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Disclaimer

The purpose of this presentation is to provide an update of the business of PYC Therapeutics Limited (ASX:PYC) ['PYC’]. These slides

have been prepared as a presentation aid only and the information they contain may require further explanation and/or clarification.

Accordingly, these slides and the information they contain should be read in conjunction with past and future announcements made
by PYC Therapeutics and should not be relied upon as an independent source of information. Please contact PYC and/or refer to the
Company's website for further information.

The views expressed in this presentation contain information derived from publicly available sources that have not been
independently verified. No representation or warranty is made as to the accuracy, completeness or reliability of the information.

Any forward looking statements in this presentation have been prepared on the basis of a number of assumptions which may prove
incorrect and the current intentions, plans, expectations and beliefs about future events are subject to risks, uncertainties and other
factors, many of which are outside PYC’s control. Important factors that could cause actual results to differ materially from
assumptions or expectations expressed or implied in this presentation include known and unknown risks. Because actual results
could differ materially to assumptions made and PYC's current intentions, plans, expectations and beliefs about the future, you are
urged to view all forward looking statements contained in this presentation with caution.

This presentation should not be relied on as a recommendation or forecast by PYC. Nothing in this presentation should be construed
as either an offer to sell or a solicitation of an offer to buy or sell sharesin any jurisdiction.
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* Introduction to PYC Therapeutics
* Vision
« Strategy
 Commercial framework

* Pipeline review
« PYC's progress YTD 2023
* Forward view for PYC in 2023

« Q&A
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Life-changing science

PYC’s vision
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PYC

Therapeutics

PYC discovers and develops RNA therapies to
change the lives of patients with genetic diseases




PYC is progressing 3 first-in-class drug candidates with B eutics
disease-modifying potential into the clinic within 18 months
PYCIS HERE

Scale into multiple clinical
safety and efficacy read-outs

Evolution to a clinical-
stage multi-asset
company 2023/24 Objectives

Establish human safety of PYC's
platform technology

From platform to program - - 3+ first-in-class and potentially
making ‘the drug’ disease modifying drugs into the

clinic, each with =$1bn p.a.
markets

Enter the transactional window
for genetic medicines (Phase 1/2)
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Life-changing science

PYC’s strateqy




PYC’s RNA delivery platform overcomes the primary challenge $ e ]
for precision therapies - ensuring enough drug reaches its target °

PYC combines existing RNA drug design
technology with its proprietary drug delivery
platform to create next generation RNA

therapeutics

s .85

RNA drug

PYC drug
delivery
technology

:

PYC next
generation
RNA drug

PYC's drug delivery platform is used to assist
the RNA drug reach its target inside the cell

Outside the cell
RNA Drug

PYCRNA
Drug
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PYC is creating therapies for patients through a strateqy

anchored on four critical features

PYC

Therapeutics

(o

A HIGHER PROBABILITY
OF SUCCESS

PYC focuses on
monogenic indications.
These have the highest
likelihood of approval
from the start of clinical

trials to market of any
indication™

AFASTER PATH
TO MARKET

The potential for
approval following two
clinical trials (not three)
due to the absence of
existing treatment
options for patients with
the targeted indications

/_?

LIKELY RAPID UPTAKE

IN MARKET

First-in-class drugs in
rare diseases achieve
rapid market
penetration with a very
short lead time to peak
sales

)

ORPHAN DRUG
PRICING

Median list price of
~US$150,0002 per
patient per annum
making for
commercially attractive

markets across the
pipeline

*Monogenic indications compared to polygenic indications

1. Advancing Human Genetics Research and Drug Discovery through Exome Sequencing of the UK Biobank. doi: https://doi.org/10.1101/2020.11.02.20222232

2. EvaluatePharma. Orphan Drug Report. 2019.
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4 powerful forces are converging around PYC’s programs that PYC
. . . . erapeutic
enhance their prospects of success in clinical development

1. Facilitating the
delivery of RNA
drugs to their
target cell

2. Applying RNA

PYC’s

drugs in the
Pipeine e
they progress to programs g8

expression

the clinic

3. Selecting
genetically
validated
(monogenic)
targets
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1. Facilitating the delivery of RNA drugs to their target cell ITDhESpeutics

substantially enhances the prospect of disease-correction

“My view of the next 20 years is that we are going to a see a remarkable expansion of
gene, cell, gene editing and RNA-based strategies in medicine that emerge across a

broad swath of disease. And | think, most importantly, we are going to open delivery
for some of these genetic medicines beyond the current restricted tissues and cells.”

John Maraganore, former CEO Alnylam

PYC THERAPEUTICS M
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2. The specific application of RNA drugs to increase gene Therapeutios
expression is gaining increased appreciation

nature reviews drug discovery https://doi.org/10.1038/541573-023-00704-7

Review article | ®|check for updates

Amplifying gene expression
with RNA-targeted therapeutics

Olga Khorkova'?, Jack Stahl*®, Aswathy Joji**, Claude-Henry Volmar*® & Claes Wahlestedt ®2**
Abstract Sections

Many diseases are caused by insufficient expression of mutated genes | Introduction

and would benefit from increased expression of the corresponding Biology of protein
protein. However, in drug development, it has been historically easier | upregulation

todevelop drugs withinhibitory or antagonistic effects. Protein NBTs for protein upregulation
replacement and gene therapy can achieve the goal of increased protein | aavantages and challenges
expression but have limitations. Recent discoveries of the extensive for NBTs

regulatory networks formed by non-coding RNAs offer alternative Conelusions and outlook

targets and strategies to amplify the production of a specific protein.
Inaddition to RNA-targeting small molecules, new nucleic acid-based
therapeutic modalities that allow highly specific modulation of
RNA-based regulatory networks are being developed. Such approaches
candirectly target the stability of mRNAs or modulate non-coding
RNA-mediated regulation of transcription and translation. This Review
highlights emerging RNA-targeted therapeutics for gene activation,
focusing on opportunities and challenges for translation to the clinic.

HEALTH & DISEASE

Hope for
haploinsufficiency
diseases

Genetic conditions like Dravet syndrome, which causes severe childhood
epilepsy, are hard to tackle with traditional gene therapy. New approaches in

the works include using antisense therapy to boost mRNA splicing.

By Elie Dolgin | 0413.2023
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https://doi.org/10.1038/s41573-023-00704-7
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3. Genetic validation of the target remains the single most ITDhggpeutics

important consideration informing success in the clinic

Probability of Success (POS) by Phase Transition
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B Alnylam? B Industry (biomarker-drnven programs)? B Industry (overall)?

2 2023 Almdam Pharmaceuticals — All Rights Reserve d

Genetic Validation of Targets Has Yielded Success Rates >6x Industry Avg.

Like Alnylam, PYC pursues drug targets with the highest degree of genetic validation

13
Harnessing Human Genetics to Power the Next Wave of RNAIi Therapeutics, Alnylam Pharmaceuticals



PYC
4. The use of patient-derived models provides an early insight Therapeutics

into efficacy of the drug candidate in the clinic

Program #1 (RP11) patient-organoid Program #2 (ADOA) patient-derived model

Nuclear stain

Improved mitochondrial
e
5 —
p =0.0091
Untreated Treated
4 =
VP-001 g
treated *E
3
(Low dose) g
£ T
2 2
o
VP-001 5
treated g { = Nuclei/Mitochondria (TOMM20)
(High dose) i 528
50 pm Un I.r'EIIEIt-EId Py C-001

“We need to understand as early as possible whether a drug candidate is safe and works in patients, not wait to find

out in clinical trials”
Roche

Endpoints news ‘Roche launches institute of human biology in search of predictive models’ 14
See ASX announcements of 19 April 2023 and 2 May 2023
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Commercial implications




)

Each of the programs in PYC’s pipeline is directed towards a ITDhggpeutics

S1 billion+ addressable market®

(o1 =11 @Il Te | (Y13 Progress expected in 2023 >
Marketed

=3
@) VP-001* PRPF31 Retinitis Pigmentosa Type 11 )

@ PYC-001 OPAI Autosomal Dominant Optic Atrophy >
@ PYC-002 SHANK3 Phelan-McDermid
Syndrome
@ @ ‘-"-’ Not disclosed Discovery ’
programs

PYC’s technoloqy is a scalable platform with broad potential application across many different disease indications
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Life-changing science

Program deep-dives (progre
and anticipated milestones)




PYC
PYC has mapped out the path to progression of 3 first-in-class ( Therapeutics
drugs with disease-modifying potential into the clinic

Human safety data to be generated across 2023 in VP-001 program, with PYC-001 expected to enter
the clinicin 2024

Completion of dosing in
SAD

IND lodgement and FIfSt in human Progressnon to Cohort 2 Progressnon to Cohort :Progressnon to Cohort 4 = SAD formal safety ——p Progression to
VP 001 FDA approval dosing (Cohort 1) read-out Multi Dose
@ = R study
Acute safety established through dose escalation study Primary safety read-out 24 weeks after completion of
dosing in the final patient cohort
Orphan Drug Pediatric Rare Disease
Designation application application

@ pYC'001 Clinical candidate I »  IND preparation IND

Initiation of natural Pre-IND .
selected . . GLP toxicology
history study meeting studies

& pYCc-002 *x @ e

- . selected
Non-clinical efficacy
Pre-clinical development data
(patient-derived models
and animal disease
models)

submission

v
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Anticipated milestones are projections based on latest company perspective on drug development plans as at May 2023
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Q&A
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