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Current AD Clinical Trials “Score Card”

Phase Ill Randomized, Double-blind, Placebo Controlled, Clinical Trials for AD -
Failures due to lack of efficacy or unforeseen toxicity.

Agent Target/Mechanism Outcome
Atorvastatin HMG CoA reductase Negative
Dimebon Mitochondrial function Negative
Semagacestat Gamma secretase Negative
NSAIDs Inflammation Negative
Phenserine Cholinesterase/Amyloid Negative
Rosiglitazone PPAR gamma agonist Negative
Simvastatin HMG CoA reductase Negative
Tarenflurbil Gamma secretase Negative
Xaliproden Serotonin antagonist Negative
Bapineuzumab amyloid beta (passive immunization) Negative
Solanezumab amyloid beta (passive immunization) Negative*
IVIG amyloid beta (passive immunization) Negative




What may have gone wrong? An iceburg analogy

* We are targeting the wrong
pathophysiological
mechanisms

* Drugs do not engage with the
intended target

* Interventions are started at
the wrong stage of the disease

* Lack of translatable
pharmacodynamic biomarkers

* Poor predictive power of
animal model preclinical
efficacy testing

= |nsufficient understanding of
disease complexity and the
physiologic response to
therapeutic intervention

Leveraging Trans-NIH Translational Programs
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*SBIR/STTR funding opportunities exist for the full spectrum of drug discovery/development




February, 2016

LM11A-31 - first in class, small
molecule modulator of the P75
Neurotrophin Receptor

Pl — Frank Longo MD and
NeurotrophiX

The pre-clinical drug
development and part of the
IND-enabling studies for
LM11A-31 were supported
through NIA’s

* AD Translational Program
* IND Toxicology Program

The Phase Il trial is being
supported through NIA’s Pilot
Clinical Trials Program
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ACCELERATING MEDICINES PARTNERSHIP (AMP)”»{?

ALZHEIMER’S DISEASE — TWO PROIJECTS

Target Discovery Biomarkers
and Preclinical Validation to Characterize Existing and
to Find New Disease-Relevant New Biomarkers
Drug Targets
CahaikEte “oimic” dats PET TAU and novel biomarkers

on ~2,500 brains ‘
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*AMP-AD Knowledge Portal — www.synapse.org.ampad




Building on and expanding the AMP-AD Target Discovery Project

_ M2OVE-AD

Molecular Mechanisms of the
Vascular Etiology of Alzheimer's Disease

A collaboration between NIA and NINDS

* ~S30 million over 5 years to support cross disciplinary research teams:

* 5 research teams will generate various “omics” data from brain and peripheral
fluids from individuals participating in several natural history and population
studies and use network biology approaches to integrate these data with data
on neuroimaging, vascular physiology and cognitive measures.

* Predictions about molecular mechanisms will be explored in animal models (AD
models and models of vascular/metabolic risk factors).

e Goals and deliverables:

>
>

rapid and broad sharing of data

deeper understanding of the phenotypes of risk and the mechanisms linking
vascular risk factors, cerebrovascular disease and AD

new disease-relevant therapeutic targets for prevention

molecular sighatures that can be non-invasively measured and used for
patient stratification

https://alzped.nia.nih.gov/
Alzheimer’s Disease Preclinical Efficacy Database

AI Z P E D TRANSPARENT. REPRODUCIBLE. TRANSLATABLE.

ALZHEIMER'S DISEASE
PRECLINICAL EFFICACY DATABASE

o ABOUT AIzPED e SEARCH AlIzPED 0 RESOURCES @ SUBMIT YOUR DATA

AIzZPED is a publically available, searchable, data resource that aims to increase the transparency, reproducibility and
translatability of efficacy testing studies for Alzheimer's disease candidate therapeutics performed in animal models
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Current AlzPED Members:

GETTING STARTED

NIH Library

ADDF
Alzheimer Association

Center for Open Science

AlZPED Team

Glossary of Terms
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