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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.

Past performance information given in this presentation is given for illustrative
purposes only and should not be relied upon as (and is not) an indication of
future performance. The presentation includes forward-looking statements
regarding future events and the future financial performance of Arovella. Forward
looking words such as “expect”, “should”, “could”, “may”, “predict”, “plan”, “will”,
“believe”, “forecast”, “estimate”, “target” or other similar expressions are intended
to identify forward-looking statements. Any forward-looking statements included
in this document involve subjective judgment and analysis and are subject to
significant uncertainties, risks and contingencies, many of which are outside the
control of, and are unknown to, Arovella and its officers, employees, agents or
associates. In particular, factors such as outcomes of clinical trials and regulatory
decisions and processes may affect the future operating and financial
performance of Arovella. This may cause actual results to be materially different
from any future results, performance or achievements expressed or implied by
such statements. The information also assumes the success of Arovella’s
business strategies. The success of the strategies is subject to uncertainties and
contingencies beyond control, and no assurance can be given that the
anticipated benefits from the strategies will be realised in the periods for which
forecasts have been prepared or otherwise. Given these uncertainties, you are
cautioned to not place undue reliance on any such forward looking statements.
Arovella is providing this information as of the date of this presentation and does
not assume any obligation to update any forward-looking statements contained
in this document as a result of new information, future events or developments or
otherwise.

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 statementin 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. The distribution of this presentation in jurisdictions outside Australia
may be restricted by law and any such restrictions should be observed.



Arovella’s strengths

Off-the-Shelf iNKT
Cell Plafform

Developing off-the-shelf INKT

cell therapies to target blood
cancers and solid tumour

cancers

Lead Product
Advancing to Clinic

ALA-101, potential treatment
for CD19-expressing blood
cancers, progressing to
Phase 1 clinical trials,
expected to commence in
2024

Addressing Key
Unmet Need

Our iNKT cell platform is
well positioned to solve
key challenges that
hamper the cell therapy
sector

Strategic
Acquisitions

Focused on acquiring
innovative technologies that
strengthen its cell therapy
platform and align with its
focus areas

Strong
Leadership Group

Leadership team and Board
have proven experience in
drug development,
particularly cell therapies

Unique Value
Proposition

Arovella is among few
companies globally
developing an iNKT cell
therapy platform



Arovella’s INKT cell sirategy
Incorporating world class IP to target a range of tumour types

Foundation IP
Unique process to
transduce iNKT cells
with a CAR and
expand
CAR-INKT cells
(licenced from
Imperial College
London)

ASX:ALA

Armouring

technology
Complementary
technologies that

improve the activity or
persistence of INKT cells
(eg cytokine technology
from UNC)

Novel CARs
Unique moieties
for targeting
different cancers
(eg CLDN18.2 mAb
licenced from Sparx)

Regulatory

strategy
12-year marketing
exclusivity as a novel
biologic drug,
Orphan Drug
Designation, Fast
Track Designation,
Paediatric Extension

Know-How
Process-specific
know-how and Trade
Secrets



Exclusive worldwide rights to granted patents
Further patent claims and applications actively being pursued
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19 World Intellectual Property —
Organization g

Intermational Burcin
=

(43) International Publication Date =
06 September 2019 (06,09,2019)

(0 OO A OO
(1) International Publication Number

WO 2019/166817 A1

WIPOIPCT

(51) Imternational Fatent Classificatbon:
CLIN 30783 (2010.01)

(21} Internatlonal  Applicatlon  Number:
PCT/GEI) 19050570

(22 Imtermational Filing Date:
25 February 2009 (2802 201%)

(23) Filing Langpuage: Englsh
(26) Publication Languwage: English

(30) Priority Data:

18033761 01 March 2008 (00.03 2018) il

(M Applicani:  IMPERIAL  COLLECE
TECHNOLOGY  AND  MEDICINE

OF SCIENCE,
IGRGB]. South
Rensmngton  Campus, Faculty Bualding. Exhibison Boad
London 5W7T 2AZ (GH)

(xp]

74

81

Iovemters: KARADIMITRIS,  Ansstasbos; (0O Impenal
College London, Du Cane Road, London Greater London
W12 ONN (GH). ROTOLO, Antends; O Imperial Col
lege London. Du Cane Road, London Greates Loadon W12
ONN (GB)

Agent: HGF LIMITED: Decument Handling - 17
(Manchester), | Ciy Walk, LEEDS Yorkshime 151 | 83
(GB)

Designated  Stabes (uniless otferwise tidicated g
kit o matianal profeclion available s AE, A
Al AT, AU, AL BA, BB, BG, BH, BN, BR, I
CA. CHL. CL. CN, €O, CR. CU, CZ, DE. D1
DZE, EC EE, EG. ES, FL GBE, GD, GE, GH
HR, HL, 10, IL, IN, IR, 15, JO, JP, KE, KRG
KR, KW, KZ LA LC. LK. LR LS LU LY, ¥
MG, ME, MN, MW, MX, MY MZ, NA, NG, K
OM. PA, PE. PG, PH. PL. PT, QA, RO, RS, R, RVWNgE

Transduction and Expansion of Cells

= Patent life until 2038

= Method of manufacture, cell population claims

= Applicant: Imperial College of Science Technology

and Medicine

» Granted in Europe, Canada and Hong Kong, pending
in USA, China and Australia

» Worldwide exclusive rights for human disease

a9 United States

a2 Patent Application Publication (0 Pub. No.: US 2020/0207857 Al

Zhu et al.

(43) Pub. Date: Jul. 2, 2020

(54) BINDING MOLECULES SPECIFIC FOR
CLAUDIN 18.2, COMPOSITIONS AND
METHODS THEREOF, FOR THE
TREATMENT OF CANCER AND OTHER
DISEASES

(71)  Applicant: Sparx Therapeuties Ine., Mt. Prospect,
IL (US)

(72) Inventors: Guidong Zhu, Gurnee, [ (US);
Jingdong Ye, Vernon Hills, IL (US);
Jingdong Qin, Woodridge, IL (US);
Jichun Ma, Germantown, MDD} (US)

(73) Assignee: Sparx Therapeutics Inc., Mt. Prospect,
1L (US)

(21)  Appl. No.: 16/727,554
(22) Filed: Dec. 26, 2019

Related U.S, Application Data

(52) US.CL
CPC ... CO7K 162827 (2013.01); CI2N 15/85
(2013.01); COTK 2317/515 (2013.01); CO7K
2317754 (2013.01); COTK 2317451 (2013.01);
CO7K 23177622 (2013.01); CO7ZK 2317/734
(2013.01); COTK 2317/732 (2013.01); CI2N
2015/8518 (2013.01); CO7K 2317755 (2013.01)

57 ABSTRACT

thereof useful as therapeutics for treating and/or prgf
diseases associated with cells expressing cl
including tumor-related discases such as gastriteS
esophageal cancer, pancreatic cancer, lung cancer\gs
cancer, colon cancer, hepatic cancer, head-neck ca
cancer of the gallbladder are described. Also, descritce®
pharmaceutical formulations comprising the described coMg
HH wnt AL H

Alvnnnnn aithoe ae claela et

mnitinn Fae tho feanto o

Binding Molecules Specific for Claudin 18.2

Patent life until 2038

Composition of matter claims for a unique
CLDN18.2 monoclonal antibody sequence

Applicant: Sparx Therapeutics Inc.

Granted in USA, pending in Europe, China, Japan

and South Korea

Worldwide exclusive rights for use in Cell Therapies
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About CAR-T cells




How original CAR-T cell therapies work
CAR-T cell therapy is personalised medicine

Remove blood from
patient to get T cells

L] _______...-"""

|CART cells bind to cancer
cells and kill them

e T cell

-.Ei;,‘l:
= 4

. ‘fJf " >
:J-.r" - _""_ .' i) .;._
M cancer cell {r"\r’%&"
‘;__}-Anligens
*‘-._1 f: * ; r
g g T CAR-T cell
ok’ 18, o
Ui 1P
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P ey “
—~. . Cancercell -
g

Infuse CAR-T cells
into patient

|Make CAR-T cells in the lab

Insert gene for CAR
i

\ T cell

7 (mewe
a P
L:f.\i,!‘,gl 'ﬂj‘&" Chimeric antigen
receptor (CAR)
i
CAR-Tcell -~/

-3

W 1 F

Grow millions of
CAR-T cells
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T cells = immune cell

T cells are a common type of immune cell that
fight infections and can help fight cancer.

T cells from patient ‘reprogrammed’

To generate autologous CAR-T cells, T cells are
taken from a patient with blood cancer and
‘reprogrammed’ to produce a Chimeric Antigen
Receptor (CAR). The CAR can recognise cancer
cells through a target antigen.

CAR-T cells find & kill tumour cells

CAR-T cells are administered to the patient to find and
kill the tumour cells. Once the CAR binds to a tumour
cell, the CAR-T cell is activated to kill the tumour cell.



Cell Therapy has revolutionised blood cancer freatment

CAR-T cells have demonstrated their curative potential in blood cancers

Product Approval Year 2023 Revenue

Cure

Il'.! O
CAR-T cells have "’rﬁig,ﬁﬁﬂt 2017 US$1498m°
demonstrated ability to _
cure haematological 9 tﬁ;‘;ﬂﬂﬂﬂ_ 2017 US$509m*
cancers .
Abecma 2021 US$472md
idecabtagene vicleuce) s,
Strong Sales
The Cell Thera Py market 1. https://www.businesswire.com/news/home/20230529005130/e
. n/Global-Cell-Therapy-Market-Report-2023-Advancements-in-
IS eXpe Cted tO I’eaCh Biotechnology-Drives-Growth---ResearchAndMarkets.com

2. Zinzi et al., 2023 Pharmacological Research -

HIH 10.1016/j.phrs.2023.106742
. I I o n 40 - 6 0% 3.  https://www.gilead.com/news-and-press/press-room/press-

releases/2024/2/gilead-sciences-announces-fourth-quarter-

1 ; and-full-year-2023-financial-
by 2 O 3 O Patients rela pse 5 results#:~:text=Yescarta%C2%AE%20(axicabtagene %20cilole
post-CAR-T therapy ucel)%20sales, %E2%80%9D)%200utside %20the%20United%
20States.

4.  https://www.novartis.com/sites/novartis_com/files/2024-01-
interim-financial-report-en. pdf

5. https://news.bms.com/news/details/2024/Bristol-Myers-Squibb-
Reports-Fourth-Quarter-and-Full-Year-Financial-Results-for-
2023/default.aspx
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https://emilywhiteheadfoundation.org/10-years-of-car-t/
ASX:ALA
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Emily Whitehead - Celebrahng 10 years of CAR-T cell therapy
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Autologous CAR-T pose challenges Allogeneic

The current manufacturing costs and time are limiting A single healthy donor
A . batch = treatment for
Manufacturing & supply . .
_.@_.Esg_—i[;t chain costs are high multiple patients
Dy riaacnhufactu ring @ T cells can be
. .. _ compromised
@_'Ls:h batch is due to disease
_’@"L’ﬁiﬁ patient-specific
o F Limited centres
_’@_'lfs:h > @ can collect and
manufacture
Patient must wait (& Time is an issue
3-4 weeks for |smusnss for pafients with 75
therapy ssaasss aggressive disease _-@ ‘I week
Manufacturing run Patients ready to

j failures can occur dose within 1 week

ASX:ALA




Infroducing invariant Natural Killer T (iNKT) cells

Bridging the innate and adaptive immune system

Innate
Immunity

Adaptive
Immunity

ASX:ALA
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INKT cells represent a next-generation cell therapy

Properties make them ideal for use in cell therapy

Innate
Immunity

ASX:ALA

Adaptive
Immunity

Strong safety profile

= Don'’t cause graft versus host disease
(GvHD)

Front line of the human

immune system
= Bridge innate & adaptive immune responses

= Contain both T cell & NK cell killing
mechanisms

= Naturally target & kill cancers that express
CD1d

Multiple anti-cancer

properties

= Shape the tumour microenvironment by
blocking/killing pro tumour cells
(TAMs/MDSCs)

Infiltrate tumours & secrete signaling
molecules to activate other immune cells to
Kill tumour cells

13



CAR-iNKT cells have multiple ways to kill cancer cells ({

Also recruit ‘good’ immune cells and block ‘bad’ immune cells

TAM Tumour Associated Macrophage
MDSC Myeloid Derived Suppressor Cell
CAR Chimeric Antigen Receptor

NK Natural Killer

NKG2DL Direct Cytolytic
S%"pid killing TCR _
- NKGz;'| 7,4 o/ 0 1. Viathe CAR
“ ITCR ° «  Specific target depending
on tumour type
| 4 o O 2. Via the NKG2D pathway
x - Block/Kill Recr(Lut/Actlv(ate 5 € . NKG2D ligands are
(

upregulated in cancer cells

® Y 3. Via lipid-bound CD1d
» Several cancers naturally

express CD1d

ASX:ALA
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A differentiated position

T cell and NK cell sectors are competitive

~
(‘:ﬁgREKA A ARCELLX Janssenf

V vfkie  Bio4t2 =<_ agios

ATARA BIO

Aanlx a . Lllh Bristol Myers Squibb’

CARIBOU  gicell INDAPTA @ CHIMERIC

BIOSCIENCES W coommacc THERAPEUTICS p u Ics

ON( VAXCELL CENTURY

THERAPEUTICS THERAPEUTICS

artivacgo & Acepodia

QrcfveHO

BIONT=CH @atla
. >birdbig SENTI BIO
dmlls E&E% (%‘
o %) IMUGENE THERAPEUT SHORELINE
/cBmG sanofi
INKT cell _—
* GC Cell
‘LH)SS?@Q' na I C e
e nkarta
Autelus o
ytoMe
. Therapeutics ALAU NOS” . celularity
EARSEEN @ﬁﬂﬂﬂlﬁq— THERAPEUTICS % MiNK Brlghtpath QAFFIMED Co ty
THERAPEUTICS A JR— Therapeutics Biotherapeutics N .
EXUMA -Beam CARJherics e gamida (eell CﬁmmunityBio
_Biotech et
& Adaptimmune

[N CARTherics 8'\/005159””a catamaran
ImmunoKite ) -t APPIA BIO

THERAPEUTICS

-‘ }o celulorlty qugfﬁig ~Celylgy

eeeeeeeeeeee

Companies with T cell, NK cell, or iNKT cell therapy programs.

Source: Company analysis based on public information
ASX:ALA 15




CAR-iNKT cell therapy production advantages

Off-the-shelf manufacturing advantages

N\ Isolate iINKT cells
L

y Xv

Collect Healthy
Donor Blood

Healthier starting material
Potentially better efficacy

v

Faster access to freatment

Improved outcomes for
aggressive cancers

o
A

MANUFACTURING

L/
n? 1
** We

Expand to grow billions
of CAR-INKT cells

/
-9 r..'.
Engineer iNKT cells . s} \\P Vial and freeze
to produce a CAR | CAR-INKT cells ~
>
Thaw CAR-INKT cells E
r*a  Scalable manufacturing )#’3:
« 9> with reduced costs <7
k*ﬂ
Reach more patients N ﬂ
' Dose eligible patients |
”’ ¥ Removesrisk of . A/l\A
4y manufacturing run failure . o.;f’[
[ [
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INKT cell platform advantages

i

Efficient expansion of genetically

modified cells leads to

multiple doses
from a single
batch

ASX:ALA

High transduction

efficiency

a high percentage of isolated
INKT cells (>60%) become
modified to express the CAR

Transduction performed
immediately after

isolation of low number of
cells, resulting in

reduction in quantity
of expensive reagents

required

Qi

&

Uses mature iNKT
cells from healthy
adult donors that

do not require
‘reprogramming’

Maintains
highly cytotoxic
population of INKT cells

17



ALA-101
(CAR19-iNKT cells)

A next generation off-the-shelf
cell therapy for CD19
expressing cancers

18



CD19+ hematological malignancies
Targeting CD19+ blood cancers

in the US in the US
>140k iz >40k o557

CD19+ cases deaths
lymphomas
and CD‘! 9+ CAR-T 2" moving No approved to
levkemias W products insreey i erapy Hood

» Certain sub-types of non-Hodgkin’s lymphoma and
leukaemia provide opportunities to apply for orphan drug
designation

ASX:ALA 1. https.//seer.cancer.gov/statfacts/html/nhl.html; 2. https.//seer.cancer.gov/statfacts/html/leuks.hhtml




CAR-T cell therapies pose challenges ALA-101 Solution

Targeting CD19-expressing blood cancers

N Off-the-shelf
Current INKT cell therapy that
6-month targets CD19
Treatments complete expressing cancer cells
Fo u r response rate in . Only 30-35%
relapsed .
approved refractory DLBCL Affractlve
autologous potential
DAR T pracucts > treatment
J For B cell Lymphomas
ith hi d Leuk '
. e Substantial = with high rates of ana Leukaemias
Significant dal - == CRs, ICANS and
safety risk infections . . .
vunmet need Clinical trial 2024
o Phase 1 clinical trial in
remains non-Hodgkin’s

J lymphoma expected to
commence in 2024

DLBCL =Diffuse Large B Cell Lymphoma; CRS = Cytokine Release Syndrome, ICANS = Immune Effector Cell

Associated Neurotoxicity Syndrome
ASX:ALA




ALA-101: enhanced tumour killing in vivo C{

ALA-101 rapidly eradicates tumour cells in mice

= Tumour cells expressing CD19 and i ALA-101
CD1d were intravenously delivered — — IR
into mice

= Mice were treated with: Ventral

= PBS (saline) Day 0
= Unmodified T cells (T)
» Unmodified iINKT cells (iNKT)

= ALA-101 (CAR19-INKT cells)

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

Dorsal

Ventral
3 Days
after
freatment Dorsal
= |n all other treatments, there was

strong tumour cell persistence

= ALA-101 displays swift action

ASX:ALA

Rotolo et al., Cancer Cell (2018)
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ALA-101: next generation cell therapy C{

ALA-101 significantly increased survival in mice versus freatment with CAR19-T cells

= Tumour cells expressing CD19 and CD1d

were intravenously delivered into mice 10 N %
=  Mice were tre.ated with: g 301 i il ox P <001
= PBS (saline) = —_
= Unmodified T cells (T) g 60 A ¥ v
=  Unmodified iNKT cells (iNKT) S
7! A
3 — 40
= ALA-101 (CAR19-iNKT cells) o i A
2 20
= After 90 days, only mice treated with O L]
CAR19-T cells or ALA-101 remained alive 0 . . -— .
= 1.5x more mice treated with ALA-101 days 0 10 20 30 40 50 60 70 80 90
remained alive after 90 days relative to .
== PBS (saline) (n=12)
= ALA-101 has the potential to be an effective, == INKT cell (n=7)

CAR19-T cell (n=19)

off-the-shelf cell therapy for the treatment of — ALA-101 (n=19)

CD19-expressing cancers

ASX:ALA

Rotolo et al., Cancer Cell (2018)
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ALA-101: spontaneous secondary remission C{

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

mouse 2
= Four mice treated with ALA-101 R 25 \entrgl
had the cancer return to the brain ; . =%
; T .
= In all four mice, the cancer was | 4 ®
eliminated a second time with no : | %5 Dorsal
additional dosing ' i
. . . 10 117 24 31 38 45 52 17 2 31 38 45 52 59
= This provides evidence that days days
CAR19-iNKT cells can survive mouse 3 s
and continue to protect against f
cancer cells in vivo Al .
_ ' ** Ventral
= Potential to use ALA-101 to treat 3. ' 3.0
central nervous system . ¢ 2.0
lymphoma or brain metastases _ -
2ot Dorsal
10 17 24 31 38 45 52 17 24 1 38 45 52
days days Rotolo et al., Cancer Cell (2018)

ASX:ALA
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Progress towards first-in-human clinical trials
ALA-101 data confirms activity and off-the-shelf capability

Potent antitumour

Expected to Multiple dose
activity be safe manufacturing
Demonstrated efficacy of iINKT cells have been shown ALA has demonstrated that its
ALA-101 against CD19+ in clinical trials not to cause manufacturing process can
lymphomas and leukemias. graft versus host disease produce a high number of
Proof-of-concept data with (GvHD) and the CD19
clinical-designed lentiviral

CAR+ cells with potent cell
targeting CAR (FMCG3) is a

killing properties and has
vector in animal models validated targeting agent in completed production of
using thawed, “off-the-shelf’ approved cell therapies.
ALA-101.

GMP-grade lentivirus for
CD19 CAR expression.

ASX:ALA
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INKT cells to target solid.
tumours

Arovella is implementing IS

stfrateqgy to target and kill
solid tumours — 90% of
newly diagnosed cancer i
cases!

1. https://www.cancer.gov/types/common-cancers



Arovelld’s strategies to combat solid tumours
Arovella is using three approaches to expand the INKT cell platform into solid tumours

@) , @

License novel Armour Create unique
cancer targets INKT cells partnerships

ldentify and license Enhance the Create partnerships
new targets that are performance of INKT to use novel
expressed in mulfiple cells by equipping combination
cancers to INKT cells with novel therapies with
Incorporate into armouring synergistic effects
Arovella’s INKT cell technologies

therapy platform



Solid tumours pose challenges to cell therapies C{

>

Solid tumours are more Mden

....:i
e \\‘

i

difficult
fo treat
with cell
therapies

@-/ Access to tumour

Solid tumour Blood cancer

@_/ Antigen specificity iNKT cells:
and uniformity @ Home to tissues and infiltrate tumours
N
o Tumour microenvironment © Modify the TME to block or kill cells that promote tumour growth
'@' contains cells that support "' and recruit helpful immune cells

cancer cell growth
TAM = Tumour Associated Macrophage; MDSC = Myeloid Derived Suppressor Cell; CAR = Chimeric Antigen Receptor 27



Add additional CARs for novel targets C{

Arovella’s manufacturing process can be leveraged for multiple cancer types
MANUFACTURING

\ 4

2 Isolate iNKT cells ‘\K vy Expand to grow billions —
() ‘\\ e d of CAR-iNKT cells =
.
y Xy 1@y ® \
o T See
oy ‘ @ ¥
Collect Healthy h ) Engineer iNKT cells ® ._.:3\ Vial and freeze
Donor Blood to produce a CAR @ E CAR-INKT cells

CARs targeting novel antigens specific
for solid tumours

B <= New lentiviral vector

J generated for
each new CAR

can be incorporated
into iNKT cells

using the same manufacturing process

ASX:ALA
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Infroducing Claudin 18.2 (CLDN18.2)

A promising solid tumour target

CLDN18.2 overexpression has been

identified in several
types of cancers

gastric cancer (GC) gastroesophageal junction cancer (GEJC)

pancreatic cancer (PC)

esophageal cancer (EC)

ovarian adenocarcinoma (OAC) lung cancers (LC)

( j Validated target

= with first monoclonal antibody
20— &) expected to be approved in
2024

Gastric cancer

market alone expected to reach

$10.7 billion by 2031

1. https://www.alliedmarketresearch.com/gastric-cancer-market-
A74458#:~:text=The%Z20global%Z20gastric%20cancer%20market, cells%20lining%200f%20the
%20stomach

29



CLDN18.2is a validated target

CLDN18.2 is hidden in healthy tissues and exposed on tumour cells

CLDN18.2 is not present in
most healthy tissues but is
found in gastric mucosal
membrane epithelial cells
(lining of Gl tract)

ASX:ALA

In normal tissue CLDN18.2
is sequestered in tight
junctions and hidden
between cells so is not
accessible

Changes in cancer cells lead
to exposure of CLDN18.2
and CLDN18.2 is expressed
on primary cancers and

metastases
Healthy tissue D. Tumour
No access to CLDN18.2-INKT - Exposure of CLDN18.2
o). % allows binding and
N @ activation of
¢ {

jx CLDN18.2-iNKT cells
# to kill tumour cell
0-0-0-0 FOI@ O -
e N { ad
CLDN18.2 hidden ““H CLDN18.2 exposed
between healthy cells on tumour cells




Targeting fumours of high unmet need
CLDN18.2 is found in a high proportion of gastric and pancreatic cancers

>1,000k Per

annum

Gastric cases globally’

Cancer

‘ 496k per annum

globally?
cases

Pancreatic
Cancer

770k

deaths

466k

deaths

55 0 Regional 4th ¢
~ and distant cElliEe ©

alnnburlrll 1 6 33 / 5-year _ cancer d1eath

globally SUI'VIV8|2 highest annually
Regional No

per annum 3 150/ and distant effective IFa(t)(E,-sta o

globally? 0 5 ear standard diagnosSiJS
survival of care

1. Morgan et al 2022 eClinicalMedicine - 10.1016/j.eclinm.2022.101404; 2. https://www.cancer.org/cancer/types/stomach-cancer/detection-diagnosis-staging/survival-rates.html; 3. Sung et al 2021
ASX:ALA - 10.3322/caac.21660; 4. https.//www.cancer.org/cancer/types/pancreatic-cancer/detection-diagnosis-staging/survival-rates.html
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A Claudin 18.2 mAb is effective in gastric cancer C{
The mADb, zolbetuximalb, is expected to be approved in Q1 2024

2024

> (D (A FDA granted ~ Astellas acquired
Priority Review ~ zolbetuximab
. o . : :  through the acquisition
zIOIOI.gIC:. LlceBanAe . of Guanymed inl;IO‘II(;
:  for an upfront payment of
Zolbetuximab pplication ( ) .2'4 months L €422 nliillion ang[milestones
. Priority Review Increqgase of €860 million and
completed ~ only granted for major ~in overall survival ~ expects
phase 3 . advances in therapy
’([)hr where no adequate . relative to standard of care . peda k sales of
and is expectin . therapy exists . in phase 3 study for gastric
apprlovz—)a(lpin 2IO%4 and gastroesopyhagegl US $065'$1 3

junction cancers* billion

WV “Increase in progression free survival from 8.67 months to 10.61 months and overall survival from 15.54 to 18.23 months for zolbetuximab plus chemotherapy vs chemotherapy alone 32




Leverage the mAb to create CLDN18.2-CAR-INKT cells

Cell therapies generally expected to have better efficacy than mAbs

‘IIIIII.’

M EITEEELL

EEEER®

Make Chimeric [ Create CAR-INKT
Antigen Receptor ; cells targeting
SPX-101 (CAR) CLDN18.2

» The CLDN18.2-binding domain of SPX-101 will be used to create a CAR and incorporated into the
INKT cell platform

= This will be the first off-the-shelf CAR-INKT cell product targeting CLDN18.2
= An autologous CLDN18.2 CAR-T product is in Phase 1 and has demonstrated promising data

ASX:ALA
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Manufacturing CLDN18.2-iNKT cells

Generation of CLDN18.2-INKT cells will leverage existing manufacturing process
MANUFACTURING

O Isolate iNKT cells \"\\ Expand to grow billions =
@ "\ of CAR-INKT cells E
y Yove . i "-

° 4 @ . Engineer iNKT cells
Collect Healthy X

to produce a
Donor Blood CLDN18.2 CAR

Vial and freeze
CAR-INKT cells

Arovella will use its
proprietary
manufacturing process
to create CLDN18.2-INKT cells

ASX:ALA
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“Armouring” CAR-INKT cells

IL-12-TM (cytokine technology) enhances CAR-INKT cell activity in solid tumours

IL-12-TM

IL-12-TM

IL-12-TM is a modified
version of IL-12

with a membrane anchor that links it to the
surface of CAR-INKT cells. By linking it to
the surface of INKT cells, it can enhance
CAR-INKT cells without being released
into the blood stream making it safer.

The IL-12-TM is incorporated into the
lentiviral vector and system and

does not require changes to the
manufacturing process

STRATEGY 2

INKT cells == IL-12-TM

Expand more
and survive
for longer

than CAR-INKT
cells lacking the
cytokine

10x more
circulating
CAR-iNKT cells

4 weeks after
treatment in a
mouse model

Superior
anti-tumour
activity
compared to

CAR-INKT cells
lacking the cytokine

The technology has been published in the

prestigious, peer reviewed journal Nature
Communications

nature > nature communications » articles » article

Article | Open access | Published: 02 January 2024

IL-12 reprograms CAR-expressing natural killer T cells
to long-lived Thl-polarized cells with potent antitumor

activity
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Key benefits of IL-12-TM for CAR-iNKT cells C{

IL-12-TM enhances antitumor activity of CAR-INKT cells

=  Tumour cells expressing GD2 and were
intravenously delivered into mice before CHLA'265_5 FF NKE
treatment with CAR-INKT cells X0 gl Sx101v.
ﬁ Bleeding

0
= Mice were treated with: ) /)

= PBS (saline) day -7 0 27
= CDZ-CAR=IL-12 ‘ e ggg'gﬁ? (nlﬁz( 4)
i ) ) ) | -— = + |L- n=
GD2-CAR + IL-12-TM 73 == GD2-CAR + IL12-TM (n=4)
= After 60 days, only mice treated with

GD2-CAR + IL12 or IL-12-TM remained
alive

= |L-12-TM enhances CAR-INKT cell
numbers and antitumour activity

~
P

50

25

Overall survival

0 10 20 30 40 50 60 70
Days

Landoni et al., Nature Communications (2024)

ASX:ALA
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Key benefits of IL-12-TM for CAR-iNKT cells C{

IL-12-TM increases CAR-INKT cell numbers and does not get released into the bloodstream

Increased CAR-iNKT cell numbers IL-12-TM is not released from CAR-iNKT cells

06% | % ./ T 9,000] _*__**

i ‘ ooa fs T 2000, *k 8 ry

jﬁ .@. B ! sk 5 7,500

| O A -
, ) = 1,500 ~ 6,000 GD2-CAR
= 35.4%'3‘ etV o . & GD2-CAR + IL-12
AP 2 1000 AT = 4t GD2-CAR + IL-12-TM
% ﬁ .2 " € 3,000 a A
< X O A v =

— ) S 500 : S

4.6% ;‘ R Y 1,500

¢ 6 S

hCD45 ”

Time point = 4 weeks

Landoni et al., Nature Communications (2024) .




Key benefits of IL-12-TM for CAR-iNKT cells
We expect IL-12-TM to enhance Arovella’s CAR-INKT cell platform

Increases CAR-iNKT IL-12-TM is not Enhances
cell numbers released from CAR- CAR-iNKT celi
INKT cells antitumour activity
IL-12-TM prolongs IL-12-TM is not IL-12-TM enhances
persistence of CAR-INKT released from CAR- CAR-INKT antitumor
cells. Cells continue to INKT cells and is activity against solid
proliferate and increase in expected to be safer tumour cancers like
number. than secreted IL-12. neuroblastoma

Integrates with
existing manufacturing
process

IL-12-TM incorporated
into lentiviral vector and
does not require
changes to
manufacturing process

ASX:ALA
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Arovella’s expanding pipeline d

PRODUCT INDICATION DISCOVERY PRECLINICAL m
g chA

ALA-101 § \ CDI19 Expressing  KeDARAST{eI=N[aleJ ¥ salolslelagle
(CAR19-iNKT) cancers
CLDN18.2
ALA-105 ~ " ; : :
. positive solid Gastric & Pancreatic Cancers
(CLDN18.2-iNKT) @ e

IL-12-TM Solid Tumours Solid Tumours

ASX:ALA
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Financial overview

Financial Snapshot ALA Price and Volume - 12 Months'
ASX CODE ALA - $0.20
Market capitalisation’ $160.7 million 40,000,000 - - $0.18
Shares on issue 918.04 million - $0.16
52-week low / high' $0.029 / $0.185 30.000.000 - - $0.14
Cash Balance (Dec 31 2023) $4.76 million - $0.12
- $0.10
. 20,000,000 -
Major Shareholders . $0.08
Shareholder Ownership (%) 1 - $0.06
THE TRUST COMPANY (AUSTRALIA) LIMITED 55,316,926 (6.03%) 10,000,000 - - $0.04
RICHARD JOHN MANN 50,905,657 (5.55%) . $0.02
UBS NOMINEES PTY LTD 20,620,196 (2.25%) 0 - L $0.00
BLACKBURNE CAPITAL PTY LTD 17,637,456 (1.92%) R R R R R | R R R R R L o
Qq/\‘1/ QQ}‘L Qb{l/ Q‘o\q’ Q(.o\‘lz Q,\\‘1/ Q(b\‘l/ QQ)\‘l/ '\Q\‘l/ \,\\‘1/ ,\q}q’ Q,\\‘1/
DYLIDE PTY LTD 15,666,666 (1.71%) %u\ %“‘\ qyk f»“\ ,,y\ %& %u\ Qy\ %“\ ,,y\ %& %“\

1. Asof 23 February 2024

ASX:ALA




Upcoming milestones for 2024

January

202

ALA-101
(CD19)

ALA-105
(CLDN18.2)

iNKT Cell
Therapy
Platform

=y

ASX:ALA

July December

= Complete cGMP manufacture for Phase 1 clinical trials Rt Commence Phase 1 for ALA-101 targeting CD19+ ==

= Complete preparatory activities for Phase 1 study, lymphoma and leukemia
including preparation of regulatory dossier, engagement
with clinical sites and KOLs

= Initiate proof-of-concept testing for CLDN18.2-iINKT cells = Generate animal data for CLDN18.2 targeting CAR-iINKT
to expand iNKT platform for treatment of solid tumours cells against gastric cancer and/or pancreatic cancer
n Opt|m|se the CAR construct for robust efﬂcacy u Commence activities to manufacture ALA-105 for clinic

(e.g. lentiviral vector)

» Integrate IL-12-TM into solid tumour programs and test its efficacy in anti-tumour models
» Enter into a Sponsored Research Agreement (SRA) with Professor Gianpietro Dotti’s research group

Expectto advance ALA-101 to Phase 1
first-in-human clinical trial during 2024

Dose escalation Phase 1 study in patients with CD19+ blood
cancers

cGMP — Current Good Manufacturing Practice; KOLs — key opinion leaders
41



Summary

Novel allogeneic
CAR-iNKT cell platform

iNKT cells serve as an excellent platform
to develop allogeneic, or “off-the-shelf”,
cell therapies to treat cancer

Improved
manufacturing

logistics

Allogeneic CAR-INKT cells
will significantly improve
logistics and increase patient
access

CAR-iNKT cells have multiple

anticancer properties
CAR-iNKT cells have multiple anti-cancer
properties that may support enhanced
efficacy over other immune cell types

ASX:ALA

Arovella’s
CAR-iNKT Cell
Platform

Lead product progressing

to clinical trials

ALA-101, a potential treatment for
CD19-expressing blood cancers, is
being progressed to Phase 1 clinical
trials, expected to commence in 2024

Arovella has an
expanding
pipeline

Arovella continues to
expand the iNKT cell

platform to potentially treat
solid tumours

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
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Thank You
Dr. Michael Baker

CEO & Managing Director

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