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Corporate Overview

ÅDeveloping first-in-class therapies to treat orphan and non-orphan 
neurological diseases.   

ÅLead program, PBT434, is the first of a new generation of small 
molecules designed to block iron-mediated accumulation and 
aggregation of alpha-synuclein, an abundant brain protein widely 
ōŜƭƛŜǾŜŘ ǘƻ ōŜ ƛƴǾƻƭǾŜŘ ƛƴ ǘƘŜ ǇŀǘƘƻƎŜƴŜǎƛǎ ƻŦ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ ŀƴŘ 
related disorders.  

ÅUnique chemical scaffold and biological profile

ÅPBT434 development plan builds on a body of experience from earlier 
ǇǊƻƎǊŀƳǎ ƛƴ !ƭȊƘŜƛƳŜǊΩǎ ŀƴŘ IǳƴǘƛƴƎŘƻƴΩǎ ŘƛǎŜŀǎŜǎ

ÅCompound library of over 2000 potential therapeutic agents  
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Trading information:
ASX: PBT
Nasdaq: PRAN
Share price: US$3.23
Valuation: $30m
Cash: ~$20M 

(as at 31 December, 2017)

Board
ÅIra Shoulson, MD

ÅDr George Mihaly

ÅLawrence Gozlan

ÅPeter Marks

ÅBrian Meltzer
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An International Business

Established in 1997 in Australia, listed on ASX 
(PBT) 
Melbourne, Australia
Å Headquarters
Å Discovery and Research team

Listed on Nasdaq in 2000 
(PRAN) 

San Francisco, USA
Å Clinical Development 

team



Investment Highlights
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Novel Drug Candidate: PBT434

Å¢ŀǊƎŜǘǎ ƪŜȅ ǇǊƻǘŜƛƴǎ ƛƳǇƭƛŎŀǘŜŘ ƛƴ ǘƘŜ ƴŜǳǊƻŘŜƎŜƴŜǊŀǘƛƻƴ ƻŦ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ ŀƴŘ ŀǘȅǇƛŎŀƭ ǇŀǊƪƛƴǎƻƴƛǎƳ

ÅPrevents accumulation of h-synuclein and tau

ÅWell tolerated in repeated dose toxicology studies

Strong Research and Development

ÅInnovative discovery program

ÅDevelopment team with proven track record

ÅLong standing collaborations with Harvard and Florey Institute of Neuroscience and Mental Health

ÅR&D Program with Takeda Pharmaceuticals

Multiple Indication Opportunity

Åt.¢поп ƛǎ ŀŎǘƛǾŜ ƛƴ ƳƻŘŜƭǎ ƻŦ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ ŀƴŘ ŀǘȅǇƛŎŀƭ ǇŀǊƪƛƴǎƻƴƛǎƳΣ ǎǳŎƘ ŀǎ aǳƭǘƛǇƭŜ {ȅǎǘŜƳ !ǘǊƻǇƘȅ ŀƴŘ 
Progressive SupranuclearPalsy

ÅMSA and PSP are orphan diseases 



Management Team
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Geoffrey Kempler, Executive Chairman & CEO David Stamler, MD, Chief Medical Officer & SVP 
Development

Kathryn Andrew, CFO

Building a US team

Å Founded Prana in November 1997
Å Extensive experience in investment and 

business development
Å Overseen operations responsible for the 
ƛƳǇƭŜƳŜƴǘŀǘƛƻƴ ƻŦ tǊŀƴŀΩǎ ǎǘǊŀǘŜƎƛŎ Ǉƭŀƴ ŀƴŘ 
technology commercialization of our 
technology.

ÅPrevious VP, Clinical Development and Therapeutic 
Head, Movement Disorders, Teva Pharmaceuticals

ÅtŀǊǘ ƻŦ ¢ŜǾŀΩǎ ¦{ϷоΦр ōƛƭƭƛƻƴ ŀŎǉǳƛǎƛǘƛƻƴ ƻŦ !ǳǎǇŜȄ 
Pharmaceuticals where he was Chief Medical Officer

ÅLed development of AUSTEDO® (deutetrabenazine) a 
ƴŜǿ ŘǊǳƎ ŦƻǊ ǘƘŜ ǘǊŜŀǘƳŜƴǘ ƻŦ IǳƴǘƛƴƎǘƻƴΩǎ ŘƛǎŜŀǎŜ 
and tardive dyskinesia, which was approved by the FDA 
in April 2017. 

ÅSecond neurological agent that Dr. Stamler has led 
through the approval process with the FDA. 

ÅUS team expansion underway
ÅOffice established in San Francisco
ÅClinical Operations, CMC and Non-Clinical 

Development already hired

ÅHighly experienced biotechnology CFO
ÅJoined Prana in 2014
ÅCPA



Investment Thesis

ÅAlpha (h )-synuclein is a soluble, intracellular protein critical for neuro transmission

ÅAlpha-synuleinaccumulates and aggregates in many neurodegenerative diseases, 
implicated in pathology

ÅPBT434 blocks h-synuclein accumulation and aggregation, preserves neurons and 
improves function in animal models of synucleinopathy
ÅPBT434 also prevents tau accumulation and improves function in animal models of tauopathy

ÅThere is a link between iron and the synucleinopathies

ÅtƘŀǎŜ н Řŀǘŀ ǿƛǘƘ ŀ ǊŜƭŀǘŜŘ ŎƻƳǇƻǳƴŘ ŘŜƳƻƴǎǘǊŀǘŜǎ ǇǊƻƻŦ ƻŦ ŎƻƴŎŜǇǘ ƛƴ tŀǊƪƛƴǎƻƴΩǎ 
disease

ÅClear development path for symptomatic therapy
ÅCurrent symptomatic therapy in atypical parkinsonism has limited benefit

ÅPotential path for disease modifying therapy for the synucleinopathies
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Conclusion: PBT434 is an excellent drug candidate to 
advance to the clinic and fund through end of Phase 2



PBT434: Promising Drug Profile

ÅGood CNS penetration based on low molecular 
weight and lipophilicity
ÅConcentrates in brain 2 to 3 fold higher than plasma

ÅStraightforward synthetic process with 
demonstrated ability to make kg amounts of GMP 
material

ÅBenign safety profile in GLP toxicology studies 
ÅNon-toxic dose exceeds efficacious dose by >10-fold based on 

allometric scaling
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Importance of h-Synuclein 

Åh -Synuclein is an intracellular protein, abundantly 
expressed in the brain

ÅCritical for normal function of neurons

ÅSoluble, in highest concentration at presynaptic nerve 
endings

ÅKey regulatory protein involved in neurotransmission 
ÅEnables neurotransmitter release by facilitating synaptic vesicle 

fusion to pre-synaptic membrane
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MAbto h -synucleinstains red 



-hSynuclein is an Important Disease Target
Strong genetic and pathological link to disease
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ά/ƻƭƭŜŎǘƛǾŜƭȅ ǘƘŜǎŜ Řŀǘŀ ǎǘǊƻƴƎƭȅ ǎǳƎƎŜǎǘ ǘƘŀǘ ŀƭǇƘŀ ǎȅƴǳŎƭŜƛƴ ƛǎ    
a potentially important and novel target of candidate 
neuroprotective therapies. Several different therapeutic strategies 
designed to clear or prevent the formation of toxic forms of -h
synuclein are currently being investigated in the laboratory, and 
ŎƭƛƴƛŎŀƭ ǘǊƛŀƭǎ ƘŀǾŜ ŀƭǊŜŀŘȅ ōŜƎǳƴΦέ

https://www.michaeljfox.org/research/priority-area-detail.php?alpha-synuclein

AstraZeneca and Takeda establish collaboration 
to develop and commercialise MEDI1341 for 
tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ   29 August 2017

Prana commences research collaboration with 
¢ŀƪŜŘŀ ŦƻǊ ǘƘŜ ǘǊŜŀǘƳŜƴǘ ƻŦ tŀǊƪƛƴǎƻƴΩǎ ŘƛǎŜŀǎŜ 
gastrointestinal neuropathology  18 July 2017



PBT434 Inhibits h-SynucleinAccumulation and Aggregation

Å -hsynucleinfibrillizesin vivo; 
only form of synucleinto 
fibrillizein vitro

ÅFactors regulating h-
synuclein production and 
conformation are relevant to 
disease pathogenesis and 
treatment

ÅHomeostasis of iron is 
disrupted in PD and atypical 
parkinsonism

ÅAlthough h -synuclein is 
highly conserved in 
vertebrates, synucleinopathy 
develops only in humans

ÅOnly human h-synuclein 
mRNA contains an Iron 
responsive element which 
regulates its production 
(Friedlich, Tanzi, et al. 2007)

ŬSN+Fe+PBT434

ŬSN+Fe

PBT434 blocks the aggregation of -hsynuclein

Lee and Trojanowski, 2006


