The Development of New Diagnostic Criteria Sets for Pediatric-onset Bipolar Disorder

In 2001, the NIMH Roundtable on pre-pubertal Bipolar Disorder convened a panel of experts to review the growing literature on the prevalence and clinical presentation of pediatric bipolar disorder (PBD) and develop recommendations for future research (Special Communication, 2001). Members of the Roundtable suggested behavioral phenotypes for two groups of children:  1) those that met the adult DSM-IV criteria for mania/hypomania and 2) those that did not.  The latter group presented differently from adults, but was severely impaired by symptoms of mood instability. (Biederman et al., 2000a,b; Carlson et al., 1998; Carlson and Kelly, 1998; Wozniak et al., 1995).  

These experts additionally recommended that the DSM-IV diagnosis: bipolar disorder, not otherwise specified (BP-NOS) serve as a “working diagnosis” to categorize such children for further study, with the caveat that the dimensions of their impairment, such as attentional deficits, anxiety symptoms, aggression, thought disorder, cognitive impairment, disruptive behaviors, and substance use, be investigated using multiple rating instruments, including the Child Behavior Checklist (CBCL), which could then be calibrated across sites.  Future studies were additionally encouraged to track the course of symptoms and features both specific and non-specific to PBD, such as hyperactivity and irritability/dyscontrol, to determine their status as symptoms of comorbid disorders, prodromal signs, or symptoms of bipolar disorder as it appears in youth.

Because researchers wishing to investigate the pathophysiology and genetics of PBD required inclusion and exclusion criteria that yielded more homogeneous groups for study, investigators at the NIMH intramural program went a step further in proposing the “Narrow,” “Intermediate,” and “Broad” phenotypes (Liebenluft et al., 2003).  The DSM-IV diagnosis of mania requires elated or irritable mood lasting a week or longer accompanied by three additional symptom criteria (four, if mood is irritable only). 

In an effort to clearly discriminate PBD from ADHD and other childhood disorders characterized by irritability, the proposed Narrow Phenotype includes those children with the “hallmark symptoms” of elevated mood or grandiosity and clear episodes meeting DSM-IV symptom and duration criteria, but excludes those diagnosed based on irritable mood alone.  The Intermediate Phenotype includes those with episodes of shorter duration and those with “irritable (hypo)mania.”  The Broad Phenotype includes children who have explosive rages, aggression, hyperarousal (hyperactivity, distractibility) and chronic mood disturbance but meet neither DSM-IV symptom nor duration criteria, and excludes those who have discrete episodes and elated mood or grandiosity.  The NIMH panel recommended that future studies use DSM-IV diagnoses as “descriptive data” and substitute the proposed phenotype definitions as inclusion/exclusion criteria (Liebenluft et al, 2003). 

The “Core” phenotype as defined in the Research Diagnostic Criteria places the DSM-IV manic or mixed episode in a broader framework of specific functional impairments directly related to the regulation of affect, drive, attention, arousal, and circadian rhythm, linked to defined neurobehavioral systems, and reflecting a neurobiological model informed by recent research. (Kalin & Shelton, 2000; Dolan 2002; LeDoux, 2000; Drevets, 1998; Blumberg et al. 2002; Papolos & Papolos, 2000; Xu et al., 2004). 
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