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APPENDIX 4E
Preliminary Final Report to the Australian Stock Exchange

Name of Entity Paradigm Biopharmaceuticals Limited
ABN (ABN 94 169 346 963)
Year Ended 30 June 2023

Previous Corresponding Reporting

Period

01 July 2021 to 30 June 2022

1. Results for Announcement to the Market

$ $and %
increase/(decrease)
over previous
corresponding period
Revenue from continuing activities 8,580,939 687,374 8.71%

(Loss) from continuing activities after tax attributable

to members

(51,910,013) 12,660,429 32.26%

Net (loss) for the period attributable to members

(51,910,013) | 12,660,429 32.26%

Dividends (distributions) Amount per security Franked amount per security
Final Dividend N/A N/A
Interim Dividend N/A N/A

Record date for determining entitlements to the
dividends (if any)

N/A

Brief explanation of any of the figures reported above necessary to enable the figures to be

understood: N/A

2. Key ratios

Current Period

Previous corresponding
period

Basic earnings per ordinary security (cents

per share)

(20.78) cents

(16.87) cents

Diluted earnings per ordinary security (cents

per share)

(20.78) cents

(16.87) cents

Net tangible asset backing per ordinary

security (cents per share)

18.00 cents

16.92 cents
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3. Control Gained Over Entities Having Material Effect

Name of entity (or group of entities) N/A
Date control gained N/A
Profit / (loss) from ordinary activities after tax of the

controlled entity since the date in the current period on N/A
which control was acquired.

Profit / (loss) from ordinary activities after tax of the

controlled entity (or group of entities) for the whole of N/A
the previous corresponding period.

4. Audit/Review Status

(Tick one)

This report is based on accounts to which one of the following applies:

The accounts have been audited

v

The accounts are in the process of being

audited

qualification: N/A

If the accounts are subject to audit dispute or qualification, a description of the dispute or

5. Attachments Forming Part of Appendix 4E

The Annual Report of Paradigm Biopharmaceuticals Limited for the year ended 30 June 2023 is

attached.

6. Signed

Signed in accordance with a resolution of the Directors.

it K

Signed

Date: 25 August 2023
Paul Rennie

Managing Director







Paradigm Biopharmaceuticals Ltd. is a late-stage clinical development
company. We are driven by a purpose to improve patients’ health and
quality of life by discovering, developing, and delivering pharmaceutical
therapies. Paradigm has a vision to be recognised as a global leader in the
development and commercialisation of innovative pharmaceutical therapies.
== Paradigm’s values of innovation, transparency, adaptability, collaboration,
respect, and accountability comprise the central pillars of the organisation
and influence all activities and decisions.
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Highlights
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People treated with Paradigm’s Clinical trial sites recruiting R&D tax rebate
iPPS globally since 2015 for the phase 3 OA program
in 7 countries worldwide

Global Clinical
Trials

OA Program
@ Site Locations

* Australia

e Belgium

e Canada

¢ Czechia MPS Program

e Poland @ Site Locations
¢ United Kingdom ¢ Australia
¢ United States ¢ Brazil
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Key nghllghts Paradigm has continued to progress the development of PPS in the two focal clinical
programs of osteoarthritis (OA) and the ultra-rare disease mucopolysaccharidosis (MPS).
from FY2023 Below are several key successes from financial year 2023.

> Oct 22 > Dec 22, Jun 23 > Jun 23

The double-blind, randomised, The double-blind, randomised, Primary and secondary endpoints

placebo-controlled phase 2 placebo-controlled phase 3 met in open-label phase 2 MPS
PARA_OA_008 clinical trial achieved PARA_OA_002 clinical trial | clinical trial run in Adelaide,

its primary endpoint demonstrating underwent two successful Australia. iPPS was well tolerated
changes in the synovial fluid molecular formal safety reviews by the data out to 73 weeks and patients
biomarkers from baseline in people monitoring committee (DMC) with reported meaningful improvements
with knee OA treated with iPPS recommendations to proceed in pain, function, and activities of
compared to placebo. without modification. daily living.
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Chairman and Managing Director’s Report

Paradigm continues to forge ahead and meet its
milestones on the road to registering injectable pentosan
polysulfate sodium (IPPS) as a treatment to alleviate pain
and improve joint function in both knee osteoarthritis and
the ultra-rare diseases of mucopolysaccharidosis types

| and VI. As Chair and Managing Director, I'm delighted
to share with you these clinical and operational updates

as we move towards our goal of filing a New Drug

Paul Rennie

Dear Shareholders,

| am pleased to report on the
progress made by Paradigm
Biopharmaceuticals Limited and its
controlled entities (Paradigm) during
the fiscal year 2023.

use only

C Paradigm Biopharmaceuticals is an
Australian-based, global late-stage
drug development company driven by
U) a purpose to improve patients’ health and
| - quality of life by discovering, developing,
G) and delivering pharmaceutical therapies.
Paradigm’s current focus is developing
Q pentosan polysulfate sodium (iPPS or
brand name Zilosul®) for the treatment
of diseases where inflammation plays
a major pathogenic role, indicating a
need for the anti-inflammatory and
tissue regenerative properties of iPPS.

The immediate commercial focus is

for the treatment of pain and joint
dysfunction associated with osteoarthritis
(OA) and pain and arthropathy in
patients with the rare genetic disorder
mucopolysaccharidosis types | and

VI (MPS).

OA Clinical Program
Highlights

| am pleased to report that the Company
has achieved significant progress in

the last 12 months in both OA and MPS
clinical assets. Paradigm has continued
to achieve important milestones as

we progress through the phase 3 OA
clinical program. In December 2022,
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the independent data monitoring
committee (DMC) conducted the

first formal safety review for the
PARA_OA_002 phase 3 clinical trial,
with a second formal safety review
conducted in June 2023. The DMC is
responsible for assessing safety risk,
benefit, and feasibility during the conduct
of Paradigm’s PARA_OA_002 study,
as well as ensuring the validity and
scientific merit of the trial. The DMC
recommended that the clinical trial
proceed without modification.

The Paradigm team worked tirelessly
throughout the 12-month period to
achieve our goal of activating 120 clinical
trial sites to ensure rapid recruitment of
the PARA_OA_002 study. The global
phase 3 clinical trial is now operating in
seven countries following regulatory and
ethics approvals from the key regulatory
agencies in Europe, the United Kingdom
(UK), and Canada during FY2023.
Paradigm’s clinical sites screened
participants in Australia, the US and
Canada in North America, and the UK,
Belgium, Poland, and Czechia in the EU.

The significant progress and milestones
achieved in the phase 3 clinical
program during fiscal year 2023 have
culminated in the identification of all
participants needed for stage 1 of the
PARA_OA_002 clinical trial. Stage 1,
enrolling a total of 468 participants,
aims to determine the optimal dose of
iPPS compared to placebo. This dose
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Application (NDA) for iPPS to treat osteoarthritis.

information will then be used to progress
through to stage 2 of PARA_OA_002
and for the subsequent confirmatory
PARA_OA_003 clinical trial.

In addition to the phase 3 OA program
focusing on the treatment indications of
pain and joint dysfunction, we continued
to explore the potential disease
modifying properties of iPPS with the
PARA_OA_008 study and in a canine
model of naturally occurring OA.

The exploratory phase 2 PARA_OA_008
study achieved two positive top-line data
readouts at Day 56 and Day 168 during
the fiscal year. The primary endpoint—

a change in one or more synovial fluid
biomarkers associated with OA disease
progression—was achieved at Day

56. Pleasingly, significant changes

from baseline in Western Ontario and
McMaster Universities Osteoarthritis
Index (WOMAQC) pain, function, and
stiffness values were also observed at
Day 56 following twice-weekly iPPS
treatment compared to placebo, despite
the small patient groups. Furthermore,
this study also produced strong signals
of disease modifying potential at Day
168, showing structural improvement

as measured by continued positive
changes in synovial fluid, serum, and
urine biomarkers and positive structural
changes to the cartilage, subchondral
bone marrow lesions and osteophytes
following iPPS treatment versus placebo.
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Capital raise

Capital raise in August 2022 comprising
$45.7 million AUD institutional placement
and a fully underwritten $20.3 million AUD
entitlement offer.

T4

New hires

In FY2023, Paradigm expanded the
employee base with new hires in
operational, clinical, commercial, and
administrative positions in Australia
and the US. Paradigm has balanced
gender representation including in
senior leadership positions, from the
Board to the Executive Leadership
Team to employees.

100+

Patents

As of January 2023, Paradigm owns
over 100 granted or pending patent

applications related to novel uses for PPS.

OA Preclinical Program
Highlights and OA Program
Next Steps

In conjunction with the PARA_OA_008
clinical trial, Paradigm also conducted

a study in a canine model of naturally
occurring OA to further explore the
potential disease modifying properties

of iPPS and to provide long-term
durability data at 26 weeks in dogs,
which is equivalent to a three-year period
in humans. Data reported from the
canine study at 26 weeks demonstrated
positive trends with meaningful effect
size on subjective measurements of pain,
objective functional clinical outcomes,
and objective measurements of cartilage
volume and molecular biomarkers,
following iPPS administration.

The clinical, MRI, and molecular
biomarker data produced from the
phase 2 PARA_OA_008 clinical trial
along with the data from the canine
OA model will be presented to the US
and EU regulatory authorities (FDA and
EMA). The aim is to reach agreement
on the regulatory pathway for a
DMOAD label extension, which would
add further commercial value to
Paradigm’s OA asset.

Paradigm Biopharmaceuticals Limited

MPS Clinical Program
Highlights

The development of iPPS for MPS
(where Paradigm has achieved
designated orphan status for MPS |

and MPS VI) continues, with two major
phase 2 milestones achieved in FY23.

In April 2023, we announced that
Paradigm’s MPS VI phase 2 trial based
in Brazil had completed enrolment of
13 participants. This placebo-controlled,
double-blind, and randomised 24-week
study compares iPPS to placebo,
where the primary objective is to
evaluate the safety and tolerability of
iPPS. Secondary endpoints include
iPPS effects on pain, function, and
glycosaminoglycan (GAG) levels at 6, 12,
and 24 weeks. Recruiting 13 participants
in this ultra-rare disease is a fantastic
achievement for the Company, and we
look forward to reporting top-line data
later this calendar year.

In June 2023, the Company announced
that the phase 2 open-label, single
centre pilot study to evaluate iPPS
treatment in subjects with MPS | met
its primary and secondary endpoints.
iPPS was well tolerated out to 73 weeks
and subjects reported meaningful
improvements in pain, function, and
activities of daily living and an overall
improvement in quality of life. GAG levels
were also reduced with iPPS treatment.

Annual Report 2023 03
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Chairman and Managing Director’s Report continued

| am sure most investors understand
that drug development is a complex
process, and it takes the dedication and
persistence of highly experienced staff
to bring a new drug to market. | am
pleased to advise shareholders that
there is a very professional and productive
clinical, safety, and regulatory affairs team
in place at Paradigm, and they remain
very focused on preparing the necessary
data to present to the US Food and
Drug Administration and other
regulatory agencies.

Board Initiatives

Following a vote against the Employee
Share Plan (ESP) at the 2022 Paradigm
AGM, the Board has worked diligently
and sought feedback from key
stakeholders to produce a new long-
term incentive (LTI) plan designed to
drive shareholder value and encourage
participant behaviour towards
achieving business success.

The Plan involves employees being
granted ‘Performance Rights’ each year.
Each Performance Right converts to

one ordinary share if performance-based
vesting conditions are met at the end of
a three-year vesting period.

There are three performance hurdles
which must be achieved before any
performance-based rights can vest.

(i) There must be a minimum shareholder
return as measured by the compound
annual growth rate (CAGR) of the share
price, (i) business goals must be met,
and (jii) individual performance as
measured by key performance indicators
(KPIs) must also be met.

We look forward to presenting the
updated LTI plan to all shareholders in
the near term. An LTI plan is an important
tool for management to ensure Paradigm
can continue to attract and retain the best
talent necessary to drive the achievement
of Company milestones and increase
value for all stakeholders.

04 Paradigm Biopharmaceuticals Limited

| thank Paradigm’s independent Directors for the faith and trust
they have again bestowed upon me to lead this Company as we
navigate the complexities of an extensive clinical program on
the way to registering PPS for multiple indications.

Key Operational Aspects

Much of the FY23 expenditure was
focused on clinical development for
the lead programs. Paradigm’s cash
position was bolstered by a $66 million
capital raise in August 2022. This
comprised a $45.7 million institutional
placement supported by existing

and new domestic and international
institutional investors, and a fully
underwritten 1 for 15 pro-rata non
renounceable entitlement offer of A$20.3
million at $1.30 per share.

Throughout FY23, Paradigm welcomed
seven new hires into the organisation

to grow Paradigm'’s global footprint,
resulting in equal numbers of staff in
Australia and the US. Marco Polizzi

was appointed as Paradigm CEO in
July 2022, and in November 2022,
Marco’s employment with Paradigm
ceased. The terms of the separation
deed are confidential. | thank Paradigm’s
independent Directors for the faith and
trust they have again bestowed upon
me to lead this Company as we navigate
the complexities of an extensive clinical
program on the way to registering PPS
for multiple indications. Abby Macnish
Niven joined Paradigm as interim CFO
and Company Secretary, following the
departure of CFO Justin Cahill in March
2023 and after the tragic passing of
inaugural Paradigm Company Secretary
Kevin Hollingsworth. Kevin was always
a passionate contributor to Paradigm,

a great friend and colleague.

Annual Report 2023

The View Ahead

In July 2022, Paradigm engaged

Plexus Ventures (USA) to assist with

our global partnering activities. Plexus
has more than 30 years’ experience in
structuring and executing transactions
and agreements among pharmaceutical
and consumer healthcare companies
worldwide. The experts from Plexus
who are working with Paradigm have
direct experience and wide networks
within the global pharmaceutical

sector. Plexus facilitates Paradigm’s
discussions with potential partners and
advises on deal strategy, timing, value
and the strategic fit and capabilities of
potential partners for Paradigm’s assets.
Throughout FY23, Paradigm together
with Plexus have attended multiple
global conferences including JP Morgan
Healthcare Conference, BIO International
and BIO-Europe, and held numerous
one-on-one meetings with potential
global and regional licensing partners
to introduce Paradigm and its late-stage
assets and pursue discussions with
interested parties.

I would like to thank our shareholders
for their continued support of Paradigm
along our journey to a New Drug
Application (NDA). We are extremely
grateful for your investment, passion
and commitment, which helps drive
us to achieve our best. | would also
like to thank the staff at Paradigm for
their dedication, contributions, and
achievements in FY23. | look forward
to reporting further significant
milestones in FY24.

On behalf of the Directors,

ot K

Paul Rennie
Chairman and Managing Director

Melbourne, Victoria
25 August 2023
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Chief Medical Officer’'s Report

Donna Skerrett

Dear Shareholders,

only

As Paradigm’s Chief Medical Officer,
q) I’'m pleased to report upon the
Company’s clinical and scientific

U) progress.

3 Paradigm’s goal is to develop the full
potential of underutilised molecules to
address many of the unmet medical

CG needs facing millions worldwide
suffering from diseases characterised
by inflammation. The Company’s current
primary focus is the clinical development

U) of an injectable version of the semi-

d synthetic molecule pentosan polysulfate
sodium, also known as PPS or iPPS.
This molecule has been in use in oral
form to treat bladder inflammation in
humans for over 25 years.

by Based on more recent scientific research,

O we quickly understood that PPS had
the excellent potential to reduce pain
and improve function in diseases with
strong inflammatory components such
as osteoarthritis. This hypothesis was
reinforced with early preclinical
research results that have translated
into highly exciting clinical trial results
and real-world evidence from our
managed access programs.

Although the road to drug registration is
long and complex, we are delighted with
our continued progress in our R&D and
clinical programs, as emphasised by the
FDA Fast Track Designation granted a
little over a year ago, and our continuing
clinical milestone achievements.

06 Paradigm Biopharmaceuticals Limited

This year has seen impressive advances

in the Company'’s two major clinical and
scientific programs of osteoarthritis and
mucopolysaccharidosis. With these and future
upcoming milestones, Paradigm is on track
to develop iPPS into a registered product.

Navigating Drug Development

Our team of highly skilled clinical,
research, medical, regulatory, logistics,
and business experts understand that
to successfully achieve approval, all
facets of a new drug must be beyond
reproach. Most importantly, these
include clinical effect and safety, which
are key metrics used at all stages of a
drug development process.

Drug development starts with laboratory
and preclinical studies, which can then
move into early testing in small groups
of volunteers (20-80), known as phase 1
clinical trials. Phase 1 trials are focused
on safety with continued checks for side
effects (adverse events). Phase 1 studies
may also evaluate the kinetics of a drug,
i.e., understanding how much drug is

in an individual and how long the drug
stays in the circulation so a half-life can
be calculated.

Phase 2 clinical trials investigate efficacy
and continue to monitor safety in larger
studies, comparing response and
tolerance in the drug-treated group with
control subjects. When meaningful signs
of efficacy and tolerance are established
in phase 2, the program progresses to
phase 3 trials, which are powered to
demonstrate statistically significant and
clinically meaningful treatment effects

in treated compared to control subjects
and often include hundreds of patients.

Phase 3 trials compare the new
investigational drug to an existing
medication or the current standard of
care if no comparable therapy exists.
As with all studies, phase 3 continues
to monitor for any adverse effects.

Annual Report 2023

In addition to the safety and efficacy
studies, further laboratory or preclinical
studies may deepen understanding of
the molecular mechanisms of action.

Furthermore, the sponsoring company
must ensure that the investigative drug
can be manufactured consistently,
and quality controlled to all necessary
specifications, which means meeting
all manufacturing, labelling, transport,
and logistical planning requirements
necessary to scale up production and
deliver consistent drug for human use.

Our team is ensuring that at every
stage, we meet and pass all regulatory
requirements on this drug development
journey, to provide a well planned and
executed registration program for
commercialising iPPS for osteoarthritis
and MPS.

Clinical Trials — the
Cornerstone of our iPPS
Development Program

As highlighted by Managing Director
Paul Rennie, the last financial year
has seen enormous progress in our
pivotal phase 3 clinical trial for knee
osteoarthritis. This global two-stage,
adaptive, double-blinded, placebo-
controlled clinical trial is active in
seven countries, with over 120 clinical
trial sites activated to date. Remotely
managing the recruitment process
for such a complex trial during the tail
end of a global pandemic has been a
massive logistical challenge, one that
the Company has met with unflagging
determination and dedication. We are
delighted to report that the PARA_
OA_002 clinical trial has now identified
all patients to be randomised for the
first stage.
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Multiple different initiatives contributed
to this success. The clinical team
benefited from the Company’s
partnership with NFL Alumni Health,
resulting in an invitation for our Head

of Clinical Osteoarthritis, Dr Mukesh
Ahuja, to present at a health symposium
during the NFL Draft in Kansas City.
Furthermore, Paul Rennie, Dr Ahuja

and | were invited to present to several
different NFL Alumni chapter presidents,
with a resulting positive increase in
clinical trial interest.

The Company also engaged the services
of two well-respected and effective
clinical trial recruitment enterprises,
1nHealth, and SubjectWell, which both
use targeted patient-centric technology-
enabled approaches to better identify
potential participants. In Australia, a
targeted radio ad campaign across
several states, as well as a focused
letterbox drop near clinical trial sites
were tested to increase recruitment.

Our core internal team works seamlessly
and closely with our clinical, safety, and
statistical contract research organisation
(CRO) partner vendors to manage all
aspects of patient care, monitoring,

and data management.

PARA_OA_002 stage 1 will provide
information for selection of the lowest
and best tolerated dose for proceeding
to stage 2 to complete this phase 3
study, and to initiate the confirmatory
phase 3 study. Following dose selection,
the above-noted initiatives will support
the ongoing recruitment for the
subsequent second stage of this pivotal
clinical trial, which when complete,

will have seen over 900 volunteers
randomised for the study.

Our team is ensuring that at
every stage, we meet and pass
all regulatory requirements on
this drug development journey,
to provide a well planned and
executed registration program
for commercialising iPPS for
osteoarthritis and MPS.

Countries

Number of countries with study
trial sites for both OA and
MPS clinical programs

468

Patientg

Number of volunteers iﬁ'the
first/stage of the double-blind,
plagcebo-controlled,fandomised
phase 3 PARA_OA /002 study

Paradigm Biopharmaceuticals Limited
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Chief Medical Officer’s Report continued

Harnessing the Potential Value
for DMOAD in OA

Right now, there are no OA treatments
available classed as DMOADs—or
disease-modifying OA drugs—for
people suffering the debilitating effects
of progressive OA. Currently available
medications and therapies can help
manage OA symptoms; however, they
are unable to address the underlying
bone dysfunction, and cannot slow,
stop or reverse the degenerative bone
disease process. Furthermore, many OA
treatments require prolonged continual
administration and are often not tolerated
E for long periods of administration.

This year, we reported exciting results
from two different studies, one aimed
to examine the changes that occur
G) in the knee joint space (synovial fluid
or synovium) in a canine model that
treated family owned dogs with naturally
occurring osteoarthritis of the stifle
(knee equivalent) and elbow joints.
=== Although only exploratory (small numbers),
this study provided a glimpse into the
C potential longer-term effects of iPPS
treatment. This is because the six-month

®)
9p)
—
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period that was investigated in the dogs
is roughly equivalent to three years of
bone deterioration in humans with OA.

Not only were clinical and functional
measures showing encouraging effects
compared to placebo, but further
explorations into changes in the knee
joint following iPPS treatment with

the assessment of biomarkers, both
molecular and structural, provided some
evidence that iPPS may slow or halt OA
disease progression.

Furthermore, an additional study
provided convincing clinical evidence of
iPPS DMOAD potential. This exploratory
double-blinded, placebo-controlled,
randomised controlled phase 2 clinical
trial investigated iPPS in 61 people with

moderate to severe knee osteoarthritis
at 56 days (two weeks after completing
the six-week treatment course) and at
168 days (six-month timepoint). A number
of trial participants will also be assessed
for pain and function at the one-year
timepoint. This PARA_OA_008 trial met
the primary endpoint of changes in one or
more synovial biomarkers at Day 56 and
durable effects on pain and function were
observed, with rescue medication use
four times higher in the placebo group
compared to one of the iPPS groups.

These results provide encouraging data
supporting DMOAD effects for iPPS.
However, as no DMOAD has ever been
successfully registered, no established
registration pathways for such drugs
exist. Given trial results and the Fast

Not only were clinical and functional measures showing
encouraging effects compared to placebo, but further explorations
into changes in the knee joint following iPPS treatment with the
assessment of biomarkers, both molecular and structural, provided
some evidence that iPPS may slow or halt OA disease progression.

Annual Report 2023
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Track Designation, Paradigm intends
to initiate working discussions with the
FDA and EMA in order to develop and
reach agreement on a novel DMOAD
registration pathway.

Paradigm considers DMOAD labelling a
strategically valuable goal as independent
market research conducted in 2021
demonstrated that physicians would
consider Zilosul® much earlier in the
therapeutic algorithm if it had a disease
modifying indication. Subsequent analysis
of US payers found that an annual cost

of between $2,000 to $3,000 USD would
be acceptable for Zilosul® as a therapy
to reduce pain and improve function

in knee OA, whereas an additional
DMOAD label could be valued at $6,000
USD/year or higher.

A Brief MPS Update

Our MPS clinical program is a critical
pillar in the development of iPPS. Once
children born with the ultra-rare forms
of lysosomal storage disease known as
mucopolysaccharidosis or MPS have
been diagnosed, they will be reliant on
either bone marrow transplantation and/

or enzyme replacement therapy to keep
the worst of the disease effects at bay.
Despite these cutting-edge treatments,
people with MPS still experience residual
joint inflammation and pain, which can
severely impact their day-to-day lives.

The Company has progressed to phase
2 clinical trials in both MPS types | and VI.
The open-label phase 2 MPS | trial was
completed and is currently undergoing
analysis. The placebo-controlled, double-
blind, randomised phase 2 MPS VI study
completed participant enrolment and
passed several safety reviews,

enabling the inclusion of younger
subjects. As analysis continues, we

are planning further discussions with
regulators to establish regulatory
pathways for registration for iPPS for

the treatment of this rare disease.

An Exciting Stage of
Development

This year, we've seen our OA clinical trial
program progress in leaps and bounds
with the continued meeting of targets with
the global phase 3 trial and some highly
positive phase 2 and nonclinical study

Paradigm Biopharmaceuticals Limited

results indicating that DMOAD may well
be within reach. Moving from clinically
relevant pain relief and improvement in
function, to potentially slowing, halting, or
even reversing degenerative osteoarthritis
will ensure that Zilosul® is at the forefront
of decision-makers’ minds when
considering reimbursement potential.

| would like to personally thank Founder
and Managing Director Paul Rennie, and
the Board for their continued support
throughout the year, as well as the entire
dedicated Paradigm team, who have
worked tirelessly to achieve excellent
results this year, | can’t wait to see what
the next few years bring.

Donna Skt

Donna Skerrett
Chief Medical Officer

New York City, New York
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The Unmet Need in Osteoarthritis

In combination with an ageing population, the lack of
effective treatments for osteoarthritis is a global issue.
Here, we delve into the reasons why developing a novel
non-opioid treatment that can alleviate pain and improve

mobility in osteoarthritis is so important.

Musculoskeletal disorders—including
osteoarthritis—are responsible for more
= AUStralian health expenditure than
C any other group of conditions. This is
according to the Australian Institute
of Health and Welfare (AIHW) report
on the 2019-2020 Australian Burden
of Disease Study, which included
COVID-19. Musculoskeletal disorders
cost Australians a phenomenal $14.6
3 billion, compared to $12.7 billion for
cardiovascular diseases or $12.1 billion
- TOr cancer and other neoplasms'. Of the
musculoskeletal disorders, osteoarthritis
is one of the most common, affecting
one in five Australians over the age of
O 452, and rates only look to increase.

This need has only been strengthened

with the release of 2021 Census data,

confirming a link between ageing

and increasing rates of arthritis.

The Australian Bureau of Statistics

found that 50.4% of baby boomers—
L those aged 55-74 years—reported a

o
LL

long-term health condition, equating
to a tenth of the Australian population.
The condition was more than twice as
likely to be arthritis compared to the
whole Australian population. Arthritis
was also the most commonly reported
long-term condition for all Australians
living in New South Wales, South
Australia, and Tasmania3.

Osteoarthritis is a chronic joint disease
most often causing pain and stiffness

in knees, hips, and hands*. In particular,
knee osteoarthritis was estimated to
affect 913,539 working-age Australians
in 2019, where the economic impact
due to lost productivity amounted to
AU$424 billion in lost GDP®.

There is a scarcity of effective treatments
for osteoarthritis, and research has
found that four of five osteoarthritis
sufferers are dissatisfied with current
treatments®. Further compounding the
issue is the absence of any registered

drugs that can prevent, stop, or slow
osteoarthritis progression’. Although
worldwide research on disease-
modifying osteoarthritis drugs—or
DMOADs—is ongoing, progress has
been slow due to the complexity of
this disorder.

In November last year, new research
presented at the Radiological Society of
North America’s annual meeting is calling
into question the efficacy of common
osteoarthritis treatments such as anti-
inflammatories and steroid injections,
and even suggesting they could
potentially worsen the underlying disease
process®®. Although this research is not
yet published, such news is potentially
concerning to the millions of people
relying on these interventions worldwide.

Arthritis Australia—the peak non-profit
charitable organisation supporting all
types of arthritis sufferers—and the
AIHW have highlighted the paucity of

Paradigm’s OA program Apr Feb
milestones 100th SAS OA patient EAP First patient first dose
Aug | Feb
PARA_OA_005 100% Pre-IND meeting with US FDA
recruitment
May
Oct Apr 500th SAS OA patient
Feb Initiation of US EAP
PARA_OA_005
PARA_OA_001 with ex-NFL players Seconﬁarg Jul
First patient enrolled endpoints met Successful EAP results
(ACL study) Aug Dec
PARA_OA_001 PARA_OA_005 Sep Sep
Jul Last patient visit Successful clinical IND cleared by Scientific advice meeting
First SAS OA patient (ACL study) trial readout FDA for EAP with EMA
@ O @ @ @
2016 2017 2018 2019 2020

Legend: DMC = Data Monitoring Committee; EAP = Expanded Access Program (US); EMA = European Medicines Agency;
FDA = Food and Drug Administration (US); IND = Investigational New Drug; MHRA = Medicines and Healthcare Products Regulatory Agency (UK);
NFL = National Football League; SAS = Special Access Scheme (AU); TGA = Therapeutic Goods Administration (AU).

Clinical trial Managed access programs @ Regulatory @ R&D study @ Program development
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Number of people
from OA in 2019".

research in this area of critical interest
to all Australians™. Given the lack

of effective treatments and growing
concerns around current therapies,
they are advocating loudly for the
government to provide significant
funding for arthritis research to prevent
future loss of productivity and wellbeing,
and to ensure that our health system is
not overburdened with arthritis-related
disorders, both now and into the future.

Paradigm understands this growing
global unmet need, so the team focused
its efforts on developing a safe and
effective osteoarthritis treatment to
reduce pain and improve mobility in
people with knee osteoarthritis. Our
target drug of interest is pentosan
polysulfate sodium (PPS).

PPS was discovered 60 years ago

as an anticoagulant and in 1996 was
approved as a pill by the US FDA for the
management of bladder inflammation.

Mar
IND submitted to FDA

Jan

start
PARA_OA_008 First patient

| first dose | Feb
| Nov
IND cleared by FDA I

Naturally occurring
OA canine study

LTS
.:..:I
.. .....

-
-
T
L

However, the new formulation, known as
iPPS or Zilosul® that is being developed
for osteoarthritis, only requires a short
six-week course of subcutaneous
injections rather than daily oral use.

On the path to registration, Paradigm’s
comprehensive clinical program
continues to produce consistent clinical
results. In October of 2022, early data
from a clinical trial in 61 Australians with
moderate to severe knee osteoarthritis
demonstrated significant improvements
in pain, function, and stiffness in

those receiving a six-week treatment
course, compared to the control

group. Furthermore, certain molecular
biomarkers within the knee joint space
showed favourable differences in the
treated group, thus meeting the study’s
primary endpoint. Chief Scientific Officer
Dr Ravi Krishnan said, “These biomarker
changes are highly informative, as they
reflect the osteoarthritic disease process
and provide information about the

Mar

NFL Alumni Health

EMA approval

at OARSI international

Jul Mar
Partnership with Scientific presentations

h’oportion of people suffering
Srom OA that are dissatisfied with

mechanism of action of Zilosul® in the
knee joints of osteoarthritis sufferers.”
Managing Director Mr Paul Rennie
reinforced their impact, “These results
are potentially very exciting to both
investigators and investors. If confirmed,
they provide tangible evidence that a
never-before-seen DMOAD is potentially
within reach.” Further results from this
study were analysed and released in
2023 and demonstrated further bone
and cartilage changes via MRl indicative
of a potential disease-modifying process.

To further understand the effects iPPS
has on the osteoarthritic joint and to gain
insight into their duration, the Company
completed a focused exploratory study
in a canine model of naturally occurring
osteoarthritis. Participant dogs with
elbow or stifle joint (the knee equivalent
in humans) osteoarthritis were screened
and recruited as owners brought them in
to a Werribee-based veterinary service.

PARA_OA_002 Successful
DMC safety review

trial site activated

| PARA_OA_002 120th

MHRA approval conference
(site initiation visit)
Aug
?;,: Fast Track PARA.OR 008 Last IN-\IIZ[D ft NFL Al
ast Trac i raft umni
PARA _OA_002 First trial site i, patient last dose e e Nat“ra“y oceurring OA
activated (site initiation visit) canine study completion
Dec
Jun PARA_OA_002 May
PARA_OA_002 First patient Health Canada Successful DMC Launch of Hope4OA All subJects identified
first dose approval safety review clinical trial website stage 1 PARA_OA_002
>
2021 2022 2023
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The Unmet Need in Osteoarthritis continued

Compared to placebo, iPPS-treated
dogs showed meaningful improvements
in subjective measures of pain, objective
functional clinical outcomes, and
objective measurements of cartilage
volume and molecular biomarkers.
Furthermore, positive changes were
observed out to 26 weeks, considered
to be approximately equivalent to three
years in human terms.

In parallel, Paradigm is running a global,
adaptive, two-stage, double-blinded,
randomised and placebo-controlled
clinical trial in which more than 900
participants from over 120 sites in

and Europe will be recruited to determine
the minimum effective and safe dose for
Zilosul® in knee osteoarthritis sufferers,
as well as provide further information

on the duration of effects.

Paradigm has collected consistent
data throughout its osteoarthritis
program with two phase 2 clinical trials
conducted in Australia and through
real-world evidence via the TGA Special
Access Scheme (SAS) and the FDA
Expanded Access Program (EAP). To
date, the osteoarthritis program has
achieved many significant milestones
as the Company has progressed into

a globally harmonised and FDA Fast
Tracked phase 3 clinical program for
knee osteoarthritis.

While osteoarthritis and other
musculoskeletal disorders remain a
significant burden to sufferers, these
promising results in reduction of pain,
improvement in function, improvement
in overall global impression of change,
and signals of molecular and structural
improvement provide hope that a
better osteoarthritis therapy might be
closer to a reality. The over half a billion
osteoarthritis sufferers worldwide await
further developments with interest.

Australia, the US, Canada, the UK,

What is Zilosul®?

Injectable pentosan polysulfate sodium (iPPS)—or Zilosul® for the use of treating osteoarthritis—is a semi-synthetic
heparin-like drug manufactured from the wood of European beech trees. Extracted glucuronoxylans are then
sulphated via a proprietary method to produce a negatively charged product that mimics natural glycosaminoglycans
(GAGs). GAGs are complex carbohydrates that play a regulatory role in the body through interacting with proteins

involved with inflammation.

PPS has several key features including anti-inflammatory activity and pain reduction. The mechanism of action of
PPS occurs by reducing the transcription factor NFkB. This reduction then modulates nerve growth factor (NGF)

expression, potentially reducing pain signalling>-'4.

The Company’s broader focus is therefore to explore the use of PPS in the treatment of a wide spectrum of conditions
that begin with and are sustained by inflammation, such as alpha-viral induced arthralgia, heart failure, osteoarthritis
(OA), and the ultra-rare disease mucopolysaccharidosis (MPS).

Zilosul® is the registered name of injectable PPS when used for the treatment of pain and to improve function in
people with osteoarthritis.
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Directors’ Report

The Directors present their report together with the Financial Report of Paradigm and the entities it controlled at the end of,
or during, the year ended 30 June 2023 (referred to hereafter as the 'Consolidated Entity’).

Directors
Information on Directors
The Directors of Paradigm at any time during or since the end of the financial year are:

Paul Rennie, Managing Director and Executive Chairman (Appointed as Managing Director
and ceased as Non-Executive Chairman on 22 November 2022)

Paul Rennie BSc, MBM, Grad Dip Commercial Law, MSTC, has sales, marketing, business development,
operational and IP commercialisation experience in the biopharmaceutical sector. Paul’s experience
includes working for Boehringer Mannheim (now Roche Diagnostics), Merck KGGA as national sales and
marketing manager and Soltec (FH Faulding Ltd) as their Director of business development. Paul also
led the commercialisation of Recaldent®, a novel biopharmaceutical arising from research at the dental
school, University of Melbourne. Paul took an R&D project from the laboratory bench to a commercial
product now marketed globally as an additive to oral care products. More recently Paul worked in a
number of positions with Mesoblast Ltd. Paul was the inaugural COO and moved into Executive Vice
President New Product Development for the adult stem cell company. Paul is the founder of Paradigm
Biopharmaceuticals. Paul is also Non-Executive Chairman and Interim Chief Executive Officer of
NeuroScientific Biopharmaceuticals Ltd (ASX:NSB).

Dr Donna Skerrett, Executive Director and Chief Medical Officer (Appointed on 3 July 2020)

Dr Donna Skerrett, has more than 30 years’ experience in transfusion medicine, cellular therapy,

and transplantation. She brings a wealth of experience in medical, clinical, and regulatory affairs. Donna served
previously as Chief Medical Officer at Mesoblast. She was Director of Transfusion Medicine and Cellular
Therapy at Weill Cornell Medical Center in New York (2004 — 2011), and prior to that was Associate Director
of Transfusion Medicine and Director of Stem Cell Facilities at Columbia University’s New York-Presbyterian
Hospital. She has previously chaired the New York State Council on Blood and Transfusion Services,

and served on the Board of Directors of the Fox Chase Cancer Center in Philadelphia, PA, and is currently
a member of the Board of Visitors of Lewis Katz School of Medicine at Temple University.

John Gaffney, Non-Executive Director (Appointed on 30 September 2014)

John Gaffney LL.M is a lawyer with over 30 years’ experience and has undertaken the AICD Company
Directors qualification. He brings to the Board a compliance and corporate governance background and

is experienced in financial services compliance. John also has corporate and commercial experience
having worked with a major national law firm as a senior lawyer and also practised as a Barrister at the
Victorian Bar. Previously John has been a Non-Executive Director of a US-based biotechnology company
and SelfWealth Ltd (ASX:SWF). John is Chair of the Remuneration and Nomination Committee and is a
member of the Audit and Risk Management Committee.

Amos Meltzer, Non-Executive Director (Appointed on 9 December 2020)

Amos Meltzer is a scientist and an intellectual property lawyer with over 25 years of experience in international
trade and in commercialising technologies, principally in the life sciences sector. He has presided over
life science research and product development projects clinical trials as well as the commercialisation
of life sciences assets through both licensing and the sale and marketing of a pharmaceutical product.
Previously Amos served as General Counsel and IP director at two Nasdag-listed companies, Compugen
and Gilat, as a Non-Executive Director of a biotechnology company Evogene, and as VP of Business
Development and then CEO of an ASX-listed biopharmaceutical company Immuron. Amos currently serves
as Chief Legal Officer of neuro-medical device company Synchron, chairman of the Board of surgeons’
education services company Vasculab, and as a legal adviser to a number of ASX listed and private life
science companies. Amos is a member of the Remuneration and Nomination Committee and a member
of the Audit and Risk Management Committee.

Helen Fisher, Non-Executive Director (Appointed on 23 February 2021)

Helen Fisher, BSc, LLB (Hons), LLM, MCom, is Chief Executive Officer and Managing Director of Bio Capital
Impact Fund (BCIF) and Non-Executive Director and Chair of the Audit and Risk Management Committee
of Calix Limited (ASX:CXL), a company with a platform technology with applications in climate change,
water management, biotech, and pharmaceutical areas. Prior to establishing BCIF, Helen was a partner

of Deloitte for over ten years and led Deloitte’s life science practice in Australia for five years, having had

many years’ experience in the life sciences and healthcare sector. Helen is Chair of the Audit and Risk
Management Committee and a member of the Remuneration and Nomination Committee.
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Directors’ Report continued

Company Secretary
Kevin Hollingsworth, Company Secretary (Appointed on 2 May 2014 and ceased on 30 August 2022)

Kevin Hollingsworth, FCPA, FCMA, CGMA, in addition to his duties at Paradigm, served as Principal of Hollingsworth Financial
Services. Prior to that he served as Chief Financial Officer and Company Secretary of Mesoblast Limited (ASX:MSB). At Alpha
Technologies Corporation Limited (ASX:ASU), Kevin served as a Non-Executive Director. He has served as National President

of CIMA Australia, State Councillor for CPA Australia and Chairman of the National and Victorian Industry and Commerce
Accountants Committees. He is a Chartered Global Management Accountant and Fellow of CPA Australia and Chartered
Management Accountants. Kevin Hollingsworth passed away in August 2022.

Abby Macnish Niven, Company Secretary (Appointed on 30 August 2022)

Abby Macnish Niven (BComm, Bsc, CFA, GAICD) has over 20 years’ experience in wealth management in Australia. She holds
a Bachelor of Commerce degree with a double major in Commerce and Science, is a CFA Charterholder and is a member of the
> Australian Institute of Company Directors. She has also completed the Certificate in Governance Practice. Abby has also held
= Vthe role of Company Secretary and Chief Financial Officer of NeuroScientific Biopharmaceuticals Ltd (ASX:NSB) since April 2020.

% Directorships in Other Listed Entities

Directorships of other listed entities held by Directors of Paradigm during the last three years immediately before the end of the
q) financial year are as follows:

Period of Directorship
U) Director Company From To
3 John Gaffney SelfWealth Ltd 23-Nov-17 30-Sep-19
== Paul Rennie NeuroScientific Biopharmaceuticals Ltd 22-Jun-21 Current
Helen Fisher Calix Limited 22-Sep-20 Current
C Sienna Cancer Diagnostics Limited 28-Mar-18 28-Jul-20
O BARD1 Life Sciences Limited 28-Jul-20 25-Nov-20

n Directors’ Meetings

| -
G) The number of Directors’ meetings (including meetings of committees of Directors) and the number of meetings attended
by each of the Directors of Paradigm during the financial year are:

Nomination & Audit &
o« Board Remuneration Committee Risk Committee
O Director Held Attended Held Attended Held Attended
Paul Rennie 12 12 - - - -
John Gaffney 12 12 1 1 2 2
Donna Skerrett 12 12 - -
Amos Meltzer 12 12 1 1 2 2
Helen Fisher 12 12 1 1 2 2

In addition to the formal meetings identified in the table above, the committee members and the Board members each convened
on many occasions including for the purpose of, in the case of the committees, preparing recommendations to present to

the Board and, in the case of the Board, to attend to matters discussed at formal Board meetings and ensure that the Board
decisions are implemented, and action items acted upon.

Committee Membership

As at the date of the report, Paradigm had a Remuneration and Nomination Committee and an Audit and Risk Management
Committee of the Board of Directors. Members acting on the committees of the Board during the financial year were:

Remuneration & Nomination Committee Audit & Risk Management Committee
John Gaffney (Chair) Helen Fisher (Chair)

Amos Meltzer John Gaffney

Helen Fisher Amos Meltzer
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Principal Activities
The principal activities of Paradigm are researching and developing therapeutic products for human use.

Operating Review

Paradigm made a loss of $51,910,013 (2022: $39,249,584) for the financial year ended 30 June 2023, an increase of
$12,660,429 on the prior year. Given Paradigm is a late-stage clinical development company, it is likely that NPAT losses
can be expected in future years as the clinical development of Zilosul® continues towards marketing approval.

Revenue from continuing operations of $46,760 (2022: $79,224) decreased compared to the prior corresponding period by
$32,464. This revenue is related to the TGA approved Special Access Scheme (SAS). Under the SAS program, Zilosul® has been
made available to selected physicians to treat patients experiencing chronic arthralgia from Ross River Virus (RRV) infection,
previous SAS patients seeking re-treatment, and other subjects that do not qualify for recruitment in the PARA_OA_002 or
PARA_OA_008 clinical studies. The pay-for-use SAS program was launched late in FY21, with Paradigm supplying product to
prescribing doctors experienced with iPPS and who had the ability to provide the safety monitoring necessary for this program.
Subject monitoring is of a standard consistent with those in the PARA_OA_002 and PARA_OA_008 studies, which does add
further cost to the SAS program. Paradigm is willing to continue to provide SAS for subjects who meet strict participation
criteria, knowing that this provides a therapy option for those that have participated in SAS previously or who are ineligible

for participating in open recruiting studies. Due to the strict monitoring guidelines and reporting procedures, Paradigm has
determined that whilst the Company is conducting its global phase 3 program, it is necessary to provide access only to
prescribing doctors who have considerable experience with iPPS. Due to this we expect continued modest uptake of the

SAS program into FY24.

Other income of $8,534,179 (2022: $7,814,341) is higher than the prior corresponding period by $719,838. The main reason
for this increase is the interest received during the year was much higher than FY22 by $1,350,833 due to increased cash on
term deposits as well as the impact of higher interest rates in FY23.

Expenditure on research and development increased on the prior corresponding period by $13,667,206 to $52,679,197.
Most of the increased spend is directly related to the clinical development program for Zilosul®, a phase 3 asset in treating
pain and joint function associated with knee osteoarthritis. Paradigm reported in FY23 regulatory and ethics approvals for

the PARA_OA_002 study in Europe, Canada, and the UK, enabling site activation and patient recruitment in these countries.
During FY23, over 60 sites across the US, Australia, Canada, Europe, and the UK were activated for the PARA_OA_002 study.
Paradigm staff, in conjunction with our Clinical Research Organisation (CRO) partner, Premier, coordinated the set-up of the
now 120 activated sites, including training, system development, coordination of lab tests, and start up support as each site
commenced screening of subjects. Paradigm recently reported all subjects have been identified for stage 1 of the two-stage
adaptive PARA_OA_002 phase 2 clinical trial. In addition to the PARA_OA_002 study, expenditure increased in the PARA_
OA_008 study. This study focused on examining biomarker data on synovial fluid of the knee, whilst also collecting important
pain, function, and MRI data at various timepoints to inform the Company of the potential for Zilosul® to be developed as a
DMOAD for knee osteoarthritis. During the financial year, Paradigm reported complete enrolment of this phase 2 study as well as
top-line data from both the Day 56 time point where the primary endpoint was achieved and further significant top-line data at
Day 168 demonstrating the potential of iPPS to slow the progression of osteoarthritis.

General and administrative costs of $6,564,548 (2022: $7,934,179) were lower than the prior corresponding period by $1,369,631.
The reduced costs in FY23 are the result of our targeted cost reduction programs during FY23.

Commercial expenses of $822,695 (2022: $918,860) were lower than the prior corresponding period by $96,165. The decrease
in spend relates primarily to our cost reduction program, whilst still ensuring the delivery of targeted stakeholder engagement
and communication programs to continue raising the external global profile of Paradigm’s clinical programs.

The impairment loss during the period was Nil (2022: Nil).

Basic and diluted net loss per share increased to 20.78 cents (2022: 16.87 cents as restated) due to the greater loss attributable
to the number of shares.

On the 15th of August 2022 Paradigm announced a capital raise of approximately $66 million at $1.30 per share. The raise
comprised a $45.7 million institutional placement under Paradigm’s existing LR7.1 capacity and a 1:15 pro rata non renounceable
entitlement offer of $20.3 million. The use of funds was focused on:

e Continuation of phase 3 clinical development and new drug application (NDA) related activities for Zilosul®,
e Business development related activities

¢ Product development related activities (auto injector, for example)

e Working capital.
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Directors’ Report continued

Environmental Regulation

Paradigm’s operations are not regulated by any significant environmental law of the Commonwealth or of a state or territory
of Australia.

Risk Statement
Clinical Development

Clinical trials are inherently very risky and may prove unsuccessful or non-efficacious, impracticable or costly — which may impact
on the prospect of completion. Failure or negative or inconclusive results can occur at many stages in development and the
results of earlier clinical trials are not necessarily predictive of future results. In addition, data obtained from trials is susceptible to
varying interpretations, and regulators may not interpret the data as favourably as Paradigm, which may delay, limit or prevent
regulatory approval.

Research and Development Activities

Paradigm’s future success is dependent on the performance of Paradigm in clinical trials and whether its therapeutic product
candidate proves to be a safe and effective treatment. Paradigm’s lead product is an experimental product in clinical development
and product commercialisation resulting in potential product sales and revenues is likely to still be a few years away, and there is
no guarantee that, even when commercialised, it will be successful. It requires additional research and development, including
ongoing clinical evaluation of safety and efficacy in clinical trials and regulatory approval, prior to marketing authorisation. Drug
development is associated with a high failure rate and, until Paradigm is able to provide further clinical evidence of the ability of
Paradigm’s product to improve outcomes in patients, the future success of the product in development remains speculative.
Research and development risks include uncertainty of the outcome of results, difficulties or delays in development and generally
the uncertainty that surrounds the scientific development of pharmaceutical products.

Regulatory Approval

Paradigm operates within a highly regulated industry, relating to the manufacture, distribution and supply of pharmaceutical
products. There is no guarantee that Paradigm will obtain the required approvals, licences and registrations from all relevant
regulatory authorities in all jurisdictions in which it operates. The commencement of clinical trials may be delayed and Paradigm
may incur further costs if the Food and Drug Administration (FDA) and other regulatory agencies observe deficiencies that require
resolution or request additional studies be conducted in addition to those that are currently planned. A change in regulation may
also adversely affect Paradigm’s ability to commercialise and manufacture its treatments.

Intellectual Property Risks

Securing rights in technology and patents is an integral part of securing potential product value in the outcomes of biotechnology
research and development. Competition in retaining and sustaining protection of technology and the complex nature of technologies
can lead to patent disputes. Paradigm’s success depends, in part, on its ability to obtain patents, maintain trade secret protection
and operate without infringing the proprietary rights of third parties. Because the patent position of biotechnology companies
can be highly uncertain and frequently involves complex legal and factual questions, neither the breadth of claims allowed in
biotechnology patents nor their enforceability can be predicted. There can be no assurance that any patents which Paradigm
may own, access or control will afford Paradigm commercially significant protection of its technology or its products or have
commercial application or that access to these patents will mean that Paradigm will be free to commercialise its drug candidates.
The granting of a patent does not guarantee that the rights of others are not infringed or that competitors will not develop
technology or products to avoid Paradigm’s patented technology. Paradigm’s current patenting strategies do not cover all
countries, which may lead to generic competition arising in those markets.

Competition

The biotechnology and pharmaceutical industries are intensely competitive and subject to rapid and significant technological
change, both in Australia and internationally, and there are no guarantees about Paradigm’s ability to successfully compete.
Paradigm’s products may compete with existing alternative treatments that are already available to customers. In addition, a number
of companies, both in Australia and internationally, are pursuing the development of competing products. Some of these
companies may have, or may develop, technologies superior to Paradigm’s own technology. Some competitors of Paradigm
may have substantially greater financial, technical and human resources than Paradigm does, as well as broader product offerings
and greater market and brand presence. Paradigm’s services, expertise or products may be rendered obsolete or uneconomical
or decrease in attractiveness or value by advances or entirely different approaches developed by either Paradigm or its competitors.
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Commercial Risk

Paradigm may, from time to time, consider acquisition, licensing, partnership or other corporate opportunities for Paradigm’s
product development programs. There can be no assurance that any such acquisition, licensing, partnership or corporate
opportunities can be concluded on terms that are, or are believed by Paradigm to be, commercially acceptable. In the case of
licensing and partnership opportunities, even if such terms are agreed there is a risk that the performance of distributors and
the delivery of contracted outcomes by collaborators will not occur due to a range of unforeseen factors relating to environment,
technology and market conditions.

Market Penetration

Where Paradigm does obtain regulatory approval, future success will also depend on Paradigm’s ability to achieve market
acceptance and attract and retain customers, which includes convincing potential consumers and partners of the efficacy of
Paradigm’s products and Paradigm’s ability to manufacture a sufficient quantity and quality of products at a satisfactory price.

Manufacturing

There is a risk that scale-up of manufacturing of pentosan polysulfate sodium (PPS) for commercial supply may present certain
difficulties. Any unforeseen difficulty relating to manufacturing or supply of commercial GMP quantities of PPS may negatively
impact Paradigm’s ability to generate profit in future.

Reliance on Key Personnel

Paradigm is reliant on key personnel employed or engaged by Paradigm. Loss of such personnel may have a material adverse
impact on the performance of Paradigm. In addition, recruiting qualified personnel is critical to Paradigm’s success. As Paradigm’s
business grows, it may require additional key financial, administrative, investor and public relations personnel as well as additional
staff for operations. While Paradigm believes that it will be successful in attracting and retaining qualified personnel, there can
be no assurance of such success. The loss of key personnel or the inability to attract suitably qualified additional personnel
could have a material adverse effect on Paradigm’s financial performance.

Insurance and Uninsured Risks

Although Paradigm maintains insurance to protect against certain risks in such amounts as it considers to be reasonable,
its insurance will not cover all the potential risks associated with its operations and insurance coverage may not continue to
be available or may not be adequate to cover any resulting liability. It is not always possible to obtain insurance against all such
risks and Paradigm may decide not to insure against certain risks because of high premiums or other reasons.

Product Safety and Efficacy

Serious or unexpected health, safety or efficacy concerns with Paradigm’s (or similar third party) products may expose Paradigm
to reputational harm or reduced market acceptance of its products, and lead to product recalls and/or product liability claims and
resulting liability, and increased regulatory reporting. There can be no guarantee that unforeseen adverse events or manufacturing
defects will not occur. Paradigm will seek to obtain adequate product liability insurance at the appropriate time in order to
minimise its liability to such claims however, there can be no assurance that adequate insurance coverage will be available

at an acceptable cost. Any health, safety or efficacy concerns are likely to lead to reduced customer demand and impact

on potential future profits of Paradigm.

Litigation

In the ordinary course of conducting its business, Paradigm is exposed to potential litigation and other proceedings, including
through claims of breach of agreements, intellectual property infringement or in relation to employees (through personal injuries,
occupational health and safety or otherwise). If such proceedings were brought against Paradigm, it would incur considerable
defence costs (even if successful), with the potential for damages and costs awards against Paradigm if it were unsuccessful,
which could have a significant negative financial effect on Paradigm’s business. Changes in laws can also heighten litigation
risk (for example, antitrust and intellectual property). Circumstances may also arise in which Paradigm, having received legal
advice, considers that it is reasonable or necessary to initiate litigation or other proceedings, including, for example, to protect
its intellectual property rights. There has been substantial litigation and other proceedings in the pharmaceutical industry,
including class actions from purchasers and end users of pharmaceutical products.
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Share Price Fluctuations

The market price of Paradigm shares will fluctuate due to various factors, many of which are non-specific to Paradigm, including
recommendations by brokers and analysts, Australian and international general economic conditions, inflation rates, interest rates,

changes in government, fiscal, monetary and regulatory policies, global geo-poalitical events and hostilities and acts of terrorism,
and investor perceptions. Fluctuations such as these may adversely affect the market price of Paradigm shares. Neither Paradigm

nor the Directors warrant the future performance of Paradigm or any return on investment in Paradigm.

Dilution Risk

Eligible shareholders that do not take up all or part of their entitlements will be diluted by not participating to the full extent in
the Entitlement Offer and by the Institutional Placement, but will not be exposed to future increases or decreases in Paradigm’s
share price in respect of those shares which would have been issued to them had they taken up all of their entitlement.

Economic Risks

>\ Paradigm is exposed to economic factors in the ordinary course of business. A number of economic factors/conditions,
“— both domestic and global, affect the performance of financial markets generally, which could affect the price at which Paradigm
C Shares trade on ASX. Among other things, adverse changes in macroeconomic conditions, including movements on international
and domestic stock markets, interest rates, exchange rates, cost and availability of credit, general consumption and consumer
spending, input costs, employment rates and industrial disruptions, inflation and inflationary expectations and overall economic
q) conditions, economic cycles, investor sentiment, political events and levels of economic growth, both domestically and
internationally, as well as government taxation, fiscal, monetary, regulatory and other policy changes may affect the demand
for, and price of, Paradigm Shares and adversely impact Paradigm’s business, financial position and operating results. Trading
3 prices can be volatile and volatility can be caused by general market risks such as those that have been mentioned. Shares in
Paradigm may trade at or below the price at which they are currently trading on ASX including as a result of any of the factors
== that have been mentioned, and factors such as those mentioned may also affect the income, expenses and liquidity of Paradigm.
Additionally, the stock market can experience price and volume fluctuations that may be unrelated or disproportionate to the
-

operating performance of Paradigm.
O Dividend Guidance
U) No assurances can be given in relation to the payment of future dividends. Future determinations as to the payment of dividends
o by Paradigm will be at the discretion of Paradigm and will depend upon the availability of profits, the operating results and
G) financial conditions of Paradigm, future capital requirements, covenants in relevant financing agreements, general business and

financial conditions and other factors considered relevant by Paradigm. No assurance can be given in relation to the level of tax
Q deferral of future dividends. Tax deferred capacity will depend upon the amount of capital allowances available and other factors.

Forward-looking Statements

-
O There can be no guarantee that the assumptions and contingencies on which any forward-looking statements, opinions and
LL estimates contained in materials published by Paradigm are based will ultimately prove to be valid or accurate. The forward-looking
statements, opinions and estimates depend on various factors, including known and unknown risks, many of which are outside
the control of Paradigm. Actual performance of Paradigm may materially differ from forecast performance.
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Significant Changes in the State of Affairs

There have been no significant changes in the state of affairs of the entities in Paradigm during the year. Please refer to information
on the share capital raise in the Operating Review section above.

Dividends

No dividends were declared or paid since the start of the financial year. No recommendation for payment of dividends has been made.

Matters Subsequent to the End of the Financial Year

No matters or circumstance has arisen since 30 June 2023 that has significantly affected, or may significantly affect, the
consolidated entity’s operations, the results of those operations, or the consolidated entity’s state of affairs in future financial years.

Likely Develo