Update On Juvenile Bipolar Disorder:
Implications for Clinical Work

ASAP Annual Meeting




Goals of Talk

« |dentify 3 main approaches to JBD diagnosis
In the research literature.

* Review data on prevalence of JBD and
continuity, or not, with adult BD.

e Using case examples, illustrate how to use




Outline of Talk

« Two cases from my private practice that will be used
throughout presentation

* Review recent data on increase in JBD diaghoses

* Review 3 distinct approaches to diagnosis Iin
literature

* Review longitudinal data on JBD
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A Controversial Diagnosis

How should we approach these
cases?




Case One: lan

« 13 yr old boy, custody about to change

 Dx’d w/ JBD age 5, on multiple high doses of

meds (ziprasadone 80 tid, methylphenidate 20 bid, trileptal 300 tid,
citalopram 40 bid, clonidine 0.2 ghs)

« Multiple medical work-ups and




lan Cont’d.

« Symptoms mostly around poor, at times out
of control behavior.

 |In special, separate classroom for most of his
education.

Mom receiving SSDI and other payments




lan Cont’d.

Recent hospitalization for Sl.
Eight year custody battle, Dad about to win.

Dad limited and contentious contact with
treaters in past.

Dad believed all problems caus_ed by meds _




Case Two: Melissa

« 13 yrold girl BIB parents b/c “nothing has
helped.”

 Dx'd w/ JBD two years ago. Prior to that, dx’d
with an eating disorder and depression. Early
childhood unremarkable.




Melissa Contd.

« Parents’ concerns mostly around social
contacts and behavior.

* Very poor social judgment, dressed and
acted sexually provocatively, didn’t respond
well to limit setting.




Melissa Contd.

 Mom had h/o post-partum psychosis and
bipolar disorder. Well managed on depakote
for years.

 Parents not convinced Melissa has same
Iliness, worried about SE of meds, especially




Increased Diagnosis of JBD

* Moreno et al, 2007- 40x increase in number
of outpt. visits for JBD from 25 to 1003 visits
per 100,000 population (from 1994 to 2003).

« Case et al, 2007- 5x increase in number of
JBD dx on inpt. units in community hospitals




What are People Diagnosing?

* Anecdotally, clinicians clearly disagree on
whom to diagnose with JBD.

* Researchers themselves disagree, and while
many say they use DSM |V criteria, each
group means something different by that.




DSM 1V Criteria for Mania

Category A Symptoms Category B Symptoms

« “Distinct period of abnormally Three B sx if euphoric, 4 if irritable

and persistently elevated, « Sxinclude grandiosity, decr. sleep,
expansive or irritable mood” pressured speech, racing thoughts,
lasting at least 7 days for mania distractibility, incr GDA, pleasure

or four days for hypomania seeking/risky behavior.




3 Main Research Approaches

« Narrow phenotype, or strict adult criteria
(Leibenluft et al 2003)- NIMH COBY study.

« Cardinal symptoms and brief frequent cycles
(Geller & colleagues, Wash. U.).

« Persistent, impairing irritability approach




Narrow Phenotype

« Apply adult criteria strictly -- distinct manic
episodes of long duration.

 Don’t require euphoria or grandiosity
(irritability alone sufficient).

« Mood sx must occur only during a distinct




Cardinal Side Effects &
Brief, Frequent Cycles

* Find very rapid mood changes and
complicated cycling patterns.

 “ultradian” cycling- mean 3.5 cycles/day.
« More stringent criteria for quality of mood sx-




Severe, Persistent Irritability

« Does not require cardinal sx of grandiosity or
euphoria.

* Does not focus on distinct episodes.

« Severe, persistent, impairing irritability is
considered sufficient for criteria of mania to




Consensus Developing?

« Narrow phenotype group should be called BP
| (or Il depending on length).

« Cardinal sx/brief frequent cycles called BP
NOS (slightly more controversial).

« What to call persistent irritability group?




Something Else: SMD?

« Severe Mood Dysregulation is term NIMH
group uses to refer to these kids.

 Several differences between narrow

phenotype and SMD group appearing in
literature.




lan’s Case Contd.

« On MSE lan loud, disruptive, very immature, hard to manage in

office, likes Candyland. Thick glasses, marked strabismus,
clearly different appearing from his peers.

» Dad very focused on teaching him to behave and “act his age.”
Lots of consequences for bad behavior (losing tv, writing
sentences) which Dad feels is making a difference already.

« Mom mostly focused on how disturbed lan is, that Dad is wrong,




Case Two Contd.

* Melissa on MSE likeable, happy, overweight, dressed in
provocative and tight clothing in style typical for her age.
Wearing heavy make-up, inexpertly applied, giving her slight
resemblence to manic pt on inpt unit. Has a lot to say, but
speech not obviously pressured, nor TP tangential. Is hard to
follow at times, but talking a lot about peers | don’t know.

« Keep Melissa on current meds and work with her weekly,




More Melissa

« Six months of individual tx and taper down
paroxetine- no significant change (sometimes
netter, sometimes worse).

 Lab testing now shows elevated lipids and
abnl glucose testing.




Longitudinal Data on JBD

« Do kids with JBD go on to become adults with
classic/true bipolar disorder?

 Increase in dx of adults with bipolar disorder
(at least on inpt units- Blader and Carlson
2007). Some loosening in strictness of
adherence to DSM 1V criteria for adults.




Retrospective, Longitudinal
Data on JBD

* Recent review of data from STEP-BD trial and
Bipolar Collaborative Network showed 15-28% of
adults w/ BD report onset of illness prior to age 13
(Post and Kowatch 2006).

 DMDA survey of bipolar members showed 31%
thought sx started before age 15 (Lish 1994).




Prospective Longitudinal Data

« Community (non-clinical) sample 150 14-16 yr olds,
13% endorsed four or more manic sx (Carlson 1988).

« Community sample of 1500 adolescents followed to
age 24 found 1% adolescent prevalence and 2%
prevalence in young adulthood of BD (Lewinsohn
2000).

* Same study found 5% prevalence of subsyndromal




Longitudinal Data Cont'd.

e 4500 youths (GSM study) age 9-13 no cases of
mania and 0.10 rate of hypomania (Costello 1996).

« 1,037 indiv assessed for mental illness age 11, 13,
15, 18, 21 and 26 yrs. Of the 26 yr olds who had a
dx of mania 93% had a previous psychiatric dx --
most common. conduct d/o, ODD and depression,
not mania. (Kim Cohen et al 2003).

« Geller group follow-up (Geller 2008)




JBD Psychopharm Evidence

e Gold Standard: randomized double blind
placebo controlled trial

— NONE showing benefit for any medication
in JBD (no matter what dx criteria used)

— Only one single med study done (Wagner




Psychopharm Evidence
Cont'd.

* One other RCT, double blind, placebo controlled (Del
Bello et al 2002) compared valproate plus quetiapine
to valproate plus placebo. Some benefit.

e Three other PCTs

— Discontinuation study of lithium (Kefantaris 2004)-
no benefit Li vs. placebo




Psychopharm Evidence
Cont'd.

« Two double blind randomized trials, no
placebo arm

— Li vs DVPX as maintenance for youths
already stable on LI/DVPX combo tx.
Found no difference (Findling 2005)

uetiapine vs. DVPX for adol mania, no




lan Conclusion

lan is tapered off all medications.

Two wks later Dad calls, worried about behavioral
escalation, discuss starting risperidone

lan’s behavior stabilizes w/o meds, starts special
program for kids with developmental delays.

Weekly tx and monthly parent guidance continue.
Over next 3yrs, beh. improves markedly, maintained




Melissa Conclusion

 Melissa’s aripiprazole decreased. Has a terrible
weekend (not sleeping, agitated, behaviorally OOC
w/ parents) so we immediately raise the dose again.

* Less than a month later, Melissa comes in and insists
on stopping all meds. Soon decompensates and
ends up hospitalized, eventually in a residential




Summary & Final Thoughts

« Diagnose JBD judiciously, using narrow phenotype
criteria if possible -- in particular look for distinct

episodes.

* Be aware evidence base for continuity with adult BP
disorder is limited, as is evidence for psychopharm
Interventions.

« Look for what dx criteria being used when read the




Summary and Final Thoughts

Re: |lan

— Probably would have fallen into SMD category.
No clear episodes, chronic irritability, clear and
dramatic environmental stressors, no “cardinal
symptoms.”




Final Thoughts Cont'd.

Re: Melissa

— More classic BPI, “narrow phenotype” picture:
clearly defined onset, hypersexuality, impulsivity
and decreased sleep. Still not sure if grandiosity or
euphoria, but looked like classic manic pt visually
and intuitively.




Melissa, continued

— In retrospect, | should have worked harder to get
her off paroxetine. | also should probably not
been so willing to experiment with decreasing
aripiprazole. Even though trial decrease went
poorly, | think parents and patient both were
aware of my ambivalence, and this may have




Conversation Starters

 Why has use of JBD diagnosis increased so rapidly,
even though such limited agreement around
diagnosis?

« As fewer psychiatrists do therapy (Moitabal and
Olfson 2008), does this make them more likely to
“buy into” dx that emphasize meds over therapy? (If




More conversation starters

* As hospital stays have gotten shorter (Case 2007)
does this lead to emphasis on meds over
assessment?

« Have financial pressures played a role?

— Public concern over apparent conflicts of interest
by JBD researchers.
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