Actinogen

ASX ANNOUNCEMENT

ACW CEO presents at Sachs 15" Annual European Life Sciences Conference

Sydney, 1 March 2022. Actinogen Medical ASX: ACW (“ACW” or “the Company”) CEO Dr Steven
Gourlay will give a virtual presentation to the Sachs 15th Annual European Life Sciences CEO Forum for
Partnering & Investment conference today.’

Dr Gourlay will also have the opportunity to conduct virtual business development and other stakeholder
meetings during the main conference days, 1-2 March, through to the conference close on Friday 4 March.
The information used for Dr Gourlay’s presentation and meetings is attached to this announcement.

The focus of Dr Gourlay’s presentation and meetings is to update the industry on recent developments in the
Company’s clinical development pipeline, including:

e Completion of the last patient visit in the XanaMIA Part A trial in Mild Cognitive Impairment (MCI)
due to Alzheimer’'s Disease (AD) in February 2022, with expected cognition results timeline
narrowed from Q2 2022 to April 2022

e Retrospective analysis of the effects of Xanamem® on “disease modifying” biomarkers using
stored samples from the prior Phase 2 study in mild AD, with results expected in H2 CY2022

o Expansion of the Phase 2 XanaFX clinical trial for patients with Fragile X Syndrome (FXS) to include
sites in North America and a new 5mg dose group, with planned enrolment increased from 50 to
75. The trial is commencing following receipt of US FDA IND approval in November 2021, and
results are expected in 2023

o Selection of Major Depressive Disorder (MDD) as the third indication for Xanamem trials, based on
a strong scientific rationale, with a randomised phase 2 clinical trial scheduled to commence in
2022. Results are expected in 2023.

Dr Steven Gourlay, Actinogen CEO and MD, commented:

“We are delighted to update potential pharmaceutical industry partners on our expanded clinical development
pipeline and its multiple near and medium-term milestones.

“It is pleasing to see strong ongoing interest and activity in the sector at the Sachs Associates European Life
Sciences conference. This is especially true of the Alzheimer’s Disease field that was boosted by the 2021
accelerated approval by the FDA of the anti-amyloid antibody, Aduhelm.

" The fully virtual conference will be held in the Central European Time Zone.
® Xanamem is a registered trademark of Actinogen Medical Limited
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“Actinogen is actively exploring the effects of its lead molecule, Xanamem, on its ability to improve cognition
in a range of diseases.

“Actinogen’s clinical development pipeline is designed to fulfil our vision of making a material difference to
the quality of life for people and their families living with serious neurological conditions like Alzheimer’s
Disease, Fragile X Syndrome, and Depression.”
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Announcement authorised by the Board of Directors of Actinogen Medical

About Actinogen Medical

Actinogen Medical (ACW) is an ASX-listed, biotechnology company developing a novel therapy for neurological diseases
associated with dysregulated brain cortisol. There is a strong association between cortisol and detrimental changes in the
brain, affecting cognitive function, harm to brain cells and long-term cognitive health.

Cognitive function means how a person understands, remembers and thinks clearly. Cognitive functions include memory,
attention, reasoning, awareness and decision-making.

We are currently developing our lead compound, Xanamem®, as a promising new therapy for Alzheimer’s Disease, Fragile
X Syndrome, Depression and other neurological diseases where reducing cortisol inside brain cells could have a positive
impact. The cognitive dysfunction, behavioural abnormalities, and neuropsychological burden associated with these
conditions is debilitating for patients, and there is a substantial unmet medical need for new and improved treatments.

About Xanamem®

Xanamem’s novel mechanism of action works by blocking the production of intracellular cortisol through the inhibition of
the 11B3-HSD1 enzyme in the brain. Xanamem is designed to get into the brain after it is absorbed in the intestines upon
swallowing its capsule.

Chronically elevated cortisol is associated with cognitive decline in Alzheimer’s Disease, potentially linked to cognitive
impairment and anxiety in Fragile X Syndrome, and cognitive impairment in Depression and other diseases.

The Company has studied 113-HSD1 inhibition by Xanamem in more than 300 volunteers and patients, so far finding a
statistically significant improvement in cognition over placebo in healthy, older volunteers. A series of Phase 2 studies in
multiple diseases is being conducted to further confirm and characterise Xanamem'’s therapeutic potential.

Xanamem is an investigational product and is not approved for use outside of a clinical trial by the FDA or by any global
regulatory authority. Xanamem® is a trademark of Actinogen Medical.

Disclaimer

This announcement and attachments may contain certain forward-looking statements that are based on subjective
estimates and assumptions and relate to circumstances and events that have not taken place and may not take place.
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Such forward looking statements involve known and unknown risks, uncertainties, and other factors (such as significant
business, economic and competitive uncertainties and contingencies, and regulatory and clinical development risks and
uncertainties) which may cause the actual results or the performance of Actinogen Medical to be materially different from
the results or performance expressed or implied by such forward looking statements. Past performance is not a reliable
indicator of future performance. There can be no assurance that any forward-looking statements will be realised. Actinogen
Medical does not make any representation or give any warranty as to the likelihood of achievement or reasonableness of
any forward-looking statements.

ACTINOGEN MEDICAL ENCOURAGES ALL CURRENT INVESTORS TO GO PAPERLESS BY REGISTERING THEIR DETAILS
WITH THE DESIGNATED REGISTRY SERVICE PROVIDER, AUTOMIC GROUP.

Actinogen Medical Limited ACN 086 778 476 3
Suite 901, Level 9, 109 Pitt Street, Sydney NSW 2000

+61 2 8964 7401 | actinogen.com.au


about:blank

B0 43
e

‘!‘IIII ..ﬁ_. RLI
QIHTEIHP
W zh N
10101011010
| -99 ‘-RP

gah 7 lid4lg

s




Pl

. . Actinogen
Disclaimer

This presentation has been prepared by Actinogen Medical Limited. (“Actinogen” or the “Company”) based on information available to it as at the date of this presentation. The information in this presentation is provided in summary form
and does not contain all information necessary to make an investment decision.

This presentation does not constitute an offer, invitation, solicitation or recommendation with respect to the purchase or sale of any security in Actinogen, nor does it constitute financial product advice or take into account any individual’s
investment objectives, taxation situation, financial situation or needs. An investor must not act on the basis of any matter contained in this presentation but must make its own assessment of Actinogen and conduct its own investigations.
Before making an investment decision, investors should consider the appropriateness of the information having regard to their own objectives, financial situation and needs, and seek legal, taxation and financial advice appropriate to
their jurisdiction and circumstances. Actinogen is not licensed to provide financial product advice in respect of its securities or any other financial products. Cooling off rights do not apply to the acquisition of Actinogen securities.

Although reasonable care has been taken to ensure that the facts stated in this presentation are accurate and that the opinions expressed are fair and reasonable, no representation or warranty, express or implied, is made as to the
fairness, accuracy, completeness or correctness of the information, opinions and conclusions contained in this presentation. To the maximum extent permitted by law, none of Actinogen its officers, directors, employees and agents, nor
any other person, accepts any responsibility and liability for the content of this presentation including, without limitation, any liability arising from fault or negligence, for any loss arising from the use of or reliance on any of the information
contained in this presentation or otherwise arising in connection with it.

The information presented in this presentation is subject to change without notice and Actinogen does not have any responsibility or obligation to inform you of any matter arising or coming to their notice, after the date of this
presentation, which may affect any matter referred to in this presentation.

This presentation is not for general distribution or third party reliance or use.

This presentation contains certain budget information, forecasts and forward looking statements that are based on the Company’s management’s beliefs, assumptions and expectations and on information currently available to
management in respect of which there is NO guarantee of future performance. Such budget information, forecasts and forward looking statements involve known and unknown risks, uncertainties, and other factors which may cause
the actual results or performance of Actinogen to be materially different from the results or performance expressed or implied by such forward looking statements. These risks and uncertainties include, but are not limited to the
performance of Actinogen in its clinical trials including whether it's technology proves to be a safe and effective treatment, market penetration, competition from any other similar products, intellectual property risks (including securing
rights in technology and patents) and global economic conditions. Furthermore, Actinogen's research, product development, testing, pricing, marketing and other operations are subject to extensive regulation by domestic and foreign
government regulatory authorities. There is no guarantee that Actinogen will obtain the required approvals, licences and registrations from the relevant authorities in jurisdictions in which it operates. Actinogen or others could identify
product and efficacy issues relating to the safety of our technology. Accordingly, all forward looking statements are based on numerous assumptions regarding the Company’s present and future business strategies and the political and
economic environment in which Actinogen will operate in the future, which are subject to change without notice. Past performance is not necessarily a guide to future performance and no representation or warranty is made as to the
likelihood of achievement or reasonableness of any forward looking statements or other forecast. There is no guarantee that Actinogen will achieve its stated objectives/milestones, that any of its forecasts will be met or that forward
looking statements will be realised. You are cautioned not to place undue reliance on these forward-looking statements that speak only as of the date hereof, and we do not undertake any obligation to revise and disseminate forward-
looking statements to reflect events or circumstances after the date hereof, or to reflect the occurrence of or non-occurrence of any events.

Neither Actinogen nor any other entity or person in or associated with Actinogen guarantee any return (whether capital or income) or generally the performance of Actinogen or the price at which its securities may trade. Any investment
in Actinogen is subject to investment risks including the possibility of loss of capital invested and no return of income or payment of any dividends.

To the maximum extent permitted at law, Actinogen and all of its representatives, directors, officers, partners, employees or professional advisers (Parties) exclude all direct and indirect liability arising out of or in connection with any use
or reliance of the information contained or described within this presentation. Other than to the extent required by law (and only to that extent), the Parties do not make any representation or give any assurance, guarantee or warranty
(express or implied) as to, nor assume any responsibility or liability for, the authenticity, origin, validity, accuracy, suitability or completeness of, or any errors in or omissions from, any information, statement or opinion contained in this
presentation or any accompanying, previous or subsequent material or presentation.



Actinogen

Actinogen is a neurotherapeutics

developer realising a revolutionary therapy

so heurology patients and their families can
live their best lives

o

"'.-._\ .
/’

- Strategic Update Presentation 3



Actinogen

Xanamem®: oral treatment and
novel mechanism

Brain penetrant, oral, once-a-
day, 11B3-HSD1 enzyme inhibitor .. 4
reduces cortisol inside brain cells == AR Y ]

- modulating signalling pathways =25, /%5 ;
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1. Xanamem® is a CNS (Central Nervous System) penetrant small molecule based on human PET evidence and CSF measurements . .

2. Sooy et al. 2015 showing effects on amyloid plaque reduction in an aged mouse model after 28 days associated with increases in insulin degrading Strategic Update Presentation 4
enzyme; Popoli et al. 2011 microglial cell modulation in rats, effects on glutamate, cannabinoid and other signalling pathways

® Xanamem is a registered trademark of Actinogen Medical Limited



. Actinogen
Actinogen snapshot

Actinogen Medical (ASX:ACW) is a clinical-stage company developing a novel oral treatment
with rapid onset of clinical activity to address a range of central nervous system (CNS) diseases

& Favourable pharmaceutical v Demonstrated target engagement in brain and HPA axis in human trials
Cn

v Low drug-drug interaction potential
v >300 subjects or patients safely treated
III. Substantial clinical data V" Large Phase 2 safety database with 12 weeks therapy (N=185)

v Cognitive enhancement activity shown in healthy older volunteers

R\ Attractive first target V" Strong cortisol rationale for treatment of multiple CNS diseases: early stages of
@ e : Alzheimer’s Disease; Fragile X Syndrome; and depression/related cognitive
indications and rationale , .
impairment
© v Molecule in-licensed from U Edinburgh in 2014

& Protected and funded Comprehensive patents in place’

Pro-forma cash A$22.2M at 31 Dec 2021

ANERN

1. Composition of matter to 2031 plus 5-year extension in most countries, new patents in process Strategic Update Presentation 5



Xanamem Clinical Development Pipeline

Diseases to be studied in 2022/23 Phase 2 Pathway

impairment due to Part A: 10mg, 5mg, Placebo Older Volunteers: cognition

' Mild cognitive XanaMIA (IND)
Alzheimer’s disease Part B: Patients with MCI due to AD: cognition & biomarkers

AnX|et_y, sleep & | Open XanaFX
behavioural problems in IND Nov :
2021 Phase 2 trial

Fragile X Syndrome

Q Depression with cognitive BESTIELY XanaMDD
impairment preparation Phase 2 randomised trial

Actinogen

Outlook

“Big-to-market”
Multiple Phase 2b/3 trials

“Fast-to-market” single
pivotal Phase 3

Portfolio diversification
and optionality

Strategic Update Presentation 6



Actinogen

High brain occupancy PET data supports
a low Xanamem dose £10mg daily

Baseline After Dose
PET data demonstrates that
Xanamem extensively binds
Smg Xanamem 10mg Xanamem 20mg Xanamem to the 11B-HSD1 enzyme

SUVR 4otid throughout the brain,
with high post-treatment
effects (absence of colour)
after 7 days at all doses,
slightly less at a 5mg dose.

This is consistent with full
hormonal pharmacodynamic
activity seen with 10mg in
clinical trials.

Note: Study population consisted of ~50% healthy subjects (cognitively normal) and ~50% with Alzheimer's disease. Subjects dosed for seven days.
Baseline: Mean of baseline scans of patients in that dose group; After dose: Mean of post-dosing (7 days) scans in that dose group.

Strategic Update Presentation 7



Actinogen

Cognitive improvement shown in healthy, older volunteers

Phase 1 XanaHES study demonstrated statistically significant cognitive efficacy signal in
multiple cognition domains based on Cogstate Cognitive Test Battery as early as 2 weeks'

Treatment Group — Xanamem 30pts - - - Placebo 12 pts

Score Score Score

Large effect
sizes seen
in working

memory
and
we e attention,
trends in
P<0.01 P=0.05 P=0.09
other
Working memory (One Back Test) Visual attention (Identification Test) Psychomotor function (Detection Test) domains
Strongly statistically significant result Statistically significant result Good trend to a positive result
1. XanaHES Phase 1 clinical trial treated healthy older volunteers, aged 50-75 years, with 20mg Xanamem daily (n=30 active, n=12 placebo). All values are the Strategic Update Presentation 8

means of observed data. p values were calculated with an ANCOVA (analysis of covariance) model using Baseline values as a covariate.



Actinogen

Target population is the early stages of dementia

No functional Impairment

XanaMIA XanaMIA XanaMIA Functional Impairment stages in Alzheimer’s disease
Trial Part A Part B i =
________________________________________ .
: I
: I
' |
i
I
: | B xanrou :
i
-_ - _ _ I
XanaHES I MCI* patients Mild _i_ Moderate ~  Severe
I
|+ Disease biomarkers ¢ 2015 design :
Healthy elderly I - Computerised * Only 12 weeks :
: cognitive testing * New biomarker I
I . DSST analysis :
- - N=185 |
: I
" I
" I
S |

Multi-billion dollar market alone
or as combination therapy

* Mild Cognitive Impairment (MCI): memory, executive function deterioration with retained functional abilities Strategic Update Presentation 9
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Actinogen

,5, Xanamem may treat multiple symptom
domains in Fragile X Syndrome (FXS)

Normalisation of anxiety in the FXS KO mouse Symptoms of FXS are all potentially amenable
to Xanamem therapy

. XanaFX trial target symptoms
FXS anxiety redUuced DY e e

cortisol inhibition to almost
normal levels

200 ! " @

250

Anxiety? _Cognitive Behaviour problems/
impairment hyper-reactivity

Minimal impact to

150 healthy group

Stimulus response (seconds)

100 -
Vehicle control 11B-HSD1 inhibited s
eep Learning Speech and
B Normal mouse I Knockout mouse (with FXS gene) problems disabilities language deficits
1. Pre-clinical FMR1 knock-out mouse model using BVT 2733 as the 113-HSD1 inhibitor showed highly significant results (***p<0.0001). Normal mouse is a wild- Strategic Update Presentation 10

type mouse. (Source: Vanderklish PW. 2019. Compounds for treatment of emotional/psychological symptoms in fragile x syndrome, WO 2019/075394 Al.)
2. ~90% of FXS patients suffer symptoms of anxiety



Fragile X Syndrome Phase 2 trial design Actinogen
Commencing currently, results planned for late 2023

BL1 BL2

10 mg active
m 5 mg active Follow up

)

16 20 Weeks

N=25 per group
Sites in USA, Australia, NZ and UK
Implementation partnership with Worldwide Clinical Trials who specialize in pediatric, rare diseases

Strategic Update Presentation 1"



Xanamem Targets Depression and its Ac;'l}w o
Associated Cognitive Impairment .

Major Depressive Disorder is common'2

~5% prevalence globally, 1 in 7 lifetime risk

Neurocognitive symptoms are a typical feature (>80%)3

Difficulty thinking and concentrating, unable to make decisions

Only one anti-depressant has a cognitive benefit claim

Vortioxetine sales US$500m*

World Health Organization, Depression. 2021.
Kessler & Bromet 2013

Strategic Update Presentation 12
Conradi et al. 2011, Psychol Med, 41(6):1165-74.
Lundbeck financial reports 2020
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Strategy to drive growth

¢ Commencing Fragile X Syndrome trial Pharmalbiotech engagement
* Expanding pipeline with depression Phase 2 g . Actively engaging with large and mid-
program size potential partners

* Creating optionality for development and

partnerships .. :
2 open INDs, FXS Priority Review

* Priority review granted by FDA

* PRVs recently traded for US$100M-

US$125M
* Scale up and optimise manufacturing to prepare for

commercially viable, large scale production

* Ancillary clinical and nonclinical studies PR A I L LN RIS (2R

growth potential

* Peer companies in phase 2 or 3 for
AD: valuations ~US$126M-$2.1B"

1. Vivoryon Therapeutics, phase 2a/b AD lead asset (EURONEXT Amsterdam: 245m euro); Athira Pharma, phase 2 AD lead asset (NASDAQ GS:~US$382m); Cassava Sciences, AD lead asset phase 2 asset with Strategic Update Presentation 13
positive biomarker and cognition data (NASDAQ GS:~US2.1B); Annovis Bio, very early phase 2 data AD, PD (NASDAQ US$126m). All companies’ value primarily attributed to their lead AD asset. Market
capitalisations as of February 10 2022.
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ACW stock performance 12 months Actinogen
Share price chart at 11 Feb 2022 Trading Information
52 week high A$0.20
70m 0.20 52 week low A$0.02
018 Number of issued shares 1,779M
60m 016 Market capitalisation (11 Feb 2022) A$213M
50m 0.14 Pro-forma cash at 31 Dec A$22M
o 40m 012 §
S o .
= 010 o Major Shareholders
= 30m 0.08 5
@ BVF Partners 13.9%
20m 0.06 Steven Gourlay 3.6%
0.04
10m Edinburgh Technology Fund 2.7%
T id idduadbdbuboduosendbii
m | u n'l u |iJ LUJE lli hilthHL 0.00
N N N N N N N N N N N
S U U P U P A A A W BVF
QQ' (é’ Q&I &l 00& 30\1 0 7’ ®Q, Oc}f 04/ 00’ 0« PARTNERS L.P.
N voN > ks @ s 9 > B Top 20 (excl. BVF)
mmmm Actinogen Medical Limited (ASX:ACW) - Volume — Actinogen Medical Limited (ASX:ACW) - Share Pricing . Remaining shareholders

As at Feb 1st 2022

Strategic Update Presentation 14



Actinogen

Key catalysts in 2022 & 2023

O Clinical trials
Alzheimer’s Disease
o XanaMIA Part A cognition results April CY2022
o XanADu retrospective biomarker results H2 CY2022
o XanaMIA Part B patient biomarker/cognition data 2023
Fragile X Syndrome
o Commenced in 2021
o XanaFX trial results 2023
Depression
o Commence program immediately, results 2023
U Publications and collaborations

o Focus on PET study and other key peer-review
publications

o Leverage academic collaborations including Mild
Autonomous Cortisol Secretion (MACS) Trial with
Oxford University researchers

Strategic Update Presentation
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