ACNP COMMENTS ON SSRI USE IN ADOLESCENTS

Depression in youth is a serious disorder. It affects school, family and peer relationships, can lead to drug/alcohol abuse and suicide, and is recurrent, often leading to adult depression. Furthermore, depression itself impacts the developing brain. Allowing depression to go untreated significantly delays improvement, thereby increasing the likelihood of long-term negative outcomes.  

What do we know about depression?
Over the past 30 plus years, a substantial amount of research has contributed to our understanding of depression in children and adolescents. 

In the 1970s clinicians first recognized depression in children.   Previously, most believed that children could not become depressed because it was thought that they did not have a sufficiently mature mind.

By the 1980s, depression in children was recognized, but the focus was on trying to determine how to diagnose it reliably.  Children were shown to accurately report depressive symptoms, and developmentally appropriate measures were created. At the same time, some similarities in the biological characteristics of depression were noted between children and adults. Long-term naturalistic follow–up studies and family-based studies also confirmed the presence of relationships between depression in adults and juveniles.   
In the 1990s, the focus turned to both psychopharmacological and psychological treatment. Generally, the early small sample studies evaluating tricyclic antidepressants were negative and even larger tricyclic studies failed to demonstrate efficacy in depressed children.

In 1997, Emslie et al. carried out an NIMH-sponsored, randomized controlled trial (RCT). This study demonstrated the effectiveness of fluoxetine in the treatment of depression in a relatively small group (N=96) of children and adolescents.  Even though that single site study took 5 years to complete, it was clear that more well controlled  studies were needed. 

Following discussion with academia, NIMH, FDA, and pharmaceutical companies, the FDMA (FDA Modernization Act) was passed in 1997 to encourage research in pediatric pharmacology, not limited to psychiatry.   The FDMA met many serious challenges; and, now data are available for the use of a variety of medications in childhood psychiatric disorders, with over 4,000 children and adolescents having been involved in RCT’s.

What do we now know about efficacy?
Experts generally believe that there are strong similarities between depression manifest in juveniles and adults,  with accommodation for developmental differences.   Nonetheless, it has been treated by the FDA as a distinct indication for registration.   Fortunately, recent trials have provided an explosion of data in this area.   

These trials show clearly that the SSRI, fluoxetine, is effective in the treatment of depression in children;   the FDA approved fluoxetine for this use  in January 2003.   Approval of fluoxetine preceded availability of data from the NIMH funded TADS trial showing similar results, providing further justification for the use of this medication in the treatment of juvenile depression.    In addition, the TADS trial compared fluoxetine to cognitive behavioral psychotherapy (CBT), finding some evidence that CBT alone was no better than placebo, both of which appeared  inferior treatments than fluoxetine alone.  Importantly, the study also showed that CBT might augment fluoxetine’s antidepressant action.  These outcomes are important in suggesting that current psychological treatments, when delivered alone, are less effective than either fluoxetine when delivered alone or CBT delivered alone, in treating children with depression: data from this trial suggest the importance of using fluoxetine, even for children already receiving CBT.  Finally, this is the only RCT that has compared the efficacy of psychological and medication treatments for depression in children and adolescents.  More studies of this nature clearly are needed.  Studies with other SSRIs in adolescents are available, including with citalopram,  sertraline, and paroxetine. There is some evidence of efficacy for the other SSRIs (paroxetine, sertraline, citalopram), though none have 2 positive RCTs.   Clearly more methodologically sound studies need to be carried out to fully answer questions of efficacy in agents besides fluoxetine. 

Concerns have been raised publicly about sequestration of data from unpublished trials.   The ACNP supports recent proposals to make all study results available to physicians and consumers in a timely fashion.  The ACNP also supports the conduct of methodologically sound trials in the future to answer these remaining questions of unclear efficacy.  One recommendation, to facilitate efforts to distinguish  failed studies  from negative ones, would be to include a known active comparator along with placebo in RCTs.   Such a design would allow the interpretation of whether the study medication or study psychotherapy failed to show efficacy or the study itself failed (e.g. high placebo response).  Fluoxetine seems to be that ideal comparator, given its demonstrated efficacy. 

No non-SSRI has yet demonstrated efficacy compared to placebo, including tricyclic antidepressants, venlafaxine, mirtazapine, or bupropion.  More RCTs with these agents need to be carried out.   In addition, data are needed from studies testing strategies to treat depressed children and adolescents who have failed treatment on an SSRI; one such NIMH-sponsored trial is underway in adolescents.   The ACNP strongly supports the conduct of these studies.
Do antidepressants cause suicide?

Clearly, depression is a significant risk factor for suicide, and therefore treatment of depression is likely to decrease overall actual suicide rates. Epidemiological data would tend to support this view; however, insufficient data from controlled trials are available. 

It is clear that in over 4,000 children and adolescents treated in RCT’s with antidepressants, there have been no suicides. However, there are indications that an increase in suicidal ideation and suicidal behaviors may occur, including suicide attempts.  Moreover, recent data from the UK in adults are consistent with an increase in suicidal ideation during the initial phases of antidepressant treatment; this is not associated with a specific class of antidepressants, but with all medication treatments.   Many of these uncontrolled observations require confirmation and further definition, before we will have a final understanding of these issues.   The ACNP supports the rigorous study of these issues in depressed children and adolescents.

Definitely more research is needed in this area, including better information on previous history of suicidal behavior, information on suicidal ideation prior to initiating treatment, and information on associated symptoms, such as activation with medication. The ACNP supports the position of the FDA in recommending that clinicians carefully monitor all patients treated with antidepressants for worsening of symptoms and emergence of suicidality, as well as for agitation and mania.  This has always been good clinical practice among experienced child clinicians, and adding the information to antidepressant labeling is highly justified.

The recently reported TADS study also shows that, overall, the impact of treatment on depression significantly decreased suicidal ideation, though the study also raises questions on the degree to which this effect is particularly strong for CBT as opposed to fluoxetine. Therefore, it is important to put into perspective that while some adolescents may demonstrate a worsening of suicidal ideation, up to 40-60% will demonstrate an improvement in suicidal ideation and similar proportions will demonstrate a meaningful reduction in other symptoms of depression. About 2-4% of youth treated with antidepressants in RCT’s have reported suicidal behavior (attempt, self-harm, or significant ideation).   Distinguishing a drug side effect from the progression of the illness is always difficult.  Clearly, depression in children and adolescents is a serious condition and requires treatment to prevent ongoing morbidity and mortality, including increased burden, cost, and disability. Untreated individuals with depression have significantly higher rates of successful suicide than those receiving treatment. Part of this treatment characteristically includes antidepressants.  At least for trials that compare responses to a placebo-control condition, no treatments other than SSRI medications (e.g. CBT) have demonstrated efficacy.   Of course, any medication should be initiated only after an experienced and properly trained professional has determined a need for treatment. 

What happens next?

One thing the recent controversies demonstrate more than anything else is that we need much more age-specific data on safety and effectiveness of both medications and psychotherapy in the pediatric population. We should not merely extrapolate from adult efficacy data for either class of treatment.

It is only through further methodologically sound research that we will increase our understanding of the specific issues raised here.  Many controversial areas of practice exist with little data to guide needed therapies. Until such data becomes available, clinicians will continue to have to use clinical judgment along with available information to manage patients. Limiting clinicians’ choices because of lack of available information would not be in the best interest of the patients.   What would be unfortunate is if these controversies resulted in a stifling of research just at a time when more research is needed to answer questions.   It is the importance of treatments for child and adolescent depression that should drive future research.
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