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Corporate Overview

PRANA
BIOTECHNOLOGY

A Developing firsin-class therapies to treat orphan and rorphan
neurological diseases.

A Lead program, PBT434, is the first of a new generation of small
molecules designed to block iromediated accumulation and
aggregation of alphaynucleinan abundant brain protein widely
0St ASOSR (U2 0SS Ay@2ft SR Ay (K
related disorders.

A Unique chemical scaffold and biological profile

A PBT434 development plan builds on a body of experience from ez
LIN2INFYa Ay 1T KSAYSNRE FyR |

Trading information:

ASX: PBT
Nasdagq: PRAN
Share price: US$3.23
Valuation: $30m
Cash: ~$20M

(as at 31 December, 2017)
Board

A IraShoulsonMD
A Dr GeorgeMihaly
A Lawrence Gozlan
A Peter Marks

A Brian Meltzer

A Compound library of over 2000 potential therapeutic agents
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An International Business

Listed on Nasdaq in 2000
(PRAN)

San Francisco, USA
A Clinical Development
team
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Established in 1997 in Australia, listed on AS.
(PBT)

Melbourne, Australia

A Headquarters

A Discovery and Research team
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InVEStment nghllghts BIOTECHNOLOGY Uh._

¢ NBSGa 1Seé& LINPGSAYya AYLIXEAOFGSR Ay (KS ySdzZNEPRS3ISYySN
Prevents accumulation 6fsynuclein and tau

Well tolerated in repeated dose toxicology studies

Innovative discovery program
Development team with proven track record
Long standing collaborations with Harvard and Florey Institute of Neuroscience and Mental Health

R&D Program with Takeda Pharmaceuticals

t.¢non Aa FOGAGS Ay Y2RSta 2F tINJAyazyQa RAa&aSFHasS |
Progressiv&upranucleaPalsy

MSA and PSP are orphan diseases



PRANA

Management Team

A Founded Prana in November 1997

A Extensive experience in investment and A Previous VP, Clinical Development and Therapeutic

business development Head, Movement Disorders, Teva Pharmaceuticals
A Overseen operations responsible for the AtI NI 2F ¢S@IQa ! {pPodp 0;
AYLE SYSydldAzy 27 t Nyl Qa aimamaSaticds whire-hg was ghief Medical Office
technology commercialization of our A Led development of AUSTEDO® (deutetrabenazine
technology. YyS6 RNHA F2N) 6KS GNBFGY
and tardive dyskinesia, which was approved by the F
in April 2017.
A Second neurological agent that Dr. Stamler has led
through the approval process with the EDA

A Highly experienced biotechnology CFO
ﬁ ‘éopl'r&ed Prana in 2014 A US team expansion underway
A Office established in San Francisco
A Clinical Operations, CMC and Nolimical
Development already hired




PRANA

|nVEStment ThESIS BIOTECHNOLOGY

A Alpha {f)-synuclein is a soluble, intracellular protein critical for neuro transmission

A Alphasynuleinaccumulates and aggregates in many neurodegenerative diseases,
implicated in pathology

A_PBT434 blocks-synuclein accumulation and aggregation, preserves neurons and
improves function in animal models of synucleinopathy
A PBT434 also prevents tau accumulation and improves function in animal models of tauopathy

AThere is a link between iron and the synucleinopathies
At KIFaS W RFEGF ¢6AOK | NBfIFGISR O2YLR2dzyR
disease

A Clear development path for symptomatic therapy
A Current symptomatic therapy in atypical parkinsonism has limited benefit

A Potential path for disease modifying therapy for the synucleinopathies

Conclusion: PBT434 is an excellent drug candidate to
advance to the clinic and fund through end of Phase 2
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PBT434: Promising Drug Profile STOTEGANOLOGY

AGood CNS penetration based on low molecular

R weight and lipophilicity
/i A Concentrates in brain 2 to 3 fold higher than plasma
R N

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

ABenign safety profile in GLP toxicology studies

A Nonrtoxic dose exceeds efficacious dose by-feldbased on
allometric scaling
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Importance oft -Synuclein

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

A Critical for normal function of neurons

A Soluble, in highest concentration at presynaptic nerve
endings

AKey regulatory protein involved in neurotransmission

A Enables neurotransmitter release by facilitating synaptic vesicle
fusion to presynaptic membrane
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h-Synuclein is an Important Disease Target ____erana @
Strong genetic and pathological link to disease '

\ THE MICHAEL |. FOX FOUNDA

@,_ FOR PARKINSON’S RESEARCH Targeting «-Synuclein as a Therapy for Parkinson’s Disease:
The Battle Begins

ALPHA-SYNUCI‘EIN PHIURITY AHEA G/ 2¢t¢€S (“)L[J)\ﬂmétmeHu"KH Kéﬂéép‘li Fdr adNepy3te
OUR INVESTMENT IN ALPHA-SYNUCLEIN RESEARCH a potentially important and novel target of candidate

The Michael ]. Fox Foundation has made significant investments in research to understand alpha- neu.roprotectlve theraples' Several dlﬁe.rem thergpeunc strategies
synuclein and to translate it into therapeutic strategies for advancing a cure for Parkinson's disease. Our designed to clear or prevent the formation of toxic forms-of
particular areas of focus to date include: synuclein are currently being investigated in the laboratory, and

A A |- i . 2 . & . S P A A & [
Supporting work to understand the normal function of alpha-synuclein and its role in Parkinson's Ot A )f AOL € UNRFEa Ktgs HENBERE 0S4 dZ)/
disease pathogenesis; Movement Disorders, Vol. 32, No. 2, 2017

Taking an aggressive approach in advancing alpha-synuclein therapeutics to the clinicand
supporting strategies to reduce aggregation or lower protein levels of alpha-synuclein;

Nature Reviews Drug Discovery | Published online 31 May 2017
Zeromg IN OonNn neuro-

_ ~degenerative a-synuclein
AstraZeneca and Takeda establish collaboration e

advancing a-syn

tdisease-modifying therapy for Parkinson disease, drug developers are
targeted agents into proof-of-concept clinical trials.

AStraZeneca to develop and CommerCIallse MEDI1341 for Table 1| Selected a-synuclein-targeted therapies in development for Parkinson disease
t I N‘]l 7\ y é 2 ylzmguﬁmﬁ S I é S Drug Sponsor Modality Status
RO7046015 Roche a-Synuclein-specific antibody ~ Phase Il planned to
start by end of June
. . 2017
Prana commences researCh COIIaboratlon Wlth BIIBO54 Biogen a-Synuclein-specific antibody ~ Phase Il planned to
¢ 1SR F2NJ GKS GNBFGYSYG 2F tENIAYa2YQa “REESI a8
. . PDO1Aand PDO3A  Affiris Vdccine against d-synuclein Phase |
gastrolntestlnal neuropath0|ogy.8 JU|y 2017 NPT200-11 Neuropore Small-molecule inhibitor of Phase|
Therapies/UCB  a-synuclein misfelding
NPT088 Proclara Small-molecule inhibitor of Preclinical
Biosciences a-synuclein misfolding
SAR402671 Sanofi Genzyme  Small-molecule inhibitor of Phase Il

https://www.michaeljfox.org/research/priorityareadetail.php?alphasynuclein CONFIDENTIAL glycosphingolipid metabolism 9



PBT434 Inhibits-Synucleirdccumulation and Aggregation
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Lee and Trojanowski, 2006

A h-synucleirfibrillizesin vivo;
only form ofsynucleirto
fibrillizein vitro

A Factors regulatint-
synuclein production and
conformation are relevant |
disease pathogenesis and
treatment

A Homeostasis of iron is
disrupted in PD and atypic
parkinsonism

A Althoughh -synuclein is
highly conserved in
vertebrates, synucleinopatl
develops only in humans
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A Only humarb -synuclein
MRNA contains an Iron
responsive element which
regulates its production
(Friedlich Tanzi, et al. 2007)

PBT434 blocks the aggregatiort efynuclein



