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Placing Children & Adolescents in Harm’s Way: Recommendations for the Safety of Atypical Antipsychotics in Pediatrics 
[image: Ron Manderscheid]Our children and adolescents with mental health conditions can be harmed by second generation antipsychotic and mood stabilization medications, in much the same manner as adults. In fact, the incidence of drug-related adverse events appears to be higher in children and adolescents. Some of these medications can lead to the metabolic syndrome characterized by dramatic obesity, a precursor of diabetes and heart disease. In response, the Food and Drug Administration (FDA) has taken some action already; however, further actions are needed urgently. 
The Best Pharmaceuticals for Children Act of 2002 (BPCA) provided a mechanism for studying both on- and off-patent drugs in children. Through the BPCA of 2002, the Director of the National Institute of Health (NIH) delegated responsibility for the establishment and conduct of the pediatric drug development activity to the Director of the Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD). In 2007, the BPCA was reauthorized as part of the Food and Drug Administration Amendments Act of 2007. The legislation reauthorizes the BPCA of 2002, and it extends and expands the NIH research program. 
The BPCA Safety of Atypical Antipsychotics in Pediatrics Workgroup 
In 2009, the NIH established three workgroups to analyze the needs in these areas: 1) Therapeutic Needs in Adolescent Medicine; 2) Safety and Efficacy of Cough and Cold medicines in Pediatrics; and 3) Safety of Atypical Antipsychotics in Pediatrics. 
For the past two years, I have had the privilege to serve on the Atypical Antipsychotics Safety Therapeutic Working Group. The Working Group was comprised of psychopharmacological and services researchers, as well as care providers, and explored the following general topics: 
· The need for additional data on on-and off-label use of antipsychotics 
· The adverse effects of long-term use, including metabolic syndrome, in children and adolescents 
· What additional research is needed in studying the effects of the use of antipsychotics in children? How should these necessary studies be conducted? 
The workgroup produced a report which was delivered verbally to an annual NICHD meeting in November 2009 and to an FDA Panel with authority over psychiatric medications for children and adolescents in December 2009. 
A review of available research and the personal research and experience of workgroup members led quickly to the conclusion that prolonged use of second generation antipsychotic and mood stabilization medications can be associated with measurable metabolic changes that lead to obesity and other effects. This observation is supported by the research literature. For example, a study in the Journal of the American Academy of Child and Adolescent Psychiatry concluded, “...(M)ost mood stabilizers and antipsychotic treatments seem to be associated with relevant weight gain, which increases the risk of the development of metabolic syndrome and future cardiovascular morbidity and mortality.” 
The BPCA Safety of Atypical Antipsychotics in Pediatrics Workgroup Recommendations 
To promote research on current medications and to enhance research on future medications, the workgroup made several very important recommendations: 
· Short-term, usually six-month data currently provided to FDA by drug developers as part of the drug approval process should be made available to the research community for further detailed analysis, meta analyses, etc. 
· The FDA should carry out studies that collect data for at least five years to examine the long-term effects of these drugs on children and adolescents. 
· These long-term studies should include analysis of retrospective data, collected principally through Medicaid encounters, as well as design and execution of prospective studies. 
· The legislative authority of FDA should be modified to incorporate the requirement and funding for these studies. 
· The workgroup should produce an overview summary of research in this field to stimulate more field investigators to pursue work in this area. 
The Future of Atypical Antipsychotics in Pediatrics 
One immediate effect of the workgroup report, in combination with internal analyses undertaken by FDA, was action by the FDA Panel to require a box warning about the metabolic effects of Olanzapine on children and adolescents. This is a positive step, but much more needs to be done. We need to be able to distinguish the second generation antipsychotic and mood stabilization drugs on the basis of these perverse side effects. Clearly, all drugs do not have equivalent side effects. 
The FDA Panel discussion indicated that more than 300 thousand children and adolescents may be at risk as a result of long-term use of Olanzapine and other drugs. My own analysis suggests that up to two million children and adolescents may actually be at risk; this number includes about one-quarter of the estimated number of children and adolescents with a serious emotional disturbance. 
Taking an even longer-term view, we should question what will happen to these children and adolescents by the time they reach age 30. Will they die prematurely, as now occurs with adults? Will they age prematurely into other chronic illnesses? Right now, we are not making a sufficient research investment to provide even approximate answers to these highly significant questions. That is shameful and disgraceful. One key measure of any society is how it treats its children. Without a doubt, we must do much better.
By Ron Manderscheid, Ph.D., Executive Director, National Association of County Behavioral Health & Developmental Disability Directors (NACBHDD); Telephone: 202-942-4296; E-mail: rmanderscheid@nacbhd.org    
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