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SYNthesis BioVentures - Newsletter no. 3 (October 2024)

Dear Limited Partners,

We welcome you to the third newsletter of SYNthesis BioVentures ("SYNBV”, or "Fund”). As
previously noted, we will cover updates to the fund as well as highlight the science we find
exciting and investable. As always, feedback is sought and welcome.

Fund Update:

1.

First, we would like to note that on the 8™ of October our founder and managing director,
Prof. Andrew Wilks, was awarded the Prime Minister’'s award for innovation for the
invention for Momelotinib, an FDA and TGA approved treatment for myelofibrosis. Details
of the award can be found here:

https://www.industry.gov.au/publications/prime-ministers-prizes-science-2024/2024-
prime-ministers-prize-innovation

Having called the capital in July, the Fund has recently placed its third investment, A$4M
equity investment in two tranches into Skin-2-Neuron ("S2N"”, ACN 630 923 867). Details
on the science behind S2N are in the investment snapshot below.

The investment is divided into two tranches, with 50% to be deployed upon close, and
the remainder to be deployed on achievement of specific performance milestones.

Specifically, first tranche financing will be used to further optimise S2N’s manufacturing
processes, making them compliant with TGA clinical standards. Notably, TGA standards
are much more lenient towards first-in-human trials for cell therapies, making this a much
faster and cost effective process in Australia. Once this is achieved and an HREC approval
is obtained (i.e. approval to start clinical trials in Australia), the second tranche will be
deployed with the capital to be used for the clinical program.

We opted to execute the transaction in two closes, with the first close totalling ~A$7.5M.
Other investors into the first close of the round include select SYNBV Limited Partners,
KP-Rx, Artesian Ventures, a US private investor and a major, global top 5 pharma partner,
in what will be their first ever investment into an Australian biotech startup. With new
management stepping in, we anticipate a second close in Q1 25.

Our working hypothesis is that a successful clinical trial has a significant chance of
resulting in an acquisition by a leading CNS pharma company at a significant multiple
rate of return to SYNBV investors. We anticipate reaching such data within 36 months
from the time of investment.

. The fund is also placing an additional $1M into Aculeus therapeutics. As a reminder,

Aculeus is developing ACU-0943, a best-in-class STING agonist which works by switching
on certain classes of tumour killing immune cells. Aculeus has made significant progress
towards starting its clinical trial program at PeterMac in early 2025, focusing on
haematological cancers. The funds deployed will allow the company to proceed with
manufacturing of its lead drug candidate ahead of those trials. The company is currently
raising $10M, of which the fund will participate with up to $3M, including the current
deployment.
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Team Member in Focus: Amir Zalcenstein (Managing Director)

From steering groundbreaking biotech innovations to orchestrating high-stakes financial
transactions, Amir is an experienced contributor to the global life sciences landscape.

As one of the three Managing Directors SYNBV, he leverages a diverse background that spans
molecular biology research, strategic leadership, and investment management.

After completing his B.Sc from Binghamton University in the US, Amir moved on to complete an
M.Sc and PhD in Molecular Biology from the Weizmann Institute in Israel.

Following a stint as a management consultant, Amir moved to Industry, joining SoluBest Ltd, a
drug delivery company, in 2006. Following a series of successful transactions he became CEO
in 2009 and pivoted the company into a formulation CRO catering to the vibrant start-up drug
development ecosystem in Israel. In 2012 he became CEO of Amorphical, a drug development
company focusing on bone disease. His last position before coming to Australia was VP Business
Development for BiondVax Pharmaceuticals (BNDX:NAS).

Moving to Australia in 2014, Amir became a healthcare investment manager at OneVentures and
was part of a number of the key transactions, including the exit of Hatchtech to Dr Reddy’s
($280M), and investments into Bivacor, Madorra, Clinical genomics, Kira Therapeutics, and
Prota. He joined Ceres Capital in 2019, managing a portfolio of listed healthcare equities. In
2020 he moved to the sell side, initiating numerous pre-IPO, IPO, and secondary financing
transactions.

Amir is now focused on driving the growth of SYNthesis BioVentures, channelling his expertise
in successful exits and transformative investments.

Investment Snapshot - Skin2Neuron

Web: www.skin2neuron.org

Snapshot:
Alzheimer’s disease

Alzheimer's disease (AD) is a progressive neurodegenerative disorder that affects the brain,
leading to memory loss, cognitive decline, and behavioural changes. It is the most common
cause of dementia among older adults. Key features of the disease involve the loss of memory,
decline in cognitive abilities, changes in behaviour including aggression and irritability, and finally
the loss of motor abilities as the disease progresses to its terminal stages.

Alzheimer's disease is characterized by specific changes in the brain, including:
e Amyloid Plaques: Clumps of beta-amyloid protein that build up between nerve cells.
¢ Neurofibrillary Tangles: Twisted fibres of tau protein that accumulate inside nerve cells.
e Loss of Neuronal Connections: Progressive loss of connections between neurons leads to
brain cell death and shrinkage of brain tissue.

Currently, there are no effective treatments for AD, with even the amyloid clearing drugs recently
approved only able to effect a mild to moderate reduction in the rate of cognitive decline. No
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treatment has been shown to reverse the course of the disease in humans or other higher
mammals— until now. S2N's data on canine dementia stands as the exception.

Skin2Neuron

S2N aims to develop a treatment for Alzheimer’s Disease based on seminal research
carried out by Prof. Michael Valenzuela at Sydney University. His surprising finding of
Neuronal Precursor Cells in hair follicles has led to the development of S2N’s proposed
treatment whereby hair follicles will be harvested from patients, grown in a closed loop
system, and re-injected into the memory creating centres of the same patients (the
hippocampus).

Animal studies have shown significant improvement in memory functions, dementia, and
Alzheimer’s disease; significantly, in a critical trial the company demonstrated the ability
to reverse the course of dementia and render treated dogs “non-demented” within 3-6
months post procedure. Furthermore, histology data demonstrated an unprecedented
ability of S2N’s cells to arrange themselves into functional neural networks which are able
to supplant brain tissue that has been degraded by the disease.

While S2N'’s solution is a treatment rather than a cure (since the underlying causes of AD
are not yet fully understood and thus cannot be addressed), it is estimated that together
with an improving standard of care (i.e. cutting edge therapeutics capable of slowing
down the disease) and lifestyle changes, the proposed treatment will be able to add 10-
15 years of functional cognition to early stage AD patients.

Disclaimer

This presentation is issued by SYNthesis Bioventures Pty Ltd (ACN 657 562 162) (SYNBV), the investment manager of SYNthesis Bioventures Fund I (the Fund).
The Fund is a stapled fund which comprises the SYNthesis Bioventures Partnership I, LP (the ESVCLP) and SYNthesis Bioventures Trust I (the Trust).

Polar 993 Ltd (ACN 642 129 226) (AFSL 525458) (Polar 993) is the Trustee of the Trust. SYNthesis Bioventures General Partner I, LP is the general partner of
the ESVCLP (General Partner). The ESVCLP is to be conditionally registered as an early stage venture capital limited partnership and further conditions will need
to be met before being able to be fully registered as a early stage venture capital fund in accordance with the Venture Capital Act 2002 (Cth). The General
Partner and SYNBV are authorised representatives of Polar 993 Advisory Pty Ltd (ACN 649 554 932) (AFSL 531197) (Polar Advisory) and are authorized to
provide general financial product advice and deal in financial products in respect of the Fund to wholesale clients only. The General Partner has also authorised
Polar993 as an intermediary for the making of offers for the issuing, variation or disposal of interests in the ESVCLP.

This presentation is for informational purposes only and is provided on a confidential, personal and private basis for use only by the recipient as a wholesale
client under the Corporations Act 2001 (Cth) and should not be forwarded to others. The information contained in this presentation is of a general nature only
and is not to be taken to contain any financial product advice or recommendation. Nothing in this presentation is intended as financial product advice and it
does not take into account any person’s investment objectives, financial circumstances or specific needs. This presentation is neither an offer to sell nor a
solicitation of any offer to acquire interests or any other investment and should not be used as the basis for making an investment in the ESVCLP, Trust or the
Fund.

SYNBV, Polar 993 and Polar Advisory and their directors, officers, employees, agents or associates do not guarantee repayment of capital, the performance of
any fund or any service. Past performance is not a reliable indicator of future performance.

Page 3 of 3



