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Description of presentation: Understanding black box warnings of psychotropic medication and balancing this with judicious use of medications to help children and adolescents function is challenging. When and how clinicians approach families and patients regarding considering medications and informed consent is reviewed. Realistic expectations about the role of medication will be discussed.

Workshop Learning Objectives/Educational Goals 
1. To familiarize clinicians with diagnostic ambiguity and overlap in child psychiatric disorders. 

2. To understand Black Box Warnings and how to discuss this with patients. 

3. Learning how to approach families and patients regarding informed consent and the role of medication including role playing about these difficult discussions. 
Overview

· Background and my orientation (collaborative and value of what you do)

· Psychiatrist as a consultant, informed decision weighing risk and benefits of any treatment. 

· Thoughtful and cautious, diagnosis for children not always precise, longitudinal developmental perspective, story unfolding – clarifying diagnostic confusion

Psychological Autopsies

Shaffer D, Gould M, Fisher P, Trautman P, Moreau D, Kelinman M, and Flory M., “Psychiatric diagnosis in child and adolescent suicide.” Arch of Gen Psychiatry, 1996; 53:339-348. 

Shaffer, D. (1988) The epidemiology of teen suicide: an examination of risk factors. J Clin Psychiatry, 49 (9)36-41. 
· Shaffer studied large numbers of completed suicides at an average age of 16 (120 psychological suicide autopsies, out of 170 consecutive suicides) in an ethnically diverse population in 1984-86, interviewing multiple informants with 147 community control subjects.

· More than 90% of subjects who committed suicide met criteria for at least one major psychiatric diagnosis

· Half of these subjects had psychiatric disorder for at least two years

· Link between psychopathology and suicide

· Organized plan, intent, preparation

· One in four adolescents that completed suicides show evidence of planning

· According to Shaffer the time-honored clinical inquiry about planning is a poor measure of serious intent

Important Implications

· Need for thorough diagnostic interview

· Never discount a threat especially in the context of affective or substance abuse disorders

· Importance of aggressive intervention in first-episode affective illness

· The most common diagnostic groups were mood disorders (52% major depression), disruptive disorders and substance abuse

· A child with a mood disorder is four to five times more likely to attempt suicide than a child without a mood disorder

Major Depression-What does it look like in children and adolescents?

SIGECAPS (Symptom presentation) 


Sleep - too little or too much


lose Interest or pleasure


feelings of Guilt or worthlessness


decreased Energy


decreased Concentration


change in Appetite


Psychomotor agitation or retardation


Suicidal ideation

“I don’t care.”
“Depression is the mother of anger”

· Irritability

· Duration of symptoms

· Vague, nonspecific physical complaints

Before Starting Pharmacotherapy

· Diagnoses

· Select agent(s)

· Consider age

· Symptomatic picture

· Past treatments

· Medical conditions

· History of family medication response

· Family medical history

· Medical Work-up

· Physical exam – within six months of initiation of treatment

· Growth (height/weight/BMI)

· Vital signs (pulse, blood pressure)

· Side effect monitoring – baseline

· Laboratory screening

· EKG and cardiovascular functioning

Psychiatric disorders/behaviors in children that are medication-responsive

· Aggression

· Attention deficit hyperactivity disorder

· Tic disorders

· Major depression

· Bipolar disorder

· Behavioral or emotional difficulties in autism spectrum disorders

· Anxiety

· Obsessive compulsive disorder

· Schizophrenia/psychosis

Principles of pharmacotherapy in youths

· Risks of no treatment

· Risks vs. benefits

· Alternative treatments

· Non-pharmacologic

· Pharmacologic

Starting a medication

· Informed consent

· Knowledge of results of clinical trials

· Knowledge of drug-drug interactions

· Knowledge of new drug information

· Association of SSRIs with suicide

· Adderall

· Metabolic syndrome and atypical antipsychotics

Informed consent: Basic elements

· Purpose

· Confidentiality

· Point of contact

· Reasonable possible risks or discomforts

· Reasonable possible benefits to the patient or to others

· Appropriate alternatives

Assent

· Respect for child

· Provides information

· Offers shared decision making

· Honors dissent

· Allows independent decision making as appropriate

The child/adolescent, parents, family, school must be educated about:

· The child’s psychiatric condition

· Its particular presentation in this child

Medications

· SSRI selective serotonin reuptake inhibitor (Prozac, Zoloft, Celexa, Luvox)

· Effexor

· Wellbutrin

· Serzone & Trazadone
· SSRIs are more effective than placebo 
· Serotonin
· Distributed widely in the body

· Discharged by neurons in the brain

· Regulation of mood and sleep

 “How long should a doctor treat depression with medication?”

Treatment for Adolescents with Depression Study (TADS) Team. “Fluoxetine, Cognitive-Behavioral Therapy, and Their Combination for Adolescents with Depression.” JAMA 2004; 807-820.

· In the late 1990s, the literature supported cognitive-behavioral therapy (CBT) as a treatment for major depressive disorder (MDD) in youth. Other studies showed that fluoxetine (Prozac) was more effective than placebo, but showed differing results regarding risks and benefits. 

· Many experts recommend combining CBT and medication, but it was not clear what the relative efficacy of the two treatments or their combination was, or which patients would best benefit from combined treatment. 

· The TADS study was a randomized controlled trial with 439 adolescents with mild-to-severe MDD. It evaluated the effectiveness of CBT alone, fluoxetine alone, the two in combination, and placebo for treating adolescents with MDD. 

· The response rate for fluoxetine with CBT (71.0%) was superior to that for fluoxetine (60.6%), which was superior to that for CBT alone (43.2%). All treatments were superior to placebo (34.8%).

· High-risk suicidality was an exclusion criterion. At baseline, 27% of participants were defined as having at least minimal suicidal ideation. Seven of 439 patients attempted suicide. There were no completed suicides. 

· Clinically significant suicidal thinking improved significantly in all four treatment groups, and fluoxetine with CBT showed the greatest reduction. 

Antidepressant medications, Suicidality, The FDA, and the “Black Box Warning”  

Rappaport N, Prince JB, Bostic JQ. “Lost in the Black box: Juvenile Depression, Suicide and the FDA’s Black Box.”  J of Pediatrics 2005; 14

Rappaport N, Bostic JQ, Prince J, Jellinek MS. “Treating pediatric depression in primary care: Coping with the patient’s blue mood and the FDA’s Black Box.” J of Pediatrics 2006; 48:567-8.

· FDA examined pooled data from 24 studies on the use of SSRIs to treat depression or anxiety total of 4400 children and adolescents. 

· Suicidal occurrence was 3.8% on patients with SSRIs compared with 2.1 % in those on placebo. 95 suicide related events in 4400 patients

· No patients in trials completed suicide.

New Analysis Disputes Antidepressant, Suicide Link
· These were not prospective studies analyzing antidepressants and link to suicidal intent.

· Post hoc analysis –retrospective review of past events described in varying detail in varying studies. 

· Inadequate monitoring of medication noncompliance, flexible dosing protocols- hard to tell dose effects on emergence of suicidality

· The sicker you are, the more likely you are to get medication (these patients are not included in the studies as patients are excluded from these trials with severe psychopathology, comorbid conditions, or significant suicidal risk).

· There was a financial incentive to drug companies to do a study, regardless of whether they showed a difference between placebo and drug

· Significant modification in FDA warning:  Antidepressants increased the risk of suicidal thinking and behavior suicidality) in short-term studies in children and adolescents with Major Depressive Disorders (MDD) and other psychiatric disorders. 

Wakeup call

· On average you have to treat 140 patients with antidepressant to create a drug induced suicidality in 1 patient (“black box” is like a yellow light cautionary not red light) 

Take home message

· Need to balance safety concern with evidence that depression is a key risk for adult and adolescent suicide 
· Newer antidepressants can lead to a sense of agitation, insomnia and restlessness in children

· Small percentage can lead to suicidal ideation or non-lethal attempts at self harm

· Antidepressants are effective for children with anxiety disorders and only Prozac has been shown to benefit kids with depression

· Monitor closely (good impact of increased awareness)

Key: recognize side effects
· Activation

· Bipolar switching

· Celebration

· Dimensional issues or comorbid presence

· Evolving psychopathology

· Frontal lobe type symptoms (apathy)

· Gastrointestinal symptoms

· Sex

Retrospective study of treatment

Valuck R, Libby AM, Sills MR, Giese AA, Allen R. “Antidepressant treatment and risk of suicide attempt by adolescents with major depressive disorder." CNS Drugs 2004;18:1119-32.

· Published in December 2004 CNS Drugs

· Analyzed claims data from 24,000+ adolescents diagnosed with major depressive disorder

· There was no outside funding

· Valuck looked at the association between diagnosis, subsequent treatment patterns, and suicide attempt.

· Treatment with antidepressant medication for at least six months reduced likelihood of suicide attempt compared with antidepressant treatment for less than fifty five days

· Independently associated with increased risk of suicide attempts include female gender, severity of illness, younger age at onset of MDD

· Need for prospective longitudinal studies

Olfson M, Marcus SC, Shaffer D Antidepressant drug therapy and suicide in severely  depressed children and adults: A Case-Control study. Arch Gen Psych 2006 63: 865-872. 

· Analyzed Medicaid data of children and adults who received inpatient treatment for depression
· In adults, antidepressant drug treatment was not significantly associated with suicide attempts or deaths
· In children and adolescents, treatment was significantly associated with suicide attempts and deaths
· Their findings support the need for careful clinical monitoring of drug treatment of severely depressed children and adolescents
ADHD and Medications

· ADHD common and can be serious neurobiological disorder. 

· Highly genetic predisposition. ADHD effects 6-8 % of children worldwide.

· Impairs functioning academic, occupational, interpersonal difficulties, smoking and substance abuse. (ICU evals) 

· Morbidity needs to be weighed against cardiovascular or other adverse events. 

· Increased risk for severe accidents (one of the leading causes of death in adolescents) and substance abuse. 

Stimulant Treatment of ADHD: Do stimulants increase the risk for sudden death? 

Drug Safety Crisis-ADHD Drugs and Cardiovascular Risk (NEJM April 2006)

(U.S. Food and Drug Administration, 2006; http:content.NEJM.org/)

Biederman, J, Spencer TJ, Wilens TE, Prince JB, Faraone SV Treatment of ADHD with Stimulant medications: Response to Nissen perspective in the New England Journal of Medicine) J Am Ac Child Adolescent Psych 45:10 1-4. 
· Canadian regulators suspended use of Adderall XR because the drug was linked to 20 deaths internationally subsequently Canada reapproved use of Adderall XR six months later (Sudden Unexplained Death 14/20 in children and adolescents) 

· In 12 out of 14 youth, the SUD was associated with amphetamine abuse and or with cardiac abnormalities (undiagnosed congenital heart abnormalities)

· (more selective and restricted use with highly dysfunctional children) 

· FDA Feb 9,2006 reviewed data from five years (1999-2003) of adverse events and deaths in patients who were on stimulant medication.  There were 12 deaths of children and adolescents on amphetamine-containing medication (seven sudden deaths and five who had non-fatal cardiac abnormalities)

· In terms of percentages there were 0.36 deaths per one million amphetamine prescriptions written and 0.21 deaths per one million methylphenidate prescriptions written 

· Important to emphasize RARE event and to look at baseline data estimated risk for sudden death in children and adolescents is between .6 and 6 in 100,000  per year.    

· Psychostimulants are powerful sympathomimetics. 

· Like cocaine amphetamines can produce arrythmias and other malfunctions in the heart in susceptible patients. Rare, serious, unexpected. 

· Monitor if family history of SUD in older relatives or youth has structural or electrical cardiac abnormality chose Ritalin first and/or baseline EKG before Adderall is prescribed 

· “This is not like high blood pressure, where we have many drugs to treat the condition,” Dr. Biederman said “ We only have three different kind of drugs for ADHD and to lose one of them would cause an enormous amount of suffering.” 

Bipolar Children- and the “heavy use of bipolar diagnosis”

Suicide Risk Factors

· 22% of adolescents with completed suicides had bipolar disorder

· Often unrecognized although also controversial regarding epidemic status

· Often misdiagnosed

· Often untreated

· Often inadequately treated

· Severity and duration 

· Onset before puberty is estimated to be rare

· Peak is between 15-19 years old

· Retrospective study of adults

Mood history

· Mania

· Giddy, goofy, laughing fits, class clown

· Explosive (how often, how long, how destructive and aggressive)

· Irritable, cranky, angry, disrespectful, threatening

· Grandiosity may present as EXTREME defiance and opposition behavior

· Depression

· Low frustration tolerance, self-destructive, no pleasure, lower level of irritability

· DSM Criteria

· A distinct period of abnormally and persistently elevated, expansive, or irritable mood

· Mood instability is sensitive but not specific broad indicator of psychopathology without confirming diagnosis
DIGFAST – Mental Status Exam

DIGFAST acronym (at least 3 of 7 symptoms)

Distractible

Insomnia

Grandiosity/Super-hero mentality

Flight of ideas

Activities that are dangerous or hypersexual

Speech is rapid

Thought insertion

Recognition of BPD in Youth  

· Warning signs

· Moodiness                       

· Change in school performance

· Engaging in pleasurable or unsafe behaviors 

· Rapid speech, racing thoughts

· Sleep disturbance

· Unusual thinking 

· Sudden onset of oppositionality and Conduct disorder 

Polypharmacy- what is that about?

Why can bipolar kids sometimes be “good at school, bad at home?” 

Medications used for bipolar 

· Newer anticonvulsants (Lamictal, Trileptyl and Neurontin) 

· Antipsychotics (Risperidone, Zyprexa (Olanzapine) and side effect profile-obesity and metabolic syndromes 

· Lithium and Depakote

Using antipsychotics for Aggression in Children and Adolescents

Serious step – it’s necessary to strike a balance between the efficacy of these medications and the severity of the conditions for which they are prescribed versus the potential for serious side effects. Off-label prescribing has been significantly increasing since the mid-to late 1990s. 

Primary illness approach – underlying neuropsychiatric illness versus trauma related aggression or rigidity 

Maladaptive aggression – aggression that appears independent of a usual, definable social context or goal that is out of proportion in intensity, frequency, duration or severity that is impulsive and does not terminate appropriately. (Connor DF. Aggression and antisocial behavior in children and adolescents: research and treatment. New York: Guilford, 2002.) 

Olfson M, Blanco C, Liu L, Moreno C, Laje G. National Trends in the Outpatient Treatment of Children and Adolescents with Antipsychotic Drugs. Arch Gen Psych 2006, 63:679-685.

· Using data from the National Ambulatory Medical Care Surveys (NAMCS), analyzed national trends of physician visits by youth (20 years and younger) that included prescription of antipsychotics

· Estimated number of these visits increased dramatically:

· 201,000 in 1993

· 1,224,000 in 2002

· From 2000-02, the number of visits that include antipsychotic treatment was higher for male youth and white non-Hispanic youth.

· 9.2% of mental health visits and 18.3% of visits to psychiatrists included antipsychotic treatment. 

· Diagnoses that were treated with an antipsychotic included disruptive behavior disorders (37.8%), mood disorders (31.8%), pervasive developmental disorders or mental retardation (17.3%), and psychotic disorders (14.2%).

· Conclusion: Second-generation antipsychotics are widely prescribed, but evidence is limited to short-term safety and efficacy. There is a pressing need for more experimental evaluation of these medications in children and adolescents.  

Practice is ahead of the research. Significantly impaired function needs to be balanced with the risk of symptoms created by antipsychotics. 

Monitoring protocol for patients on atypical antipsychotic drugs (from APA et al., 2004, Consensus Development Conference on Antipsychotic Drugs and Obesity and Diabetes, Diabetes Care, 27, 596-601)

	
	Baseline
	4 weeks
	8 weeks
	12 weeks
	Quarterly
	Annually
	Every 5 years

	Personal/family history
	X
	
	
	
	
	X
	

	Weight (BMI)
	X
	X
	X
	X
	X
	
	

	Waist circumference
	X
	
	
	
	
	X
	

	Blood pressure
	X
	
	
	X
	
	X
	

	Fasting plasma glucose 
	X
	
	
	X
	
	X
	

	Fasting lipid profile
	X
	
	
	X
	
	
	X


Metabolic syndrome criteria in children and adolescents waist circumference  more than 90 percentile, fasting serum triglyceride leves more than 110 mg/dL

Fasting HDL cholesterol less than 110 mg/dl

Blood pressure more than 90th percentile for sex and age

Children tend to gain weight initially and then plateau. Children may be more prone to the sedation. Children can get abnormal movements and discontinuation dyskinesia.  

Addressing Concerns around a Medication trial

Friedman A. “The changing face of teenage drug abuse – The trend towards prescription drugs.” N Engl J Med, 2006; 354:1448-1450.

· Predicting with patients that experimenting with coming off medications is not uncommon (“I don’t want my son to become a drug addict.”)

· Confidentiality and substance abuse

· Non-negotiable decisions (hospitalizations)

· Even positive results from medication can be troubling for adolescents

· Improvement can raise important concerns about whether a patient’s success should be attributed to a pill or to themselves

· Perceived infringement of autonomy

· “Will I have to take this medication forever?”

Girls, Sexual Abuse, and Medication

· Feelings of loss of control

· Perceived blame for traumatic experience

· Regaining control by making informed choices

· Trap loss of privileges if not taking medication

· Parents’ concerns

· Will my child be a drug addict? 

· Is this a life- time sentence? 

· Fear of the medical establishment.
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