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Highlights

e Arovella presents at 15" Annual Biotech Showcase.
o The presentation focuses on Arovella’s iNKT platform's advantages over existing T-cell therapies.

MELBOURNE, AUSTRALIA 11 Jan 2023: Arovella Therapeutics Ltd (ASX: ALA), is pleased to announce that its
CEO And MD, Dr Michael Baker, will today present at the Biotech Showcase™ in San Francisco. The Biotech
Showcase™ conference is the largest and widely regarded as the most informative healthcare investment
symposium in the industry. The showcase connects global industry leaders, emerging fast-growth companies,
innovative technology creators and investment community members in a forum for collaboration and
investment.

Dr Baker will present key pre-clinical data for Arovella’s iNKT cell therapy platform and describe
how Arovella’s technology provides key advantages over existing T-cell therapies and has the potential
to be applied to both blood cancers and solid tumours. The presentation is attached to this release and
is also available on the Company’s website https://www.arovella.com/investor-presentations.

Biotech Showcase™ is an investor conference held each year alongside the JP Morgan Healthcare Conference
in San Francisco, one of the biotech sector’s largest gatherings and busiest weeks. Arovella is pleased to have
been accepted to present at such a high-profile event with reach to a global audience.

Release authorised by the Managing Director and Chief Executive Officer of Arovella Therapeutics Limited.

Dr Michael Baker

Chief Executive Officer & Managing Director
Arovella Therapeutics Ltd

Tel +61 (0) 403 468 187
investor@arovella.com

Suite 1, Level 3, 62 Lygon Street, Carlton South, VIC 3053 Australia
PO Box 655, Carlton South, VIC 2053 Australia

Telephone: + 61 8 6142 5555
info@arovella.com | www.arovella.com
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NOTES TO EDITORS:
About Arovella Therapeutics Ltd

Arovella Therapeutics Ltd (ASX: ALA) is a biotechnology company focused on developing therapies to treat
human diseases. Arovella is developing its invariant natural killer T (iNKT) cell therapy platform from Imperial
College London to treat blood cancers and solid tumours. Arovella is also expanding its DKK1-peptide
targeting technology licenced from MD Anderson and used in conjunction with its iNKT cell therapy platform.
The Company is also commercialising ZolpiMist™, a first-in-class oral spray of zolpidem tartrate to treat short-
term insomnia. ZolpiMist is approved by the FDA and the TGA and is marketed in the USA. Arovella has rights
to the product outside of the US and Canada.

For more information, visit www.arovella.com.

This announcement contains certain statements which may constitute forward-looking statements or
information (“forward-looking statements”), including statements regarding negotiations with third parties
and regulatory approvals. These forward-looking statements are based on certain key expectations and
assumptions, including assumptions regarding actions of third parties and financial terms. These factors and
assumptions are based upon currently available information and the forward-looking statements contained
herein speak only as of the date hereof. Although the expectations and assumptions reflected in the forward-
looking statements are reasonable in the view of the Company’s directors and management, reliance should
not be placed on such statements as there is no assurance that they will prove correct. This is because
forward-looking statements are subject to known and unknown risks, uncertainties and other factors that
could influence actual results or events and cause actual results or events to differ materially from those
stated, anticipated or implied in the forward-looking statements. These risks include, but are not limited to:
uncertainties and other factors that are beyond the control of the Company; global economic conditions; risk
associated with foreign currencies; and risk associated with securities market volatility. The Company assumes
no obligation to update any forward-looking statements or to update the reasons why actual results could
differ from those reflected in the forward-looking statements, except as required by Australian securities laws
and ASX Listing Rules.

Suite 1, Level 3, 62 Lygon Street, Carlton South, VIC 3053 Australia
PO Box 655, Carlton South, VIC 2053 Australia

Telephone: + 61 8 6142 5555
info@arovella.com | www.arovella.com
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Disclaimer

The information in this presentation does not constitute personal investment advice. The presentation is not intended to be comprehensive or provide all
information required by investors to make an informed decision on any investment in Arovella Therapeutics Limited (Company).

In preparing this presentation, the Company did not take into account the investment objectives, financial situation and particular needs of any particular
investor.

Further advice should be obtained from a professional investment adviser before taking any action on any information dealt with in the presentation.
Those acting upon any information without advice do so entirely at their own risk.

Whilst this presentation is based on information from sources which are considered reliable, no representation or warranty, express or implied, is made or
given by or on behalf of the Company, any of its directors, or any other person about the accuracy, completeness or fairness of the information or opinions
contained in this presentation. No responsibility or liability is accepted by any of them for that information or those opinions or for any errors, omissions,
misstatements (negligent or otherwise) or for any communication written or otherwise, contained or referred to in this presentation.

Neither the Company nor any of its directors, officers, employees, advisers, associated persons or subsidiaries are liable for any direct, indirect or
consequential loss or damage suffered by any person as a result of relying upon any statement in this presentation or any document supplied with this
presentation, or by any future communications in connection with those documents and all of those losses and damages are expressly disclaimed.

Any opinions expressed reflect the Company’s position at the date of this presentation and are subject to change.

This document does not constitute an offer to sell, or a solicitation of an offer to buy, securities in the United States or any other jurisdiction in which it
would be unlawful. In particular, the New Shares and Options have not been, and will not be, registered under the US Securities Act of 1933 (the “US
Securities Act”) and may not be offered or sold in the United States except in transactions exempt from, or not subject to, the registration requirements of
the US Securities Act and applicable US state securities laws. The distribution of this presentation in jurisdictions outside Australia may be restricted by law
and any such restrictions should be observed.

The New Shares and Options will be offered and sold in the United States only to (i) institutional accredited investors (as defined in Rule 501(a)(1), (2), (3)
and (7) under the US Securities Act); and (ii)dealers or other professional fiduciaries organized or incorporated in the United States that are acting for a
discretionary or similar account (other than an estate or trust) held for the benefit or account of persons that are not US persons and for which they
exercise investment discretion, within the meaning of Rule 902(k)(2)(i) of Regulation S under the US Securities Act.
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Arovella Therapeutics
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Allogeneic iNKT Cell Platform World Leading Partners Strong Leadership Group
Arovella is developing off-the-shelf iNKT cell Arovella’s technologies are licensed from Arovella’s leadership team and its Board
therapies for CD19 expressing lymphomas Imperial College London and MD Anderson have proven experience in drug
and solid tumors, and DKK1 producing Cancer Center. Arovella has an ongoing development, particularly cell therapies
cancers collaboration with Imugene

2 il

Data Driven Acquiring New Technologies Unique Value Proposition
Arovella uses data to drive decision Arovella is focused on acquiring innovative Arovella is among few companies globally
making for its key assets and clinical technologies that strengthen its cell therapy developing an iNKT cell therapy platform,
indications platform and align with its focus areas and the only company developing a CAR

targeting a DKK1-peptide
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Cell Therapy Has Revolutionized

CAR-T cells have demonstrated ability to cure haematological cancers
BUT.......
Manufacturing, logistics and access have prevented broader patient uptake

Arovella’s CAR-INKT cell platform addresses these challenges and has the potential for improved efficacy

February 2022

health Lfe ButBetter Fitness Food Sieep Mindfuness Relationships ~Edtion Qa @ =
T-cell immunotherapy tied to 10-year remission in two
leukemia patients, study finds

May 2022 December 2022

‘World’s first recipient of Car-T cancer
therapy is now 17

Emily Whitehead welcomes

First CAR T-cell child EEEESEs
celebrates cancer cu

NEWS

news Car-T is available to Iish children with leukaemia

GREAT
ORMOND
5 STREET
HOSPITAL
CHARITY

irst patients of pioneering CAR T-cell
therapy ‘cured of cancer’

Published May 12, 2022

10 Years Cancer-Free! Emily Whitehead,
Now 17, the First Child Cancer Patient to
Receive Revolutionary CAR T-Cell
Therapy, Celebrates Major Milestone

@.1 Children’s Hospital
4 U of Philadelphia*
Emily Whitehead, First Pediatric Patient to Receive CAR

T-Cell Therapy, Celebrates Cure 10 Years Later

Whitehead received lfe- at CHOP, under the care of Dr. Stephan Grupp,
transforming the field of y

Cancer-killing cells still present 10 years on, with results
ing therapy i inblood

= remissions; sparks hope for
curative potential of CAR-T

cccccc

y _ /A "
GOSH delivers world-first base-edited cell
therapy for a patient with relapsed T cell
+ ¥ ]leukemia

Download PDF Copy

Leukaemia-fighting CAR T-cells kept patients in
remission for 10 years — and counting

11-May-2022 9:55 AM EDT, by Children's He

Reviewe d by Emily Henderson, B.Sc. Dec 12 2022
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INKT Cells are

invariant Natural Killer T (iNKT) cells naturally target and kill cancer
cellst

The invariant T Cell Receptor (TCR) does not change between
people and iNKT cells are protective against graft versus host
disease (GVHD) 23

CD1 d
Dlrect - Cytolytic

A / e
- (@3

RecrU|t/Act|vate X
( ( ( ( e ©

@

a- GaICer
Can be administered “off-the-shelf” \(
iTCR

Shape the tumor microenvironment, promoting tumor destruction*

Recruit other components of the immune system to attack cancer
cells®

Addition of a Chimeric Antigen Receptor (CAR) makes them dual

targeting, enhancing cytotoxicity® ‘
Block/Kill
CAR-iNKT cells mount a rapid response and display robust tumor ¢

killing in vivo®

1.  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6036112/

2. https://pubmed.ncbi.nim.nih.gov/28824628/

3. https://ash[')ubl/c'atlons.org/b/c?od/artlcle/IZ7/14/1828/34747/Larger— NK — Natural Killer
number-of-invariant-natural-killer-T-cells

4. https://www.frontiersin.org/articles/10.3389/fimmu.2022.999549/full

https://link.springer.com/article/10.1007/s00441-010-1023-3

O rd/e | | O https.//pubmed.ncbi.nlm.nih.gov/30300581/
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MDSC — myeloid derived suppressor cell _
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CAR-INKT Cell Therapy is a

INKT cells are a subpopulation of T cells that have NK cells properties

APPROVED CAR-NK CELLS CAR-iNKT

CAR-T CELLS CELLS

Bridge the innate and adaptive immune system X X \/
Intrinsic anti-cancer receptor (dual targeting) X X \/
Naturally suppress GVHD X X \/
Allogeneic, ‘off-the-shelf’ dosing X \/ \/
Low risk of CRS or neurotoxicity X \/ \/

Tissue homing X X v

CAR — Chimeric Antigen Receptor; NK — Natural Killer; iNKT — invariant Natural Killer T; CRS — Cytokine Release Syndrome; GVHD — Graft Versus Host Disease

Orcﬂ/ello
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CAR-INKT Cell Therapy

Manufacturing

Collect Healthy Isolate iNKT cells Reprogram iNKT cells to Expand to grow billions of Vial and freeze
Donor Blood produce a CAR CAR-iNKT cells CAR-iNKT cells
f; o
. \
—) A ) G ) 3 . Lo ) :
[}
° 4 . N cAr- . . .
/ iNKT \
cell . e ‘ (8=
. ir ﬂ

Thaw CAR-iNKT cells
Allogeneic Manufacturing Advantages

Healthier Starting Material

Scalable Manufacturing with Reduced Costs — reach .
Dose eligible patients

more patients
| v 4 ll ¥

Faster Access for Aggressive Cancers

. . . ¢ € ¢
Removes Risk of Manufacturing Run Failure [ ] ] l
w Ip U
Patient 1 Patient 2 Patient [x]
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Arovella Therapeutics

Cell Therapy

CARL9-INKT CD19 Expressing Lymphoma
(ALA-101)
ALA-101 + )
) IMUGENE Solid Tumors
OnCARIythS i#) D ing Cancer i

Multiple Myeloma

DKK1-CAR-iNKT TNBC

(ALA-104)
Nele

Pancreatic

TNBC — triple negative breast cancer; NSCLC — non-small cell lung carcinoma
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CAR19-INKT (ALA-101)

An off-the-shelf cell therapy for CD19 expressing cancers

orcf/eHo
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ALA-101:

ALA-101 rapidly eradicates tumor cells i ALA-101
in mice ———— —
Tumor cells expressing CD19 and CD1d

were intravenously delivered into mice Ventral

Mice were treated with: Day 0

PBS (saline)
Unmodified T cells (T)
Unmodified iNKT cells (iNKT)

Dorsal

ALA-101
After three days, ALA-101 resulted in
significant regression of tumor cells

In all other treatments, we observed ¢
strong tumor cell persistence alter

ALA-101 displays swift action treatment

Ventral
3 Days

Dorsal

Rotolo et al., Cancer Cell (2018)

ardvella (0]
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ALA-101:

ALA-101 significantly increased survival in 10
mice versus treatment with CAR19-T cells ”»

Tumor cells expressing CD19 and CD1d were
intravenously delivered into mice

Mice were treated with:

PBS (saline)

Unmodified T cells (T) A
Unmodified iNKT cells (iNKT) 40 l
ALA-101

After 90 days, only mice treated with CAR19-T
cells or ALA-101 remained alive

207 4

Overall survival (%)

G Ll Ll Ll J‘::l L] ] | | 1
1.5x more mice treated with ALA-101 days 0O 10 20 30 40 50 60 70 80 90
remained alive after 90 days relative to CAR19-
T cells

. . mm PBS (saline) (n=12)
ALA-101 has the potential to be an effective, e T-cell (n=7)

g:‘)f-ltghe-shelf gell therapy for the treatment of = iNKT-cell (n=7)
-expressing cancers CAR19-T cell (n=19)

== ALA-101 (n=19)

Qrcf/ella
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ALA-101:

ALA-101 activity may persist to
eradicate tumor cells following relapse

Four mice treated with ALA-101 had the
cancer return to the brain

In all four mice, the cancer was
eliminated a second time with no
additional dosing

This provides evidence that CAR19-iNKT
cells can survive and continue to protect
against cancer cells in vivo

Potential to use ALA-101 to treat central
nervous system lymphoma or brain
metastases

Qrcf/ella
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! ! 3.5
Ventral
B B
15
05 | orsal
. ¥ 4 Dorsa
10 17 24 31 38 45 52 17 24 31 38 45
days days
mouseS mouse 4
' l ‘ 40 Ventral
'“‘ 3.0
4 2.0
1.0 Dorsal
x10%
10 17 24 31 38 45 52 10 17 24 31 38 45 52
days days

Rotolo et al., Cancer Cell (2018)
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TTTTTTTTTTTT Developing Cancer Immunotherapies

ALA-101 + CF33-CD19

An off-the-shelf cell therapy and oncolytic virus combination to
mark and destroy solid tumors

orcf/eHo
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Combining ALA-101 and

ALA-101 is very potent and is rapidly
activated to kill CD19 expressing cancers

The product is being developed as an off-
the-shelf product for cancer treatment

) -4

‘ orcﬂ/ella
Imperial College

London

orcf/ello

CF33 is an oncolytic virus that targets tumor
cells and not healthy cells

CF33 has been further engineered to induce
CD19 expression after tumor cells have
been infected - onCARIlytics

Phase 1 trials for CF33 commenced October
2021 with CHECKvacc and May 2022 with
VAXINIA

£ 145 ) IMUGENE
e a' .Cityof

Oncolytic virus H ope.
CF33-CD19

TTTTTTTTTTTT © Copyright Arovella Therapeutics Ltd 2023




ALA-101 + onCARIlytics Mechanism of Action

Oncolytic virus
CF33-CD19

cell
infusion

orff/ello
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Solid tumour

Tumour cell
lysis

Viral
infection .

#\_’

Endogenous
T cell recruitment

cell binding

© Copyright Arovella Therapeutics Ltd 2023

onCARIytics makes
solid tumours “seen” by
CD19 directed therapies

a

OnCARlytics infects tumour
cells

Virus replication and production
of CF33-CD19 on the cell
surface enabling CD19 targeting

Tumour cell lysis leads to viral
particle release and the
combination promotes
endogenous immune cell
recruitment to tumours

Released viral particles
re-initiate virus infection of
surrounding tumour cells.




Expanding ALA-101"s Utility by
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Breast Cancer
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blood cancers Cancer
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Oncolytic virus

CF33-CD19

We expect ALA-101 to be effective
against blood cancers that naturally
express CD19

Pancreatic Cancer

Combining onCARIytics with ALA-101
cells opens up the possibility of treating
a range of solid tumors

Brain Metastases

orcf/ello
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DKKT-CAR-INKT Cells (ALA-104)

An off-the-shelf cell therapy for multiple myeloma and
potentially solid tumors

orcf/eHo
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DKKT is @

DKK1 is a secreted protein that functions as a
negative regulator of the WNT signaling pathway

DKK1 is overexpressed in numerous cancer types and
DKK1 peptides are loaded onto immune complexes

and presented at the surface of cancer cells
5. DKK1-A2 ﬁé
Arovella’s DKK1 mAb/CAR targets a specific DKK1 monoclonalantibody g DKK1 peptide
. . recognises the peptide -
peptide in an HLA-A2 complex - the HLAA '@
complex
HLA-A2

~40-50% of the population is HLA-A2 +ve,
representing a potentially large market for the target

4.The peptide gets .
presented on the surface °
of the cancer cell

sopeneiy CANCER CELL onded onto 3 HLAR?

Proteosome

cancer cells complex
SR\
Lo oo . ‘@
. Peptide fragments \
=
DKK1 . 2. DKK1 proteln
G r ve O is chopped into small 18

THERAPEUTICS © Copyright Arovella Therapeutics Ltd 2023 fragments called

peptides



The DKK1 CAR has been

4 N

Demonstrated activity of the DKK1
peptide-targeting mAb against multiple
myeloma and breast cancer

Already Completed

DKK1-CAR-T cells show potent activity
against both blood cancers and solid
tumors

We are combining the DKK1-CAR with the
iNKT cell therapy platform (ALA-104)

.
©

ALA-104 initial development is focused on
multiple myeloma, followed by expansion
into other solid tumors expressing DKK1

and potentially CD1d Multiple Myeloma v Multiple Myeloma

Pancreatic Cancer v
Lung Cancer v
Breast Cancer

OFCK/GIIQ \ j \ /
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DKKT1-CAR-T Cell

DKK1-CAR-T cells were tested in three different animal models of multiple myeloma, displaying robust activity in all
standard models

Model 1 — U266 (n=4) Model 2 — KMS-12-BM (n=4) Model 3 - MM.1S (n=4)
o 100 o 100 o 100
g— 50 g‘ 509 g_ %07
E — Bs E — PBS E — PBS
* — DKK1-A2 (C2)-CAR-T @ — DKK1-A2 (C2)-CAR-T o — DKK1-A2 (C2)-CAR-T
’ 0 2'0 4'0 6'0 ’ 0 2'0 4'0 6'0 8'0 ’ 0 2'0 4'0 6'0
Days after tumor inoculation Days after tumor inoculation Days after tumor inoculation
All treated mice were alive at 50-60 days, while untreated mice succumbed to the
cancer at 30-40 days
Multiple myeloma cells also express CD1d, so engineering DKK1-CAR into iNKT cells
makes them dual targeting
ardvella
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DKKT-CAR-T

Data demonstrates:

They only kill cells that have the target on their
surface

They do not kill healthy blood cells

They do not cause weight loss when administered
to mice

The DKK1 mAb non-specifically targeted only 1 out
of 35 tissues tested (tonsil)

Arovella is confirming:

That the DKK1 technology does not target or attack
healthy cells

The ability to combine DKK1-CAR with the iNKT cell
therapy platform

Orcf/ella
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Arovella’s

l l ALA-101 + onCARlytics
ALA-104

O @ 0 A e g% B

Non-Hodgkin’s | Head and Neck | Prostate Cancer Brain Triple Negative Pancreatic Lung Cancer Multiple
Lymphoma Cancer Metastases Breast Cancer Cancer Myeloma

Qrcﬂ/ello
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Arovella Wil

(ALA-101)
ALA-101 + . :
~7) IMUGENE Solid Tumors
onCARlytics %) Developing Cancer : }
Multiple Myeloma -
DKK1-CAR-INKT TNEC D

(ALA-104)
- 09090900

TNBC — triple negative breast cancer; NSCLC — non-small cell lung carcinoma

Over the next 6-18 months Arovella plans to:
Complete clinical manufacturing of ALA-101
Commence Phase 1 clinical trial with ALA-101 for Non-Hodgkin’s Lymphoma
Complete proof of concept studies and commence IND-enabling studies for ALA-101 + onCARlytics
Complete CAR-optimisation for IND enabling studies for ALA-104

orcf/ello
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Arovella Has o

Dr. Nicole van der Weerden

. Dr. Sandhya Buchanan ‘ Ana Radeljevic

Dr. Mini Bharathan

CHIEF OPERATING OFFICER SENIOR VP DEVELOPMENT & MANUFACTURING & QUALITY BUSINESS DEVELOPMENT
TRANSLATIONAL MEDICINE
@ BioScience °:EE hexima E OIS . o | FUJIFILM L
: celleclis CO e @lgme Noémls Diogynth = SANOE| REPERTOIRE

Prof. Tassos Karadimitris
Imperial College London

Dr John Maher
CSO Leucid Bio

Dr Reuben Benjamin

(U Dr. Debora Barton () Mr. Gary Phillips Kings College London

DIRECTOR DIRECTOR
S A ! @SCAN | S Professor Qing Yi
MPM ¢ S merek (@ & 4 { MS ing Yi
poverne st N Qgene NovaRTE PERATEUTIES NOVARTIS phOrmO)dS ASETARS Houston Methodist
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Summary —

orcf/ello
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A novel allogeneic CAR-iNKT cell platform
iNKT cells serve as an excellent platform to
develop allogeneic cell therapies to treat
cancer

CAR-iNKT cells have multiple anticancer properties
CAR-iNKT cells are dual-targeting with enhanced
cancer killing ability

Improved manufacturing logistics
Allogeneic CAR-iNKT cells will significantly
improve logistics and increase patient access

© Copyright Arovella Therapeutics Ltd 2023

Arovella has an expanding pipeline

ALA-101 and ALA-104 both have the potential to be
used to treat haematological malignancies and solid
tumors

Arovella has world class partners

Arovella’s technologies are licensed from Imperial
College London and MD Anderson Cancer Center.
Arovella has an ongoing collaboration with Imugene

Arovella is poised for growth

Arovella is developing a cutting-edge CAR-iNKT cell
therapy platform, with an expanding pipeline and a
strong leadership team




Thank You

Dr. Michael Baker
CEO & Managing Director

Email: investor@arovella.com
Mobile: +61 403 468 187
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