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ORTHOPAEDICS

LASTING RELIEF FOR KNEE OSTEOARTHRITIS2

SYNOVIAL MECHANO-MODULATION FOR KNEE OA

Arthrosamid® is an injectable mechano-modulating synovial
implant for knee osteoarthritis.®

By restoring synovial elasticity and dampening mechanosensitive signalling,** it offers a surgery-free

treatment option that bridges the gap between injectable therapies and joint replacement.

Unmatched clinical outcomes A single intra-articular injection Up to 5 years
lasting longer than those reported a simple one-step of statistically significant
for HA, PRP, and steroids?¢? outpatient procedure® reductions in pain'?
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BEYOND BONE. THE ROLE OF THE SYNOVIUM IN KNEE OA PAIN

MECHANOSENSORY AND CHEMOSENSORY PATHWAYS

Knee OA pain is driven by both mechanical and
inflammatory processes, with the synovium playing BONE
a key role in pain and disease progression.'°

As a result, the synovium represents an important

therapeutic target. K N E E OA PAI N

Arthrosamid® takes a different approach

to conventional intra-articular therapies, SYNOVIAL TISSUE

targeting the synovium with a single injectable

mechano-modulating implant designed to
restore tissue properties and provide
long-lasting pain relief of up to 5 years.">*

MECHANICAL CHEMICAL
THE MECHANICAL SYNOVIAL PAIN CYCLE
SYNOVITIS SYNOVIAL FIBROSIS
Persistent synovial inflammation drives The synovium becomes progressively
structural changes within the synovium, fibrotic and inelastic, losing its capacity
contributing to pain and disease to buffer mechanical stress.'"

progression.'®-"2

PAIN AND
INFLAMMATION

Enhanced mechanosensitive

LOSS OF SYNOVIAL

signalling promotes pain and

inflammation, perpetuating ELASTICITY
synovial dysfunction and
ynovie < 10,12,14 Reduced tissue elasticity
restarting the cycle.'%'> ors th haniccl
alters the mechanica
environment of the joint,
increasing stress within
the synovium during
movement. /2131516
MECHANOSENSING

Abnormal mechanical loading
activates mechanosensitive
pathways within the synovium,
triggering cellular responses

associated with OA progression.*”
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HOW ARTHROSAMID® COMPARES TO CURRENT AVAILABLE TREATMENTS

ARTHROSAMID® CHANGES THE PHYSICAL ENVIRONMENT

Conventional intra-articular approaches act primarily through biological and chemical mechanisms, whereas Arthrosamid® acts
through mechano-modulation, altering the physical environment of the synovium to support long-lasting symptom relief.'2¢

CONVENTIONAL INTRA-ARTICULAR APPROACHES ARTHROSAMID®

Primarily act through chemical or biological pathways, Remodels the physical environment, influencing cellular
influencing cellular signalling before their effects behaviour and inflammatory signalling to support a more
diminish as the agent is cleared from the joint, resulting homeostatic tissue environment and address contributors to
in short-term effects. synovial pain over the longer term.
ADMINISTER INJECTABLE
<ADM|N|STER TREATMEND SYNOVIAL IMPLANT

l

PHYSICAL REMODELLING
OF SYNOVIUM

D
> BIOLOGICAL RESPONSE

CHEMICAL/BIOLOGICA
EFFECT

(o)

CELLULAR RESPONSE

!

CHANGES TO THE
CHEMICAL ENVIRONMENT
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RESULTS IN A
LONGER-TERM EFFECT

COMPARATIVE TABLE OF CLINICAL OUTCOMES
N e

Arthrosamid® 5+ years'? 2 weeks® No significant adverse events reported in clinical studies'”
Hyaluronic Acid (HA) Up to 13 weeks®” 1— 3 days®” <2% risk of mild adverse reactions®”

Platelet-Rich Plasma (PRP) 6 —12 months®? 2—3 days®® ~6% (soreness/swelling)®

Corticosteroid 2 —10 weeks® 1— 3 days®? Greater than 1-2 injections can accelerate the knee degeneration’
Knee replacement 10 — 20 years? 6 — 12 months?®*  1-2% infection; 20% dissatisfaction?*%°
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HOW ARTHROSAMID®

A UNIQUE

OF THE JOINT

MECHANISM

FIBROSIS
Increased collagen
deposition and ECM
disorganisation
within the synovial
subintimal layer.

ELASTICITY

Reduced viscoelasticity
and ability to
accommodate
mechanical strain.

OA stiffens the synovium

The osteoarthritic synovium becomes progressively fibrotic
and inelastic, losing its capacity to buffer mechanical
stress. Increased stiffness heightens mechanosensing

and nociceptive and inflammatory signalling.

MECHANICAL SIGNALS
Enhanced mechanosensitive
signalling contributes to
inflammation and pain.

following intra-articular administration.

Synovial integration

Normal intimal transport mechanisms move Arthrosamid®
from the synovial cavity into the subintimal synovium, where
it becomes incorporated within the synovial tissue.'*2¢%

EVIDENCE OF ARTHROSAMID®’S STABLE SYNOVIAL TISSUE INTEGRATION'®

Histological evidence demonstrating the progressive incorporation of 2.5% iPAAG into the synovium

At 10 days post treatment
2.5% iPAAG is distributed
throughout the synovial
cavity, following dispersion
within the synovial fluid.

At 3 months post treatment At 24 months post treatment
2.5% iPAAG is incorporated within the subintimal synovium, 2.5% iPAAG remains stably
where a fine network of collagen fibres can be observed integrated within the synovium,
surrounding the injected mechano-modulating implant demonstrating a mature
indicating progressive tissue integration. collagen network and minimal

inflammatory cell infiltration.
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A STABLE SYNOVIAL IMPLANT WITH NO SURGERY?

Mechano-modulation of the synovium e
The integrated 2.5% iPAAG implant alters the mechanical / ") 4}’1}1 JMJA\\&& T \&’\ S \vj.." j
environment of the synovium, restoring elasticity towards s

healthy tissue properties and reducing fibrosis. This dampens
mechanosensitive signalling associated with OA progression.*2®

SYNOVIAL TISSUE MECHANICS IN AN EQUINE OA MODEL (N=8 PER GROUP)?#
A comparison of synovial storage modulus (G’), a The shiftin G’ following iPAAG treatment indicates
measure of tissue elasticity, in an equine OA model. a change in the mechanical properties of OA synovial tissue.
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Stable synovial implant e
Within 4-6 weeks, Arthrosamid® completes its integration within

the su!'.)infimal synoviurr'1, forming a sfoble, non-biodegradable Jnlijjfj l‘/ﬁ/ﬁ &é \\\ ,\\ {

synovial implant.**°This stable integration helps support
12,28 ’ 2l X 5 i

long-lasting pain reduction and improved joint function.
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DOWNSTREAM EFFECTS SEEN IN EQUINE AND HUMAN BIOMARKERS

MECHANICAL CHANGE FIRST. BIOLOGICAL RESPONSE FOLLOWS

Mechano-modulation may drive a downstream anti-inflammatory response. By altering the mechanical environment of the synovium,

Arthrosamid® is associated with increased IL-1RA expression'®, suggesting that biological effects may occur downstream of the implant's

primary mechanical mechanism of action.

EQUINE OSTEOCHONDRAL-FRAGMENT OA MODEL?®

In an equine OA model, 2.5% iPAAG integrated info the synovium
and preserved joint capsule elasticity, while also reducing selected
inflammatory markers and improving cartilage outcomes at Day 70.
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CLINICAL RESULTS

Significant ! iPAAG integrated in Preserved elasticity
reduction in ! 8outof 8 treated comparable to
subjective lameness ! horses healthy joints
at Day 49 {

ARTHROSAMID® TREATMENT IS ASSOCIATED WITH
CHANGES IN SYNOVIAL FLUID BIOMARKERS'

At 3 months, synovial fluid analysis demonstrated a consistent
increase in IL-1RA, providing preliminary evidence of a potential
IL-1RA-mediated mechanism following Arthrosamid® treatment.

CLINICAL RESULTS

WOMAC i 64% achieved 76% were
improved from MCID responders
45.7 0 21.9 by 3 months at 6 months

at 12 months

16 horses
8 received intra-articular 2.5% iPAAG and
8 received saline. Followed for 70 days

Synovial integration
iPAAG integrated into the synovial
membrane in 8/8 treated joints

Mechanical response
Joint capsule elasticity was preserved at
levels comparable to healthy control joints,
while saline-treated OA joints became
significantly stiffer

Associated biological effects
Lower synovial fluid IL-8 and PGE, and
improved cartilage scores at Day 70

61 patients recruited
Synovial fluid collected before Arthrosamid®
and at 3 months

3 month synovial response

in both responders and non-responders

94% of samples
showed an increase in IL-1RA from baseline

Potential mechanistic signal
Findings provide preliminary evidence of
a potential IL-1RA-mediated mechanism

following Arthrosamid® treatment
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ESTABLISHED LONG-TERM SAFETY PROFILE?23"32

SAFETY OF INTRA-ARTICULAR 2.5% iPAAG FOR THE TREATMENT OF KNEE OA SYMPTOMS

Backed by more than two decades of research,®® Arthrosamid® is safe and effective?®®' — with no serious treatment-related adverse
events reported in clinical trials.”

LUNA STUDY RCE:EQS?ZEIEQ(IE;YE IDA STUDY ROSA STUDY

(UPTO 1 YEAR)3334 (MEAN FU: 2 YEARS)® (UP TO 5 YEARS)?33 (UP TO 5 YEARS)'32
No. of participants 199 91 49 19
Related AEs, subjects, n(%) 18 (9%) 25 (27 %) 14 (28.5%) 35 (28.9%)
Related AEs, events, n 28 4] 14 41
Most frequent
Pain from target knee 6 7 6 21
Joint Swelling 1 - 4 13
Sensation of distension - 15 - -
Reduced range of motion 10 4 - -
Synovial Cyst - - 3 -
Other 11 15 1 7

*Of note, retrospective case series uses adverse events, not adverse device effects

DEMONSTRATED CLINICAL EFFICACY

REPRODUCIBLE PAIN REDUCTION RESULTS

In all our studies'?*43¢, Arthrosamid® exceeds the MCID **of 9 points®, and improvement is maintained up to 5 years after a single injection.'?
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EXTENSIVE REAL WORLD USE

A PROVEN, ONE-STEP TREATMENT THAT’S

Ordering information

of doses of 2.5% iPAAG have been enquiries@arthrosamid.com

used in joints over the last 10 years™®
hep.arthrosamid.com
enquiries@arthrosamid.com.
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