cogni-
tive behaviour therapy and SSRIs, long-term treatment with SSRIs
was identified as the most expensive.?’

The reduced effectiveness of antidepressant medication, espe-
cially tricyclic antidepressants, in young people may be due to the
development of neurotransmitter systems. For example, the
noradrenergic system is not fully developed until early adult-
hood.>® Drug distribution characteristics differ in young people,
and hormonal changes may also lead to differences in response to
antidepressants.21’23 On the other hand, and consistent with the
finding that the experience of depression is associated with
neurobiological changes (especially in terms of atrophy of the

hippocampal regions),”" it may be that the brains of those who
have experienced less depression are less responsive to antidepres-
sants. Indeed, some models of antidepressant action propose that
neurotropic factors that reverse such brain atrophy are crucial to
antidepressant effects,*? and point to some of the mechanisms that
may render antidepressants less effective for those suffering early
episodes, where such atrophy may be less pronounced. This again
points to the need to intervene early with more benign but
effective interventions to prevent progression to a more chronic
stage.

Relapse prevention in depressive disorders

Pharmacological treatment has been consistently shown to prevent
relapse in adults who have responded to acute treatment, but only
as long as the medication continues to be taken.*>° Cognitive
behaviour therapy has been shown to have longer-lasting effects
than tricyclic antidepressants, and is effective in preventing relapse
in adult populations.*” More recently, a modification of cognitive
behaviour therapy specifically designed for relapse prevention —
mindfulness-based cognitive therapy — has been shown to lower
rates of relapse over 60 weeks; however, this effect was only shown
to have occurred in patients who had had three or more previous
episodes.*® These positive results have recently been replicated in a
second study. "’

These studies on relapse prevention have been undertaken in
adult populations, despite evidence that earlier onset appears to be
associated with a higher risk of relapse or recurrence.'”>® Of the
few studies undertaken in young people, Emslie and colleagues®
found that continuation of fluoxetine treatment in children and
adolescents significantly delayed the return of symptoms. With
respect to psychosocial treatments, the effect of booster cognitive
behaviour therapy sessions has been compared, using a ran-
domised controlled design, with frequent or annual assessment
only.*™ The results showed that booster sessions did not reduce the
rate of recurrence in the follow-up period, although they did
accelerate recovery for adolescents who were still depressed at the
end of the acute phase of treatment.” In another small study,
adolescents who had responded to cognitive behaviour therapy
had booster sessions or no continued therapy, with relapse rates at
3 months of 6% and 50%, respectively, providing some initial
support for the effectiveness of cognitive behaviour therapy
booster sessions. *!
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