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Nosology and epidemiology in autism: Classification counts

Prevalence Studies of Autism 1970-2010
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The promise of molecular medicine in genetically defined disorders of brain development.

Neurological disorders —\
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Moving from genes to receptors
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Metabotropic receptors
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Moving from receptors to systems




Prospects & Concerns

* Synapse Conﬁguration & Circuitry—dependent
(Schoepp’s model in limbic systems, APA, 2003)

o Complex neuron-neuron/ neuron-glial
interaction

(Aronica’s new findings, 2003)

Mills CD et al, 2002 Jan, Fundytus ME, 2001 Jan,
Sung B, Lim G & Mao J, 2003 April




Scnoegoo’s Vocdel

Pathological Stress

J

Decrease Exciiation

L Y354740

"Lel off the accelerator” ':?";:1;
m
Function
Pathological Stress
Enhance |nhibition

“Keeap on the Brakes" LY354740™"

IFlL

i Normal

Function
.. CeA
Lateral ™" e dia)

Schoepp’s model in limbic systems,
APA, 2003

/




It might depend on the neuron-glial signalling at a particular
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Insights from Comparative CNS drugs
development

¢ Novel mGluR & iGluR drugs as comparative modulators
* Side effect profile comparable to risperidone (2006) ?

° Comparative studies from CB1R
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Moving to clinical studies/database




ﬁ U.S. Food and Drug Administration
: == Protecting and Promoting Public Health




Safety results:

Commonly observed adverse reactions in short-
term, placebo-controlled trials of pediatric
patients (6-17 years) with Autistic Disorder treated
with oral Abilify®




Percentage of Patients Reporting Reaction

Aripiprazole Placebo
Preferred Term (n=212) (n=101)
Sedation 21 4
Fatigue 17 2
Vomiting 14 7
Sommnolence 10 4
Tremor 10 0
Pyrexia 9 1
Drooling 9 0
Decreased Appetite 7 2
Salivary Hypersecretion 6 1
Extrapyramidal Disorder 6 0
Lethargy 5 0
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Moving to validated pathways
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Disorders of transcriptional dysregulation
* RTT-MECP2

* MECP2 duplication disorders— MECP2
* ASD/ID-MEF2C
* RTS—-CBP and EP300

Disorders of synaptic scaffolding and structures
* PMS - SHANK3
* AS/ID- NRXNs; NLGNs; and SHANK2

Disorders of synaptic signaling
* FXS-FMR1

* AS—UBES3A
* TSC-TSC1/TSC2
* NF—NF1

Presynapse:
Postsynapse:

ERK1/2

h 4

Glutamate

e ]

|

MGLUR1/5

HOMERI

1
PIKE-L

¥

PI3K

—

PDK1/2

¥

AKT

¥

N

MTOR

< RHEB

ZlE

| MNK1/2 |—> EIF-4E

]

4E-BP

S6K

Y

Translation on

¥
ARC

i

PERSPECT

Voot




Current Trending
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e Partial agonists ?

e Antisense
oligonucleotides?

success story of other
glutamate receptor
ligands?
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