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'COMENTARIO A LA VERSION ESPANOLA

De Estados Unidos a Espaiia y de regreso:
viejos amigos para nuevos proyectos

- o~ - s . i ”
Apreciado companero, ja portada se colorea de novisimos “covert arts”,
también de hispanico trazo (Socorro Rivera, que,
como Andrés, proviene de la Ciudad de México),

Llega a tus manos, con un cierto inevitable re-
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EDICION ESPANOILA

Xavier Gastaminza

& Oscar Herreros!
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Age in years

Lifetime prevalence of mental disorders in US adolescents:results from the

National Comorbidity Study-Adolescent Supplement. Merikangas et al JAACAP 10.2010
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(Anatomical MRI of typically developing children. Giedd et al JAACAP 5.2009)
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Childhood-Onset Schizophrenia: Insights from Neuroimaging Studies
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Larr et al 10.09
Widespread Cortical Thinning Is a Robust Anatomical Marker for ADHD



s I Subjects below 10 year-oid
I |32 '
2 400004
i
E
= 150001
g 1 0000
=
o
S 2.50007
z
o
3

2.0000+

H : H M H 10 12
CBCL Attention Problems Raw Scores

Right Orbitofrontal Cortical Thickness (mm)

%

400009

esD e T 000

Subjects of 10 year-old and above

°
o
°

%

300004

25000

s e T
L b L
e

L) b \J
2z N L]

CBCL Arttention Problems Raw Scores

e

0005 0004 0002 0002 00N
p-vale

Ducharne et al 1.12

Decreased Regional Cortical Thickness and Thinning Rate
Are Associated with Inattention Symptoms in Healthy Children
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Adolescents

Development

Casey et al 10.10
Neurobiology of the Adolescent Brain and Behavior:

Implications for Substance Abuse Disorders



Hechtman 6.11
Prospective Follow-up Studies of ADHD: Helping Establish a Valid Diagnosis in Adults
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Arnsten et al 4.12
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systems

Neurobiological Circuits Regulating Attention, Cognitive control, Motivation and Emotion:
Disruptions in Neurodevelopmental Psychiatric Disorders
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Arnsten et al 10.10

Methylphenidate and Atomoxetine Enhance Prefrontal Function
Through a,-Adrenergic and Dopamine D,Receptors
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Arnsten et al 4.12
Neurobiological Circuits Regulating Attention, Cognitive control, Motivation and Emotion:
Disruptions in Neurodevelopmental Psychiatric Disorders
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Novartis to shut brain
research facility

Drug giant redirects psychiatric efforts to genetics.
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ADHD-RS-V (HV) Total Score
Change from baseline
Least-square means (SE)

CGI-ADHD-S Score
Change from baseline
Least-square means (SE)
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Wilens et al 1.11

Safety and Efficacy of ABT-089 in Pediatric ADHD:
Results from Two Randomized Placebo-Controlled Clinical Trials



ADHD: MTA Results

All treatment arms found to be effective on an absolute basis

Medication Medication management
management alone + behavioral treatment

Nearly equally effective
and superior to both:

— =
* Behavioral treatment alone

« Community based treatment

(MTA Study Group, Arch Gen Psych, 1999)



SMAP Inattention

SNAP Parent Inattention SMAP Parent Hyperactive/l mpulsive SNAP Parent ODD
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Molina et al 5.09
The MTA at 8 Years: Prospective Follow-up of Children
Treated for Combined-Type ADHD in a Multisite Study







Stimulants and cardiovascular risk - 1

* Pharmacoepidemiology study
» Used pharmacy claims

* N=171,126; Ages 6-21

* Qutcomes:

— Cardiac events (eg ED, angina)
— Cardiac symptoms (eg tachycardia)

Olfson et al 2.12
Stimulants and Cardiovascular Events in Youth with ADHD




Stimulants and cardiovascular risk - 2

* Incidence on stimulants (per million days of use)
— Events: 0.92
— Symptoms 3.08
* Relative Risk (vs no use)
— Events: 0.69 (0.42-1.12)
— Symptoms: 1.18 (0.83-1.66)

Olfson et al 2.12
Stimulants and Cardiovascular Events in Youth with ADHD




Cardiovascular monitoring

« Before treatment
* Review personal history
« Family history, eg sudden / unexpected early deaths
« HR and BP (per gender / age / height norms)
« ECG not routinely mandatory

— During treatment

* Monitor for symptoms
« Refer for symptoms, pre HTN (90-95 PP), or HTN (>95)
« Seek consultation as indicated

Hammerness et al 10.11
Cardiovascular Risk of Stimulant Treatment in Pediatric ADHD:
Update and Clinical Recommendations
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Prodrugs

Review of ADHD Pharmacotherapies: Advantages, Disadvantages, and Clinical Peatrls.
Daughton and Kratochvil JAACAP 3.2009
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Findling et al 4.11
Efficacy and Safety of Lisdexamfetamine Dimesylate in Adolescents with ADHD






9 studies 1

. Improves ADHD
477 subjects t
1 desipramine
o f
N '{
n
-—
o |
2 ‘.
T 05 4
<— Worsens Tics 05 1 Improves Tics —>
| Effect Size
Worsens ADHD

Meta-Analysis: Treatment of Attention-Deficit Hyperactivity Disorder in Children with

Comorbid Tic Disorders. Bloch et al JAACAP 9.2009
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Jain et al 2.11
Clonidine Extended-Release Tablets for Pediatric Patients with ADHD
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Sallee et al 2.09

Guanfacine Extended Release in Children and Adolescents With ADHD:
A Placebo-Controlled Trial
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Wilens et al 1.12

A Controlled Trial of Extended-Release Guanfacine and Psychostimulants for ADHD
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Newcorn et al 5.09
Clinical Responses to Atomoxetine in ADHD:
The Integrated Data Exploratory Analysis (IDEA) Study



Atomoxetine + MI/CBT

Placebo + MI/CBT
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Thurstone et al 6.10

RCT of Atomoxetine for ADHD in Adolescents with Substance Use Disorder



OROS-MPH + CBT
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Riggs et al 5.11

RCT of Osmotic-Release Methylphenidate with CBT
in Adolescents with ADHD and Substance Use Disorders



21 studies
113,104 subjects

Past-year misuse rates:

— 5-9% grade and high school
— 5-35% college

Lifetime diversion rates:

— 16-29%

Risk Factors:

— Whites>minorities

— Fraternities / sororities
— IR>ER forms

Misuse and Diversion of Stimulants Prescribed for ADHD:
A Systematic Review of the Literature. Wilens et al JAACAP 1.2008
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ETOH N=3,184

OR 1.35(1.11, 1.64)

Charach et al 1.11
Childhood ADHD and Future Substance Use Disorders: Comparative Meta-Analysis



The Real World: Unmet Need

Longitudinal cohort, Los Angeles
N=530, ages 5-11

Three six-month intervals

Primary care or MH clinics

No treatment at 18 months: 34-44%
Refill persistence: 31-49%

Zima et al 12.10
Quality of Care for Childhood ADHD in a Managed Care Medicaid Program



The Real World: Adherence

Philadelphia public schools
Medicaid eligible children
Pharmacy claims, N=3,543
Outcome = GPA

Adherence = >0.7 med. possession
r =0.108 (p<0.001)

Only 18.6% adherent

Marcus et al 5.11
Stimulant Adherence and Academic Performance in Urban Youth With ADHD
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Our Past Informs Our Future

» Pediatric psychopharmacology the front
end of a lifespan developmental model

* Electronic medical records + biospecimens
= switch from phenotypic to molecular
medicine

* Genomics and proteomics revolution =
preemptive, preventive and curative care

March 5.11
The Preschool ADHD Treatment Study (PATS) as the Culmination of Twenty Years
of Clinical Trials in Pediatric Psychopharmacology
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