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Question 1

Clinicians may consider tapering atypical
antipsychotic medications in patients showing
remission of aggressive symptoms for this
duration or longer:

a) 2 weeks
b) 1 month
c) 2 months
d) 3 months

e) 6 months



Question 2

The TRAAY guidelines suggested that for
iIndividuals with slightly prolonged QTc
Interval (>450 & < 500 msecs), the first line
options include:

a) Repeat EKG and decrease dose of
antipsychotic

b) Increase dose of antipsychotic

c) Abrupt discontinuation of antipsychotic
d) Cardiology consult

e) Add antiarrhythmic agent
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The Neurobiology of Aggression
(James Blair et al, 2004)

A Impulsive (Reactive) and Proactive (Instrumental)
Aggression are supported by different neuronal
architectures

A Neural circuitry: medial nucleus of amygdala -> medial
hypothalamus -> dorsal half of periaqueductal gray. Allows
expression of reactive aggression across mammalian species.

A Circuitry can become dysfunctional, either through
I problems in the basic neural circuit that responds to threat
and allows the expression of reactive aggression (fear and
frustration), OR
I Eroblems in the regulatory systems for this circuitry:
unctioning of medial/orbital frontal systems involved in
the regulation of basic threat circuitry can be compromised.

ImP_u_Isive aggression can be the result of excessive activation,
deficient restraint (self control) or both.

A These problems can arise out of endogenous (genetic
vulnerability) or exogenous (abuse or trauma) factors



Model of Impulsive Aggression Development
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Environmental Factors

X Experience of
aggression as a child

x Witnessing aggression
as a child

x Parental dysfunction



Effect of NENnvironment
In Social Information Processing

Agaression in Childhood Associated with Deficits in SIP:

a. Reduced Encoding of Relevant Social Information
b. Increased Tendency for Hostile Attributions

Aggressive
Behavior

Risk Factor

Aggression in Childhood, etc.
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Neuro-Biological Factors

x Dysfunction of Central 5-HT

x Dysfunction of other Central
Systems

x Soclal-Emotional Information
Processing



Correlates: Reactive (Impulsive)
and Proactive Aggression (oodgeck.,

Lochman JE, Harnish JD et al, 1997)

A Reactive
(Impulsive):

A Early onset (4.5 ys)
A Physical Abuse in 21%
A Poor peer relations

A Inadequate problem
solving patterns

A Proactive:
A Later onset ( 6.5)
A No physical Abuse

A Aggressive Models in
family

A Attributes positive
valency to aggression
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Main Diatheses for Aggressive Behavior
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Can We Reliably Identify It?
Internal Consistency i Alpha
Youngstrom, 2004

AP-GBI 8 items: a = .87
AA-GBI 8 items: a = .88
AYMRS 2 items: a = .90
ACBCL 10 items: a = .91

Jensen, Youngstrom, Steiner, et al., JAACAP 46:309-322, 2007



Small Subset of Items Across Measures
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Bipolar, ADHD, Unipolar all show
significant elevations of Imp-Agg
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Impulsive Aggression occurs in many
cases in all diagnoses studied
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Bipolar Disorder I- Imp-Agg
discriminates less than manic sx
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ADHD: Imp-Agg Occurs Often, but not
specific to condition
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Conduct Disorder: High levels of
Imp-Agqg, but Delinqguency Higher
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Imp-Agg also appears in Unipolar
Depression
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Conclusions

Impulsive Aggression important construct in childhood psychopathology
I Clinical phenomenon i not just normal child behavior

Can be measured
I Embedded in existing instruments
I Can be reliably identified & extracted
I Good reliability for new subscales

High mean scores on Impulsive Aggression measures across diagnoses
I Fairly sensitive marker of iliness

Kids with high levels (LCA) show up across diagnoses
I Not a specific marker, even for bipolar or conduct disorders

Not as diagnostic of any condition as are core sx of the condition

I E.g., lots of aggression in bipolar, but bipolar better identified by other
manic sx

Treatable T sensitive marker, but may track differently from other
symptoms

Jensen, Youngstrom, Steiner, et al., JAACAP 46:309-322, 2007
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Medications Commonly Used for the

A Antipsychotics (DA blockade)

A Anticonvulsants (GABA agonism, glutamate
antagonism)

A Stimulants (increase in RAS system)
ASSRI 6s ( 5 HT increase)
A Anxiolytics (increase in GABAergic transmission)

A Alpha agonists and Beta Blockers (reduction in NA
activity)

A Sedatives (sedation)

A Connor et al, 1997; Pappadopulos et al., 2003:
/5% of inpt/residential patients receive
pharmacotherapy for aggression; 40% two or more
meds, antipsychotics common regardless of
diagnosis.

Treatment of Aggression in Clinical Practice
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Impulsive Aggression in C & As:
Critical Treatment Issues

AAggressive behavior is the most common
reason for psychiatric referrals

AAggression complicates treatment and leads
to poorer outcomes

AAggression leads to frequent use of atypical
antipsychotics and multiple medications

AThere is a lack of controlled trials to inform
physi cianso prescri bl

Pappadopulos EA, Jensen PS, Schur SB, et al (2002). Schizophr Bull 28(1):111-121.




Antipsychotic Use Is Increasing
In Children and Adolescents

Age-specific prevalence rates of total antipsychotic use
(1996-2000) based on analysis of Texas Medicaid claims
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Selected Studies of Disruptive Behavior
Disorders With Aggression In
Children/Adolescents

ARandomized studies
I Aman, et al (2002) I Buitelaar, et al (2001)
I Findling, et al (2000) 1 Van Bellinghen, De Troch (2001)
I Snyder, et al (2002)

A Nonrandomized, long-term studies
I Turgay, et al (2002)
I Findling, et al (2004)
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Short-Term Randomized Trials for Aggression

Subjects i
Study . J » Duration & Dose Results
Diagnosis range
_ ARisperidone more

n=118, 5-12 years %6 weeks .

Aman et effective than placebo.

al 2002 MDBD/ Subaverage | foral risperidone AAE: headache
intelligence 0.02-0.06 mg/kg/day somnolence
n=110, 5-12 years, _ _ _
1Q 36-84 A week (SB) then 6 Risperidone superior

to placebo

Snyder et | ADBD, NCBRF score | Weeks (DB) Aae I

al, 2002 2 2 Kisperidone 0.02- heallzd;c?hrgngp)ege(:t?t’e _
A80% w/ comorbid | 0.06 mg/kg/day dyspepsia’. ’
ADHD

Van n=13, 6-14 years, IQ | A weeks ARisperidone superior

Bellinghen o Aisperidone ¢ .01 to placebo

et al. 20071 | Aehavioral mg/kg/day

’ disturbance

n=20, 5-15 years A0 weeks Risperidone superior

Findling et | fcp/ Moderate Arisperidone <50 kg, | © Placebo

al, 2000 severity (CGI) ¢ 1.5 .mg/kg/day;>50 | ANo noted EPS

kg, ¢ 3 mg/kg/day

32




