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MARKET REPORT
The Australian stock market fell 0.66 percent on Friday November 7, 2025, with the

ASX200 down 58.6 points to 8,769.7 points. Eleven of the Biotech Daily Top 40
companies were up, 22 fell and seven traded unchanged.

Amplia was the best, up one cent or 8.3 percent to 13 cents, with 624,333 shares traded.
Syntara climbed 7.1 percent; SDI was up 6.45 percent; Botanix, Optiscan and Proteomics
were up four percent or more; Actinogen, Emvision and Neuren rose more than two
percent; with Clarity, EBR and Resmed up by more than one percent.

Micro-X led the falls, down 1.2 cents or 10.9 percent to 9.8 cents, with 1.3 million shares
traded. Paradigm lost 7.9 percent; Curvebeam fell 5.1 percent; Avita, Compumedics,
Dimerix, Imugene, Medical Developments and Prescient were down four percent or more;
Mesoblast and Orthocell lost more than three percent; 4D Medical, Alcidion, Cyclopharm,
Cynata, Imricor, Polynovo and Starpharma shed more than two percent; Aroa and Telix
were down one percent or more; with Clinuvel, Cochlear, CSL, Nanosonics and Pro
Medicus down by less than one percent.



DR BOREHAM'S CRUCIBLE: PARADIGM BIOPHARMACEUTICALS

By TIM BOREHAM

ASX code: PAR

Share price: 35 cents; Shares on issue: 428,519,176; Market cap: $150.0 million
Executive chair: Paul Rennie

Board: Mr Rennie, Amos Meltzer, Matthew Fry (Dr Donna Skerrett stepped down in
November last year to focus on her chief medical officer role).

Financials (year to June 30, 2025): revenue nil, loss of $18.8 million (previous deficit
$59.4 million), cash $16.8 million (down 6%)

September quarter 2025: customer receipts $33,000, cash burn $6.51 million, cash of
$19.8 million

Identifiable major holders: Paul Rennie and related entities 4.9%.

Who said free to air TV was in its death throes?

When the Seven news network ran a piece about Paradigm’s knee osteoarthritis (OA)
drug candidate a few months ago, the company received around 700 emails from
sufferers keen to participate in the company’s current phase lll trial.

Perhaps that reflects the ageing OA-prone demographic of TV news viewers, while
younger consumers rely on the internet thingie to be informed (or misinformed).

“There’s a huge amount of interest,” says Paradigm’s investor relations chief director
Simon White. “Finding people is never the issue. It’s just about having the sites up and
going to drive the volume through.”

After myriad delays, Paradigm finally is well underway with the keenly anticipated study.
The trial tests the efficacy of the company’s Zilosul, pentosan polysulphate sodium (PPS),
for mild to severe knee osteoarthritis.

The company hopes to have recruited half of the 466 targeted patients by the end of 2025,
“or early next year at worst”.

Pitched at US Food and Drug Administration approval, the trial is being carried out at 15
local sites and 50 US ones, with a potential Hong Kong site as well.

“We are building momentum across both clinical and corporate fronts as we continue to
advance our mission to change the treatment landscape for osteoarthritis,” says Paradigm
CEO Paul Rennie.



What'’s the fuss about?

PPS is an anti-inflammatory, heparin-like compound made from beechwood
hemicellulose. In the past, the drug has been used to treat a bladder condition and deep-
vein thrombosis.

PPS has been used on dogs and horses, without any safety concerns.

Currently, osteoarthritis commonly is treated with non-steroidal anti-inflammatory drugs or
opioid-based painkillers, which are either ineffectual or undesirable.

Paradigm has an exclusive 25-year exclusive supply deal with the only approved PPS
maker, Germany’s Bene Pharmachem. Under the Bene Pharmachem compact, Paradigm
has dibs on all patented human applications. These include respiratory distress syndrome,
heart failure and rheumatoid arthritis.

Paradigm was founded by Paul Rennie and Graeme Kaufman and listed on the ASX on
August 18, 2015, having raised $8 million at 35 cents apiece.

Mr Rennie was Mesoblast’s head of product development. Mr Kaufman was CSL’s chief
financial officer through the plasma behemoth’s privatization and was Mesoblast’s vice
president.

In November 2021, Mr Rennie ceded his chief executive role and continued as chair. But
in November 2022 he returned to the CEO role.

The story to date

The company says osteoarthritis affects around 530 million people globally, 32 million in
the US. Knee osteoarthritis accounts for 365 million of the worldwide tally.

Paradigm has been encouraged by ‘real world’ evidence from about 700 patients who
have undergone the treatment, mainly under the local special access scheme (SAS).

These takers include numerous former AFL footballers, including Simon White who
donned his boots for Carlton.

The oldest SAS patient is in his 80s.
One early patient was dosed in 2016 and still receives ‘top up’ treatment when required.

The company also treated 10 retired US National Football League players, under an
expanded access scheme.

But ‘real world’ evidence is not enough, no matter how compelling.

In 2018, the FDA knocked back the company’s approval application and demanded a
phase Il trial.



Where’s the clinical evidence?

Paradigm’s clinical evidence so far consists of three-phase |l trials — Para-OA-005, Para-
OA-008 and Para-OA-002.

Para 005 achieved a primary endpoint of reduction in pain and improved function among
its 121 subjects.

With 61 patients, Para 008 measured the change in the synovial fluid biomarkers
associated with pain, inflammation and osteo-arthritis disease, relative to placebo. In
October 2023 Paradigm reported “clinically meaningful outcomes” at 365 days compared
to placebo.

These included significant pain reduction and functional improvements and durable
improvements in stiffness, as measured by the Western Ontario and McMaster
Universities Osteoarthritis Index (WOMAC) questionnaire.

The company also reported reduced use of pain medication, with the placebo group
resorting to paracetamol (or such) five times more than the treated group.

The 600-patient Para-OA-002 trial confirmed the minimum effective dose for the phase Il
study.

Getting to the pointy end
The current phase lll trial is known as Para-OA-012.

Trial recruitment aside, the market’s focus is on an interim analysis, covering the first 50
percent of patients at day 112.

In last week’s September quarterly report, the company said strong screening
performance meant the number of sites potentially could be reduced.

The interim readout is on track for a readout in mid-2026.

The Australian sites account for 30 percent of patients, while Florida sites are also “over-
represented”, given the state’s senior demographic of sun-seeking, Trump voting retirees.

Paradigm’s recruitment has been helped by protocol changes, in terms of reduced
stringency monitoring based on safety data.

Mr White adds the local Therapeutic Goods Administration has perused the company’s
trial protocol, while the company might undertake a confirmatory trial in Europe.

Either FDA or European marketing approval likely would lead to Hong Kong assent — and
an entrée to the Chinese market.



Restorative benefits?

While the trial is all about pain mitigation, the company is buoyed by previous trial data
that suggests the drug actually may improve overall joint health.

In October 2023, Paradigm released data from magnetic resonance imaging (MRI) scans
of 15 patients, suggesting Zilosul results in “functional’ improvement to the joints. This
outcome was well beyond the previous known effects of relieving pain and improving
function.

The key findings were that cartilage reduction had not just been halted but the volume of
connective tissue had increased, with bone lesion damage reducing.

“We showed increased cartilage thickness and reduced inflammation and bone marrow
lesions,” Mr White says.

He notes a “durable effect” out to 12 months after six weeks’ treatment, with reduced
rescue medication relative to placebo.

“To deliver those results, you would think there was something happening with the
underlying health of the joints.”

Trial participants are undergoing MRIs to assess cartilage thickness and X-rays to
measure joint space.

Oral delivery?

In late June, Paradigm said it would acquire an early-stage oral candidate for minor to mild
osteoarthritis, by purchasing the private Proteobioactives Pty Ltd, for up to $16.5 million.

Paradigm will test PPS with Proteobioactive’s COX-2 inhibitor, called Coxib, to improve
drug ‘bicavailability’ - a shortcoming of many oral drugs.

The deal gives Paradigm exclusive global rights to develop and commercialize the PPS-
Coxib combo (known as Pentacoxib) for mild knee osteoarthritis and the veterinary market
(dogs and horses).

Proof of concept data shows meaningful pain reduction in patients with hand and knee
osteoarthritis.

Pentacoxib is a potential alternative to existing non-steroidal anti-inflammatory drugs
which don’t improve joint structures.

“We are looking to do some formulation work,” Mr White says. “Initially, we would target it
at the vet market and then progress into human studies.”

Proteobioactives was founded by Prof Peter Ghosh, who pioneered PPS research.



The deal involves an upfront $500,000 in cash and a $1 million milestone payment on
completion of a phase Il trial.

Paradigm pays a further $5 million on “successful completion” of a phase lll trial.

A further $5 million is paid on FDA approval and a further $5 million is due on the sale of
an FDA registered product.

About one-third of knee osteoarthritis sufferers have mild pain; moderate to severe pain
accounts for the rest.

Finances and performance

In the year to June 2025 Paradigm reported a net loss of $18.8 million, an improvement
on the previous $59.4 million deficit.

R&D expenditure declined to $17.7 million from the previous $50.6 million.
Cash declined 5.6 percent to $16.8 million.

Last week, the company reported a September quarter cash burn of $6.5 million and cash
of $19.68 million.

In December last year, the company raised $16 million in a placement, at 40 cents apiece.
In February this year, the company issued free loyalty options, on a one-for-four basis.
These listed instruments are exercisable by February 11, 2026 at 65 cents. If all of them

were to be exercised the company would raise $63 million.

While the current share price is well shy of the strike price, management expects many
holders will exercise their options, because of one-for-two ‘piggyback’ options.

These are exercisable at $1 within two years.

In early July, Paradigm announced a $US27 million ($A41 million) convertible note with
Obsidian Global Partners.

The company has drawn down the first $US7 million, with the remainder at the company’s
discretion (in drawdowns of $5 million) over two years.

“We can use it, but we don’t have to,” Mr White says.

Over the last year Paradigm shares have ranged between 16 cents (late October last
year) and 63 cents (early February this year).

The shares peaked at $4.17 in January 2020.



Eyeing the competitive landscape

Paradigm reckons that when it comes to other non-opioid knee OA pain treatments, the
coast is clear.

Korea’s Kolon Tissue Gene has a potential therapy based on stem cell genetic
modification. The program is in phase lll, having been subject to an earlier FDA ‘clinical
hold’. Kolon has a market capitalization of around $650 million on the Korean exchange,
while Paradigm is worth around $180 million.

Pending FDA approval, Israel’s, Nasdaq listed Enlivex Therapeutics plans to advance its
lead cell therapy asset, Allocetra, to phase Ilb stage. The mechanism of action involves
reprograming “macrophages into their homeostatic state”.

A phase l/lla study failed to have a statistically significant impact on the study’s entire

patient population, but three biweekly doses of the drug helped knee pain, function and
stiffness in a primary osteoarthritis population.

Dr Boreham'’s diagnosis:
Mr White describes Paradigm as “a simple story” - and indeed it is.

The outcome is binary: phase Ill success opens the company to a massive, underserved
market.

Hitting the secondary endpoints of actual knee repair would be a spectacular game
changer.

Trial failure isn’t worth contemplating.

“By granting fast-track designation, the FDA agreed there’s a huge unmet need,” Mr White
says. “Now it is about execution and staying on time”.

Broker Bell Potter has no doubt about the significance of the trial.
“The search for a safe, well tolerated and effective non-opioid pain relief for osteoarthritis
represents one of the Holy Grails for modern medicine, along with a cure for cancer and a

treatment for dementia.”

Meanwhile, Mr White was treated with Zilosul in 2019 and 2022 and reckons it’s time for a
top-up. While he doesn’t play footy anymore, Mr White still leads an active life.

“‘No-one that’s been in severe pain want to go back to where they were.”

Disclosure: Dr Boreham is not a qualified medical practitioner and does not
possess a doctorate of any sort. His Holy Grail is finding his car keys.



BIOTECH DAILY

Biotech Daily has turned 20 years old today. In that time, we have published about 250
editions a year or about 5,000 in total with an average of 10-15 articles per day.

It has been a great honor to watch Australian biotechnology companies move from
laboratory bench to phase | clinical trials, and on to phases Il and lll, registration and
revenue.

When we started in 2005, only a handful of the 100 ASX-listed biotechnology companies
had any revenue: Biota, Cellestis and Sirtex; and later Acrux, Compumedics, Cyclopharm
and Universal Biosensors.

Today, 16 of the BDI-20 companies have revenue and the other four are in or close to
pivotal trials. The Second 20 has eight non-revenue companies, with some on the cusp.

The combined value of the then three Big Caps of Cochlear, CSL and Resmed was
around $16 billion. Today, Pro Medicus has joined the group and the collective value is
closer to $200 billion. And none of this could be reported without our subscribers.

Thank you, so much.
David Langsam
Editor

SYNCHRON

Synchron says it has raised $US200m ($A305), with $54 million from the Federal
Government’s National Reconstruction Fund Corp.

In 2022, the Melbourne-founded, New York-based Synchron said it raised $110 million to
accelerate development of its Synchron Switch platform product, a brain-implanted
computer interface (BD: Dec 16, 2022).

Last year, the company said that, for the first time, one of its Synchron switch brain
implant patients with amyotrophic lateral sclerosis had successfully operated an Amazon
Alexa voice-assisted technology (BD: Sep 17, 2024).

Today, Synchron said the series D funds would be used for pivotal trials, support US
regulatory approvals, and establish an Australian commercial hub for its “minimally
invasive neural interface technology for patients with severe motor impairment”.

The company said it was founded by chief executive officer Prof Tom Oxley at the
University of Melbourne in 2012 and had developed a Stentrode brain-computer interface
which was implanted via blood vessels without the need for open-brain surgery “and
wirelessly transmits neural activity to external systems”.

Synchron said it had implanted the device in 10 patients in the US and Australia and was
assessing efficacy in daily tasks such as messaging, online shopping and telehealth.
The company said the series funding round was led by Double Point Ventures, with
participants including Amazon executive chair Jeff Bezos, Microsoft co-founder Bill Gates
and US venture capital firms Arch Ventures and Khosla Ventures.

Prof Oxley said the funding “brings us closer to commercializing the Stentrode [brain-
computer interface] platform, while accelerating development of a next-generation brain
interfaces that pushes the frontier of what’s possible”.

Synchron is a private company.



UNIVERSITY OF NEW SOUTH WALES

The University of New South Wales says it has developed a three-dimensionally-printed,
dissolvable bone implant with an irregular structure to better replicate bone.

The University of New South Wales said it had used “stochastic lattice structures,
irregular, randomly patterned designs, to better replicate the internal architecture of bone”
which were printed using poly-lactic acid, a bio-degradable polymer commonly used in
medical applications.

The University said existing bone implant scaffolds used “simple, repetitive designs that
don’t reflect the complexity of real bone”.

University of New South Wales researcher Kaushik Raj Pyla said bone could be damaged
in many locations “and its structure changes depending on where it is in the body”.

“We wanted to see if matching these patterns could help restoration,” Mr Pyla said. “Our
idea was to take existing bone patterns and check if they could be rebuilt through printing.”
The University said testing showed its scaffolds “performed significantly better under
sudden impact than under slow pressure, absorbing energy quickly and showing different
fracture patterns depending on the design”.

The University said as well as mechanical strength the scaffolds “showed promising
results in fluid permeability, which is crucial for healing”.

“We found that certain designs performed especially well in both strength and fluid flow,”
Mr Pyla said. “This suggests that implants can be tailored depending on the stresses
different bones experience.”

The University of New South Wales said that the technology was not ready for clinical use,
with biological testing, long-term studies, and regulatory approvals still needed.

The University said it was exploring how the “designs could be adapted for cartilage and
soft tissue scaffolds and see early clinical testing within five years”.

AVITA MEDICAL

Avita says revenue for the nine months to September 30, 2025 was up 17.8 percent to
$US53,995,000 ($A83,353,000), with net loss after tax down 26.4 percent to
$US36,966,000 ($A57,060,000).

Avita said sales revenue for the three months to September 30, 2025, from sales of its
Recell Go spray-on skin for burn wounds as well as Cohealyx and Permeaderm, fell 12.9
percent to $US16,897,000, compared to the previous corresponding period.

The company said the reduction in three-month sales “was largely driven by ...
reimbursement headwinds, partially offset by increased revenue from new product
launches and expanding adoption within the company’s established markets”.

Avita said its reduced loss was due to total operating expenses falling 23.8 percent to
$US23.0 million, relating primarily to a decline in personnel expenditure for sales and
marketing, general and administrative costs and research and development, with the
decrease “expected to be sustained going forward”.

The company said it expected revenue for the year to December 31, 2025 to be $US70
million to $US74 million, compared to prior guidance of $US76 million to $US81 million.
Avita chief executive officer Cary Vance said his focus was “building the use of Recell,
driving consistent and predictable utilization of our products across burn, trauma, and
surgical settings, and completing a full and successful transition of our ... organization”.
The company said diluted loss per share for the three months fell 29.7 percent to $US1.37
with cash and cash equivalents of $US15,422,000 at September 30, 2025 compared to
$US18,639,000 at September 30, 2024.

Avita fell 5.5 cents or 4.9 percent to $1.06.




MAYNE PHARMA

Mayne says it has requested the Takeovers Panel order Cosette agree “to any conditions
reasonably required by the Treasurer in connection with the Salisbury site”.

In February, Mayne said that the Bridgewater, New Jersey-based Cosette would buy it for
$7.40 a share in cash, valuing the company at $672 million (BD: Feb 21, 2025).

In June, the company said it had “a purported notice to terminate [the] scheme
implantation deed” from Cosette; and later, said it had second and third termination
notices and would start court proceedings against Cosette (BD: Jun 4, 16, Aug 6, 2025).
Last week, Mayne said Federal Treasurer Dr Jim Chalmers told Cosette the acquisition
“‘would be contrary to the national interest”, referencing Cosette’s intention to “seek to
dispose of, or close” Mayne’s Salisbury, Adelaide manufacturing site (BD: Oct 31, 2025).
Today, a media release from the Federal Takeovers Panel said Mayne had submitted an
application submitting that Cosette was “leveraging knowledge of the likely discomfort
FIRB has with the notion of job losses and loss of manufacturing capability in Australia, to
seek to cause the FIRB approval condition to fail, having exhausted other avenues to
avoid completing the transaction.”

The Panel said that “Mayne further submits that the circumstances are contrary to Section
602 of the Corporations Act and the ‘truth in takeovers’ principle.”

Section 602 of the Corporations Act says its purposes are to ensure that the acquisition of
control “takes place in an efficient, competitive and informed market” and all parties “have
a reasonable time to consider the proposal; and are given enough information to enable
them to assess the merits of the proposal’.

The Takeovers Panel said that Mayne sought interim orders including Cosette confirm to
the Panel that it would meet with FIRB and Mayne, Cosette seek feedback from the
Treasurer as to what undertaking from Cosette or condition in relation to the Salisbury Site
would be required to approve the scheme and Cosette agree with FIRB to extend its
statutory deadline to a date that allows FIRB time to make its decision.

The Panel said Mayne was seeking final orders including that Cosette agree to any
conditions reasonably required by the Treasurer in connection with the Salisbury Site that
are not inconsistent with Cosette’s prior intentions disclosure in the scheme booklet.

The Takeovers Panel said Mayne sought orders for Cosette to agree with FIRB to extend
the statutory deadline for FIRB’s determination to December 1, 2025 and the end date of
the scheme implementation deed be extended “to give the transaction the best prospects
of proceeding and for an orderly market to be maintained”.

On Tuesday, Mayne said the Federal Investment Review Board (FIRB) had extended the
acquisition decision deadline to Friday November 7, 2025 (BD: Nov 4, 2025).

Today, in a separate announcement, the company said that FIRB had unilaterally
extended the statutory deadline for approval to November 14, 2025.

Mayne fell 15 cents or three percent to $4.90 with 331,284 shares traded.

ADALTA

Adalta says it has withdrawn the resolution for shareholders to vote on a 10-to-one share
consolidation from its annual general meeting (BD: Oct 24, 2025).

Today, the company said all other resolutions included in the notice of meeting would be
put to shareholders at the annual general meeting.

Adalta did not disclose a reason for withdrawing the consolidation resolution.

The meeting will be held online and at Piper Alderman, Level 23, 459 Collins Street,
Melbourne on November 26, 2025 at 2pm (AEDT).

Adalta fell 0.05 cents or 14.3 percent to 0.3 cents.



MEDADVISOR

Medadvisor says it has appointed John Ciccio as managing-director on $US325,000
($A502,000), with Rick Ratliff remaining in an advisory capacity for the transition.
Medadvisor said Mr Ciccio had worked for its US business Adheris Health for 12 years,
led the business from 2019 to 2022 and had previously been co-founding chief executive
officer at Rota Health, chief operating officer of technology and data at Syneos Health and
a director of Skipta.

In 2020, the company said it raised $35 million of a hoped-for $45 million to acquire the
Burlington, Massachusetts-based Adheris from Syneos Health (BD: Nov 12, 2020).
Today, Medadvisor chair Kate Hill said the company thanked Mr Ratliff “for his significant
contribution as chief executive officer and managing-director through the past 3.5 years”.
Medadvisor was unchanged at 2.5 cents with 3.1 million shares traded.

GENETIC SIGNATURES

Genetic Signatures says it has increased the annual base salary of chief executive officer
Allison Rossiter from $500,000 to $515,000.

Last year, Genetic Signatures said it appointed Ms Rossiter as chief executive officer, to
be paid $500,000 a year, a $250,000 one-time hiring bonus, a short-term incentive of 200
percent of salary and 2,500,000 long-term incentive options (BD: Jun 4, 2024).

Today, the company said it Ms Rossiter’s long-term incentive would include performance
rights equal to a maximum of 25 percent of her base pay, vesting in three years and
subject to long-term service and performance hurdles.

Genetic Signatures said all other remuneration and termination arrangements, as
announced at the time of Ms Rossiter's employment remained unchanged.

Genetic Signatures was unchanged at 30 cents.

INVEX THERAPEUTICS

The ASX has suspended Invex under Listing Rule 17.3.1, confirming it “does not have
sufficient directors to comply with section 201A(2) of the Corporation Act (2001)”.

At 3.22pm Invex said chair David McAuliffe and managing-director Dr Thomas Duthy had
resigned, along with director and chief financial officer and company secretary Narelle
Warren, with immediate effect.

According to Commsec, Invex had four directors: Mr McAuliffe, Ms Warren, David
Wheeler and Dr Duthy.

Last month, Invex said an extraordinary general meeting planned for Monday November
10, 2025, would vote on the removal of Mr McAuliffe and Dr Duthy requisitioned by the
Jason Peterson-owned substantial shareholder Celtic Capital Pte Ltd (BD: Oct 9, 2025).
At that time, a joint statement from Mr McAuliffe and Dr Duthy said that if the resolutions
passed Ms Warren intended to resign and “the future of Invex will be extremely uncertain”.
On October 24, the company said its annual general meeting, planned for November 25,
2025, would vote on the re-election of Dr Duthy and the remuneration report.

Invex said the requisitioning shareholder had withdrawn the requisition notice and the
extraordinary general meeting “has been cancelled”.

Invex last traded at 11.5 cents.
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