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Surveys and insurance databasesSurveys and insurance databases
show increasing useshow increasing use

5-8 million children in the U.S.5-8 million children in the U.S.
((8-11% of all children)8-11% of all children)
receive prescriptionsreceive prescriptions

for psychotropic medicationsfor psychotropic medications

(Medco, 2006; St. Luke’s Health Initiatives, 2006)
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7

  Prescriptions of  Prescriptions of
psychotropicspsychotropics to youths to youths
tripled in the 1990stripled in the 1990s and are and are
still rising in this decadestill rising in this decade

  In some drug classes, rates in  In some drug classes, rates in
children rival adult rateschildren rival adult rates

(Olfson et al. 2002, 2006; Thomas et al. 2006; Zito et al. 2000, 2002, 2003)

8

Drug treatment withoutDrug treatment without
any otherany other

form of therapy isform of therapy is
becoming the normbecoming the norm

(Olfson et al. 2002, 2006; Thomas et al. 2006;
Zito et al. 2000, 2002, 2003)

9

A worldwide phenomenonA worldwide phenomenon……

……but the proportion of childrenbut the proportion of children
prescribed psychiatric drugsprescribed psychiatric drugs

remains remains 2 to 20 times higher2 to 20 times higher
in the U.S., Canada, and Australiain the U.S., Canada, and Australia

than in other developed nationsthan in other developed nations
(Wong et al. 2004) 10

In the U.S., In the U.S., ““culturalcultural””
differences remaindifferences remain

  White children are   White children are twice as likelytwice as likely
as Black and Latino children toas Black and Latino children to
receive prescriptionsreceive prescriptions
–– Difference appears unrelated toDifference appears unrelated to

socio-demographic, access, or clinicalsocio-demographic, access, or clinical
factors, and may relate to parentalfactors, and may relate to parental
attitudesattitudes

(Cooper et al. 2006; Dos Reis et al. 2005; Leslie et al. 2003)

11

Off-Label Uses andOff-Label Uses and
PolypharmacyPolypharmacy

12

““Off-labelOff-label”” use common use common

The practice of administeringThe practice of administering
medications for indications or agemedications for indications or age
groups not approved by the FDA,groups not approved by the FDA,
as indicated on the drugas indicated on the drug’’s s ““labellabel””

(Vitiello, 2001; Zito et al. 2003)
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75% of all medication use75% of all medication use
in children is off-labelin children is off-label

(Vitiello, 2001; Zito et al. 2003) 14

Concerns about off-label useConcerns about off-label use

““Bearing in mind that some off-Bearing in mind that some off-
label use is perfectly justifiable,label use is perfectly justifiable,
it is fair to say that much of itit is fair to say that much of it
is not justifiable. If there is notis not justifiable. If there is not
evidence presented to the FDAevidence presented to the FDA
about a given indication, it isabout a given indication, it is
certainly a user-bewarecertainly a user-beware
situation.situation.””

–– Jerry Jerry AvornAvorn, M, M..DD.,., Professor of Professor of
Pharmacology, Harvard Medical School,Pharmacology, Harvard Medical School,
and author, and author, Powerful MedicinesPowerful Medicines (2005) (2005)

15

PolypharmacyPolypharmacy common common

40% or more of all40% or more of all
psychiatric drug treatmentspsychiatric drug treatments
today involve today involve polypharmacypolypharmacy

(Bhatara et al. 2004; Olfson et al. 2002; Safer et al. 2003) 16

    PolypharmacyPolypharmacy::
concomitantconcomitant or  or multiplemultiple
psychotropic medicationpsychotropic medication
useuse

17

  Concomitant  Concomitant =  = ≥≥ 2 drugs 2 drugs
taken on the same daytaken on the same day

  Multiple  Multiple =  = ≥≥ 2 drugs taken 2 drugs taken
during a given periodduring a given period

18

Concerns about Concerns about polypharmacypolypharmacy

  Basic empirical support of efficacy  Basic empirical support of efficacy
in children is lacking for in children is lacking for mostmost
individualindividual medication classes medication classes

  No studies have established the  No studies have established the
safety and efficacy of combinationsafety and efficacy of combination
treatments in childrentreatments in children

(Bhatara et al. 2004; Jensen et al. 1999; Martin et al. 2002; Vitiello, 2001)
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Increases behavioral toxicityIncreases behavioral toxicity

  Behavioral toxicity  Behavioral toxicity = =
  drug-induced adverse effects  drug-induced adverse effects

and behavioral changes,and behavioral changes,
including apathy, agitation,including apathy, agitation,
aggression, mania, suicidalaggression, mania, suicidal
ideation and psychosisideation and psychosis

(Safer, Zito & dosReis, 2003)
20

The The ““prescribing cascadeprescribing cascade””

Adverse effectsAdverse effects are often are often
confused with symptomsconfused with symptoms of of

disorders, leading to co-disorders, leading to co-
morbid diagnoses, and evenmorbid diagnoses, and even
more complex drug regimensmore complex drug regimens

(Safer, Zito & dosReis, 2003)

21(Safer, Zito & dosReis, 2003)

Examples of behavioral toxicityExamples of behavioral toxicity

22

MedicatingMedicating
PreschoolersPreschoolers

23

Similar patterns inSimilar patterns in
preschoolerspreschoolers

  Use of most classes of  Use of most classes of
psychotropicspsychotropics among 2-4 among 2-4
year-olds continues toyear-olds continues to
increaseincrease
–– Almost half of thoseAlmost half of those

receiving prescriptionsreceiving prescriptions
received two or morereceived two or more
medicationsmedications

(Coyle, 2000; Rappley, 2006; Zito et al. 2000) 24

Newer drugs top the list

  Fastest increases  Fastest increases
have been inhave been in
newer drugsnewer drugs
withoutwithout
establishedestablished
efficacy or safetyefficacy or safety
profilesprofiles

(Pathak et al. 2004; Rappley, 2006; Zito et al. 2000)
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20062006: more than 1,100: more than 1,100
Florida Medicaid childrenFlorida Medicaid children

under age 6 receivedunder age 6 received
atypical antipsychoticsatypical antipsychotics

(St. Petersburg Times, 2007)
26

ConcernsConcerns
Treatment of preschoolersTreatment of preschoolers

with psychiatric drugswith psychiatric drugs
has barely been studiedhas barely been studied

(Rappley, 2006 ; Vitiello, 2001; Waller et al. 2005; Zito et al. 2000)

27

Insufficient evidence toInsufficient evidence to……

•• Provide guidelines forProvide guidelines for
treatmenttreatment

•• Establish efficacy ofEstablish efficacy of
treatmenttreatment

•• Guarantee safe useGuarantee safe use
•• Evaluate short- and long-Evaluate short- and long-

term consequences onterm consequences on
developmentdevelopment

(Rappley, 2006 ; Vitiello, 2001; Waller, Lewellen & Bresson, 2005; Zito et al. 2000)
28

29

Youths in Foster CareYouths in Foster Care
More likely to be medicatedMore likely to be medicated

30

March 13, 2007
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  Children in child welfare settings  Children in child welfare settings
are are 2 and 3 times more likely2 and 3 times more likely to to
be medicated than children in thebe medicated than children in the
general communitygeneral community

(Breland-Noble et al. 2004; Raghavan et al. 2005)

National foster careNational foster care

32

  After controlling for demographic  After controlling for demographic
andand clinical factors, youths in clinical factors, youths in
group homes still group homes still twice as likelytwice as likely
to be medicated than youths into be medicated than youths in
therapeutic foster caretherapeutic foster care

Group homesGroup homes

(Breland-Noble et al. 2004; Raghavan et al. 2005)

33

Concerns in FloridaConcerns in Florida

  Reports in 2001 and 2003  Reports in 2001 and 2003
highlighted problems with:highlighted problems with:
–– Medication without signed consentMedication without signed consent
–– Medication without medicalMedication without medical

evaluations and proper follow-upevaluations and proper follow-up
monitoringmonitoring

–– High rates of High rates of polypharmacypolypharmacy

(Green, Hawkins & Hawkins, 2005; Florida Statewide Advocacy Council, 2003)
34

Florida concerns led to lawFlorida concerns led to law

  Senate Bill 1090 introduced in  Senate Bill 1090 introduced in
2005 to restrict the state2005 to restrict the state’’s abilitys ability
to medicate foster childrento medicate foster children
without the proper consent ofwithout the proper consent of
their parents or a judge andtheir parents or a judge and
required improved tracking ofrequired improved tracking of
these childrenthese children

35

““No List of Kids on Mood DrugsNo List of Kids on Mood Drugs””

      Child welfare officials acknowledgedChild welfare officials acknowledged
lacking an accurate list of children inlacking an accurate list of children in
state care receiving psychiatric drugsstate care receiving psychiatric drugs
–– Advocates called use of these drugs inAdvocates called use of these drugs in

children children ““chemical restraintschemical restraints”” used to used to
control behaviorcontrol behavior

(September, 2006)

36

Part BPart B

Public Health ConcernsPublic Health Concerns
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StimulantsStimulants:  3.6 million:  3.6 million
AntidepressantsAntidepressants: 2 million: 2 million
AnticonvulsantsAnticonvulsants: 900,000: 900,000
AntipsychoticsAntipsychotics: 540,000: 540,000

(Medco Health Solutions, 2006)

Numbers of American childrenNumbers of American children
on on psychotropicspsychotropics: 2006: 2006

39

   2006 FDA warning on cardiovascular   2006 FDA warning on cardiovascular
effects also alerts doctors to stimulant-effects also alerts doctors to stimulant-
induced psychosis and hallucinationsinduced psychosis and hallucinations

40

  2004  2004: FDA issued a : FDA issued a ““Public HealthPublic Health
AdvisoryAdvisory”” about  about all antidepressantsall antidepressants,,
warning of drug-induced:warning of drug-induced:
–– Anxiety and panic attacksAnxiety and panic attacks
–– Agitation and insomniaAgitation and insomnia
–– Irritability and hostilityIrritability and hostility
–– Impulsivity and severe restlessnessImpulsivity and severe restlessness
–– Mania and hypomaniaMania and hypomania

41

  FDA   FDA ““black boxblack box”” warns warns::
    ““Antidepressants increase theAntidepressants increase the

risk of suicidal thinking andrisk of suicidal thinking and
behavior (behavior (suicidalitysuicidality) in short-) in short-
term studies in children andterm studies in children and
adolescents with Majoradolescents with Major
Depressive Disorder and otherDepressive Disorder and other
psychiatric disorderspsychiatric disorders””

42

2005: FDA extends 2005: FDA extends ““black boxblack box””
warnings to children andwarnings to children and
adolescentsadolescents

2007: FDA extends 2007: FDA extends ““black boxblack box””
warnings to young adults 18-24warnings to young adults 18-24
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AntipsychoticsAntipsychotics

Skyrocketing numbersSkyrocketing numbers
despite safety concernsdespite safety concerns

44

45 46

Antipsychotics = Fastest riseAntipsychotics = Fastest rise
      Number of non-institutionalized 6-Number of non-institutionalized 6-

18 year-olds on antipsychotics:18 year-olds on antipsychotics:

19931993::     50,000  50,000
20022002:: 532,000532,000

(Olfson et al. 2006)

47

  More than   More than 18,000 kids18,000 kids on Florida on Florida
Medicaid prescribed atypicalMedicaid prescribed atypical
antipsychotics in 2006antipsychotics in 2006

(2007)

48

Nationwide, antipsychoticsNationwide, antipsychotics
typically prescribed to childrentypically prescribed to children

for non-psychotic conditionsfor non-psychotic conditions

Most frequent diagnosesMost frequent diagnoses::
–– disruptive behavior disorders,disruptive behavior disorders,

including ADHD (38%), and moodincluding ADHD (38%), and mood
disorders (32%)disorders (32%)

(Olfson et al. 2006)
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20062006: Only 8% of: Only 8% of
Florida MedicaidFlorida Medicaid
children receivingchildren receiving
antipsychoticsantipsychotics
had a diagnosis ofhad a diagnosis of
psychosispsychosis
–– Half wereHalf were

diagnosed withdiagnosed with
attention orattention or
conduct disordersconduct disorders

(2007)

In Florida tooIn Florida too……

50

Antipsychotics =Antipsychotics =
polypharmacypolypharmacy

 77% to 86% of youths77% to 86% of youths
taking antipsychoticstaking antipsychotics

do so with other drugsdo so with other drugs

(Medco, 2006; Olfson et al. 2006)

51

Safety and efficacySafety and efficacy
unknownunknown

   ““We donWe don’’t know the first thing aboutt know the first thing about
safety and efficacy of these drugs even bysafety and efficacy of these drugs even by
themselves in these young ages, let alonethemselves in these young ages, let alone
when they are mixed togetherwhen they are mixed together..””
Dr. Steven Hyman, former NIMH director, Harvard University provostDr. Steven Hyman, former NIMH director, Harvard University provost

(2006)

52

Adverse effects of Adverse effects of ““atypicalsatypicals””

(Correll, 2006; USA Today, 2006)

53

““Doctors need to be judicious whenDoctors need to be judicious when
prescribing antipsychotic drugs toprescribing antipsychotic drugs to

children. The use of these drugs canchildren. The use of these drugs can
have the pediatric patient trading ahave the pediatric patient trading a
behavioral condition for a lifelongbehavioral condition for a lifelong

metabolic condition that can lead tometabolic condition that can lead to
significant health complicationssignificant health complications””

——RobertRobert Epstein Epstein,,  M.DM.D.,., chief medical officer, Medco chief medical officer, Medco

54

Part CPart C

Expenditures SoarExpenditures Soar
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  2004  2004: 17% of total drug: 17% of total drug
spending for children was forspending for children was for
psychotropicspsychotropics
–– greater than cost ofgreater than cost of
antibiotics and asthma drugsantibiotics and asthma drugs

(2004)

57

  Medicaid-enrolled children are  Medicaid-enrolled children are
more likely to:more likely to:
–– Receive Receive psychotropicspsychotropics
–– Be treated with multipleBe treated with multiple

medicationsmedications
–– Receive medications as soleReceive medications as sole

treatmenttreatment
(Goodwin et al. 2001; Martin et al. 2002, 2003)

State insurance increasesState insurance increases
likelihood of medicationlikelihood of medication

58

  1996-2001  1996-2001: increased most: increased most
dramatically in these Medicaiddramatically in these Medicaid
populations:populations:
–– Preschool children (61%)Preschool children (61%)
–– Ages 6-12 (93%)Ages 6-12 (93%)
–– Ages 13-18 (116%)Ages 13-18 (116%)

Use of newer antipsychoticsUse of newer antipsychotics
grows fastergrows faster

(Cooper et al. 2004; Olfson et al. 2006; Patel et al. 2005)

59

Medicaid paysMedicaid pays
more formore for
psychotropicpsychotropic
drugs than otherdrugs than other
Federal buyersFederal buyers……

60

Medicaid programs struggleMedicaid programs struggle
to contain coststo contain costs

  1997   1997 –– 2004: 2004: Tripling of Medicaid Tripling of Medicaid
spending on spending on psychotropicspsychotropics
attributed to the expanding use ofattributed to the expanding use of
expensive expensive atypical antipsychoticsatypical antipsychotics

(Duggan, 2005; Stagnitti, 2007; OIG, 2003)
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Antipsychotics top MedicaidAntipsychotics top Medicaid
spending on psychiatric drugsspending on psychiatric drugs

  10 state Medicaid programs  10 state Medicaid programs
paid $562 million on 25paid $562 million on 25
psychotropic drugspsychotropic drugs
–– 67% of this total spent on nine67% of this total spent on nine

antipsychoticsantipsychotics

(Duggan, 2005; OIG, 2003; Stagnitti, 2007)
62

Average prescription price forAverage prescription price for
top 2 antipsychotics,top 2 antipsychotics,

1993 vs. 20011993 vs. 2001

19931993: : HaldolHaldol, , MellarilMellaril =   =  $29$29

2001:2001:  ZyprexaZyprexa, , RisperdalRisperdal =  = $286$286

(Duggan, 2005)

63

Florida MedicaidFlorida Medicaid
(fee-for-service) spending(fee-for-service) spending
on atypical antipsychoticon atypical antipsychotic

drugs, 2002-2007drugs, 2002-2007

$1.1 billion$1.1 billion
(Farley, R., St. Petersburg Times, April 12, 2008) 64

Part DPart D

Conclusions andConclusions and
RecommendationsRecommendations

65

Usage is increasingUsage is increasing
    Usage of all psychiatric drugUsage of all psychiatric drug

classes has skyrocketed duringclasses has skyrocketed during
past decade in all age groups,past decade in all age groups,
all ethnic/racial groups, allall ethnic/racial groups, all
settingssettings

66

Ongoing debateOngoing debate
  Debate persists on whether  Debate persists on whether

disorders are under- or over-disorders are under- or over-
diagnosed, and under- or over-diagnosed, and under- or over-
treated, with heated argumentstreated, with heated arguments
from supporters and critics infrom supporters and critics in
professional and public discourseprofessional and public discourse
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Supporters argueSupporters argue……

•• Up to 1/5 of youth have aUp to 1/5 of youth have a
““DSM-diagnosable disorderDSM-diagnosable disorder””

•• Popularly-accepted causes ofPopularly-accepted causes of
disorders are neurobiologicaldisorders are neurobiological

•• Medications remove Medications remove ““blameblame””
•• Stimulants greatly impactStimulants greatly impact

ADHD-like behaviorADHD-like behavior

68

Critics replyCritics reply……
•• Medication use outpaces researchMedication use outpaces research

evidenceevidence
•• Growing use leads to increase inGrowing use leads to increase in

pediatric adverse effectspediatric adverse effects
•• Medicating the developing brainMedicating the developing brain

may lead to long-term negativemay lead to long-term negative
changes in functioningchanges in functioning

•• NoNo  pathophysiologicalpathophysiological variable is variable is
associated with any DSM disorderassociated with any DSM disorder

69

Fastest rise: AntipsychoticsFastest rise: Antipsychotics
  Antipsychotics with serious  Antipsychotics with serious

adverse effects growing fasteradverse effects growing faster
than any other drug classthan any other drug class
–– More frequently used inMore frequently used in

polypharmacypolypharmacy and for non- and for non-
psychotic disorders, with nopsychotic disorders, with no
research evidenceresearch evidence

70

Racial issuesRacial issues
  Black children  Black children: fastest-growing: fastest-growing

group being prescribedgroup being prescribed
antipsychoticsantipsychotics
–– Increase related to enormous rise inIncrease related to enormous rise in

the diagnosis of bipolar disorder in thisthe diagnosis of bipolar disorder in this
populationpopulation

71

Soaring State MedicaidSoaring State Medicaid
spendingspending

  Largest spending increases on  Largest spending increases on
antipsychoticsantipsychotics
–– Until now, states appear unableUntil now, states appear unable

to contain such fast-rising drugto contain such fast-rising drug
costscosts

72

Young childrenYoung children
   Children are particularly   Children are particularly

vulnerable to harm byvulnerable to harm by
psychiatric drugs because theirpsychiatric drugs because their
brains are still developingbrains are still developing

   Research is needed to track   Research is needed to track
subtle changes in childrensubtle changes in children’’ss
developing personality resultingdeveloping personality resulting
from drugfrom drug’’s impact on brains impact on brain
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Children in foster careChildren in foster care
  Little empirical evidence exists to  Little empirical evidence exists to

support the use of drugsupport the use of drug
interventions in traumatizedinterventions in traumatized
childrenchildren
–– Clinicians need to considerClinicians need to consider

risk/benefit analysis of drugs vs.risk/benefit analysis of drugs vs.
evidence of effective psychosocialevidence of effective psychosocial
interventionsinterventions

74

Children in foster careChildren in foster care
  Experts recommend antipsychotics  Experts recommend antipsychotics

should notshould not be considered first-line be considered first-line
treatment for childhood traumatreatment for childhood trauma
because of their serious adversebecause of their serious adverse
effectseffects

75
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