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CAR-iNKT CELL PLATFORM DATA PRESENTED AT ASH

o New data utilising a different CAR-iNKT product, manufactured using Arovella’s platform, supports
the extended use of the CAR-iNKT cell platform against multiple tumour types

e Superior animal survival data from Arovella’s CAR-iNKT Platform with CD28 co-stimulatory domain

e Data presented at the 65" American Society of Hematology (ASH) annual meeting in San Diego,
California

MELBOURNE, AUSTRALIA 11 December 2023: Arovella Therapeutics Ltd (ASX: ALA), a biotechnology
company focused on developing its invariant Natural Killer T (iNKT) cell therapy platform, is pleased to
announce its research collaborators from Imperial College London presented data using Arovella’s CAR-iNKT
cell therapy platform. Team members from Professor Karadimitris’ lab have presented new data using the
CAR-IiNKT cell platform in a poster presented at the 65™ Annual American Society for Hematology (ASH)
conference in San Diego, California. The data released utilises Arovella’s proprietary CAR-iNKT platform,
which Professor Karadimitris pioneered.

The poster, presented by Dr Kanagaraju Ponnusamy, describes the use of the platform to produce CAR-iNKT
cells targeting B-cell maturation antigen (BCMA) to eliminate Multiple Myeloma and describes the
optimisation of the CAR construct. The work identified that the CD28 co-stimulatory domain (shown by the
green line in the Kaplan Meier Survival Curve) was more effective than other co-stimulatory domains and led
to substantially improved anti-tumour activity in mice. This CD28 co-stimulatory domain is also incorporated
into Arovella’s ALA-101 product.

Arovella’s CEO and MD, Dr Michael Baker, spoke with Professor Karadimitris about the data. The presentation
is attached to this release, and the interview is available on the Company’s website
https://www.arovella.com/investor-presentations and can be viewed here. The full poster is also available
on the Company’s website https://www.arovella.com/conference-presentations.

The data highlights the potential of the iNKT cell platform and demonstrates its broad applicability across
multiple tumour types by incorporating different CARs. In addition, the data reflects the benefit of the CD28
co-stimulatory domain and its superiority over other co-stimulatory domains when used individually or in
combination.
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Figure 1. (A) A typical CAR structure consists of an scFv, Hinge/TM domain, co-stimulatory domain (focus of the study)
and a T cell activation domain. (B) A Kaplan- Meier survival curve of NSG mice injected with 7x10® MM1.S-luciferase cells
and treated seven days later with 1x10° iNKT cells transduced with an anti-BCMA CAR containing one of five different
co-stimulatory domains as indicated. Disease burden was monitored by bioluminescence (** p<0.01; unpaired t-test).

Arovella’s CEO and MD, Dr Michael Baker, commented, “It is excellent to see the additional data using the
CAR-IiNKT cell platform. We firmly believe in the platform's potential, and this data highlights there are
avenues to expand the use of the platform in multiple tumour types. To have this accepted and presented at
ASH is a testament to the exciting research that continues at Imperial College London and the promise of the
iNKT cell platform.”

For and on behalf of the Board and for further information, please contact:

Dr Michael Baker

Chief Executive Officer & Managing Director
Arovella Therapeutics Ltd

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

NOTES TO EDITORS:
About Arovella Therapeutics Ltd

Arovella Therapeutics Ltd (ASX: ALA) is a biotechnology company focused on 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 into solid tumour treatment through its CLDN18.2-targeting technology licensed
from Sparx Group. Additional tumour targeting technologies are anticipated to be used in conjunction with
Arovella’s iNKT cell therapy platform. Arovella’s lead product is ALA-101. ALA-101 consists of CAR19-iNKT
cells that have been modified to produce a Chimeric Antigen Receptor (CAR) that targets CD19. CD19 is an
antigen found on the surface of numerous cancer types. iNKT cells also contain an invariant T cell receptor
(iTCR) that targets a-GalCer bound CD1d, another antigen found on the surface of several cancer types. ALA-
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101 is being developed as an allogeneic cell therapy, which means it can be given from a healthy donor to a
patient.

Glossary: iNKT cell — invariant Natural Killer T cells; CAR — Chimeric Antigen Receptor that can be introduced
into immune cells to target cancer cells; TCR — T cell receptors are a group of proteins found on immune cells
that recognise fragments of antigens as peptides bound to MHC complexes; B-cell lymphoma — A type of
cancer that forms in B cells (a type of immune system cell); CD1d — Cluster of differentiation 1, which is
expressed on some immune cells and cancer cells; aGalCer — alpha-galactosylceramide is a specific ligand for
human and mouse natural killer T cells. It is a synthetic glycolipid.

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 the actions of third parties and financial terms. These factors
and assumptions are based upon currently available information, and the forward-looking statements herein
speak only 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; the
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.
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Arovella’s proprietary CAR-iINKT manufacturing process C{

Arovella’s process has distinct advantages for the production of CAR-INKT cells
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CAR-iNKT cell therapy production overview & advantages d

Off-the-shelf manufacturing advantages
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INKT cells represent a next-generation cell therapy d

Properties make them ideal for use in cell therapy
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Cell therapies targeting blood cancers
Approved CAR-T therapies target lymphoma/leukemia

and mulfiple myeloma
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CAR-iNKT cells can target multiple myeloma C{

The co-stimulatory domain can be modified to drive increased activity

» Five BCMA-targeting CARs with different co-stimulatory domains were created for testing in a mouse
model of multiple myeloma
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CAR-iNKT cells can target multiple myeloma C{
Optimising the co-stimulatory domain of the BCMA CAR substantially improved efficacy
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Summary C{

ASH presentation supports the breadth of Arovella’s CAR-INKT cell platform

~ Datashows that — ~ Arovella’s INKT
Imperial College = =~ BCMA-CAR-INKT  cell therapy
London ~ cells can kil '  platform

~ multiple myeloma .

tumoﬁr ce|¥s USIﬂg the CD28z is an exciting off-the-
Arovella's - cosfimulatory el termene
INKT cell Supports that Arovella’s ~ domain il pr?)?l/,ide improved P

platform can be utilizedto _ patient access
plaftform has o target multiple tumour ~ enables BCMA-CAR-INKT
unique and types . cells to have better

activity in comparison to
robust . other co-stimulatory
manufacturing C/, ~ domains

pOThwoy Both BCMA targeting

/ CAR-T products contain a
‘ ’ < , 4-1BB co-stimulatory

. domain
9

oll+[1.
4 IEbs
oll*lL




ASX:ALA

orcﬂ/eHo

THERAPEUTICS

Thank You
Dr. Michael Baker

CEO & Managing Director
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