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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
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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 shares in
any jurisdiction.



1in every 1,000 people has polycystic kidney disease and no PYC
treatment options available Therapeutics

Image credit: the PKD Foundation



PYC is developing a disease-modifying drug candidate for these
patients
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Based on management forecasts as at 13 November 2024 and subject to the risks set out in the company’s ASX disclosures of 14 March 2024



DISEASE MODELS

Reversing polycystic kidney disease

A new study shows that re-expressing PKD genes early in the course of the disease can fully reverse polycystic
kidney disease in mice. These results reveal an unexpected ability of the kidney to regenerate following genetic

rescue of polycystin function.
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“Re-expressing the polycystins
might ultimately remain the best
— or possibly the only — way to
revert the disorder”



PYC-003 addresses the underlying cause of polycystic kidney BV
disease Therapeutics

Addresses the root cause of PKD in Human Kidney Cells?
PYC-003 increases levels of PC1 protein (the missing protein that causes PKD) in a human cell line
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PC1 is the rate-limiting
modulator of cystic disease?
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1. PC1 full length protein fold-change over untreated (normalised to total protein) assessed at day 3 following treatment with either 10 uM or 30 uM PYC-003. Data presented mean+S.D (n=2 for protein). The data show a statistically significant (Dunnett’s post-hoc test *** = <0.001, * <0.05) difference between treatment groups. Assessed in HEK293 cells.
2. Lee SH, Somlo S. Cyst growth, polycystins, and primary cilia in autosomal dominant polycystic kidney disease. Kidney Res Clin Pract. 2014;33(2):73-8.

3. Ferreira FM, Watanabe EH, Onuchic LF. Polycystins and Molecular Basis of Autosomal Dominant Polycystic Kidney Disease. In: Li X, editor. Polycystic Kidney Disease [Internet]. Brisbane (AU): Codon Publications; 2015 Nov. Chapter 7.



PYC-003 reaches all of the cells affected by polycystic kidney oy
disease Therapeutics
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Distribution of PYC-003* to healthy mouse kidney
Single intravenous 10 mg/kg dose.
Images 3 days post-dose measured by miRNAscope.
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*PYC-003* mouse surrogate used due to difference in PKD1 sequence between humans and mice.



PYC-003 is effective in the ‘killer experiment’ — 3D models from $ PYC
Therapeutics
patients with end-stage renal failure due to PKD p

Polycystic Untreated PYC-003 treated
kidney
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1. Refer ASX announcemen ts 13 November 2023, 4 October 2023, 7 October 2020 and 16 December 2020



High-quality clinical data is king in life sciences - it is the PYC
‘coinage of the realm’ Py

“Winner-Take-All” Mindset Re-Emerging in Biotech

Average Enterprise Value of a Biotech Listed on U.S. Exchanges by Stage of
Driven in part by Vaxcyte and Development and Quality of Data, Sep 6, 2024 (S millions)
Summit, we are seeing the
average EV of Phase 3 stocks
with very good datasets come
close to $4 billion.
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The of average value of a
company with a great Phase 3
dataset today is forty-two times
higher than a company with no
data.
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1. Stifel biopharma market update September 2024
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“There’s a lot of demand right now for these types of

companies...Companies that have programs with high
probability of success in the clinic and the opportunity
to quickly accelerate through clinical development.”



Drugs addressing diseases caused by mutations in single PYC
: 1 B Therapeutics
genes are 5x more likely to succeed" in the clinic

100 . :
Monogenic Profile

Industry Standard Profile

o
o
I

o
o
I

5x

~
o
|

Probability of Success (%)?

)
o
I

0 | i i i i i
Discovery Pre-clinical Translational Phase 1 Phase 2 Phase 3

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. Actual probability of success numbers begin with First-in-Human (Phase 1) as described by Alnylam in https://news.alnylam.com/rnai/articles/harnessing-human-genetics-power-next-wave-rnai-therapeutics
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