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Move Better. Longer Introduction

HA23 - Product Profile at a Glance

HA23 is the Philippine-registered brand name of Resyno One, a premium single-dose hyaluronic acid injection
developed and manufactured in South Korea by Yooyoung Pharmaceutical Co., Ltd.

Product Name HA23 (Philippine Brand of Resyno One, Korea) . . . Lo ) )
Resyno One utilizes proprietary DVS (Divinyl Sulfone) crosslinking technology, designed to provide enhanced
Active Ingredient DVS-Crosslinked Sodium Hyaluronate structural stability, prolonged joint residence time, and sustained therapeutic effect.
Eormulation Sterile Hyaluronic Acid Gel in Prefilled Syringe Marketed in the Philippines as HA23, the product delivers the same formulation, quality standards, and clinical
performance as Resyno One, while carrying a localized brand identity in full compliance with Philippine FDA
Indication Symptomatic treatment of knee osteoarthritis registration requirements.
Dose and Administration Single 2 mL intra-articular injection
Needle Size 23G
Proven Technology from Korea
Mechanism of Action Viscosupplementation and joint lubrication
Duration of Effect Up to 6 months HA23 is based on the clinically validated Resyno One formulation, supported by international clinical studies
demonstrating sustained efficacy for up to 6 months with a single injection, significant improvement in pain
Manufacturer Yoo Young Pharmaceutical Co., Ltd., South Korea and joint function, and a favorable safety profile.

As the Philippines’ first and only DVS-crosslinked hyaluronic acid, HA23 brings globally trusted Korean
innovation to Filipino patients and healthcare professionals.

Quality You Can Trust

Manufactured under strict international pharmaceutical standards, HA23 offers clinicians a reliable,
high-quality viscosupplementation option that combines innovative crosslinking technology, consistent
injectability, and long-lasting therapeutic benefit.
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A hyaluronic acid injection for
the knee joint that lasts for 6
months with a single dose

DOMESTIC NEW DRUG

3 Special Features of HA23

nhanced Longevity
The well-packed DVSa-crosslinked structure of the hyaluronic acid gel increases in vivo

stability.

Hyaluronic acid solution provides an early onset effect, while crosslinked hyaluronic acid O CH,
gel offers long-lasting benefits. //—;s:—// 7O NN
H.C O 0 o
Easy Procedure
The particle size has been reduced to approximately 300 micrometers, and the uniformity
in particle size ensures consistent injectability. _ Short chain Long chain
crosslinking crosslinking

Dvs® agent © BDDE agent W

HA23 vs other single-dose therapies

A4l m|xe! ge o' !!!a Cross| m!e!

Other single-dose formulations

Active Ingredient

Enhanced Longevity

Central West
Medicale Inc.

Towards Healthier Philippines

HA23 It was developed with a well-packed structure compared to
other single-dose formulations, enhancing in vivo stability and

retention.

@ HAC chain

other single-dose formulations

BDDE-crosslinked sodium hyaluronate i“O HAc chain
sodium hyaluronate gel and sodium gelin 1 prefilled syringe
Content hyaluronate solution in one prefilled 0.72nm 1.2 nm (DVS® crosslinking agent + 63%)
. !
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DVS? cross-linked HAC gel + Hyaluronic acid solution

BDDE® cross-linked HA® gel

HA23 was confirmed to remain stably present over
the same period through enzyme resistance testing and in

Gel particle size Average gel particle size: approx. 300 pm Average gel particle size: approx. 800 um

. vivo degradation evaluation.
Crosslinking agent

0 cH, BDDE® . : X . .
DS’ (divinyl sulfone) P (1,4-butanediol Ty Enzyme resistance testing In vivo degradation evaluation
HC N
el i) -e- DVS cross-linked HA (HA23 ) -e- BDDE® cross-linked HA® y =0.0106x + 7.9733
120 40
B 32% degraded and eliminated over 100 days
Hyaluronic acid content » : . 35
v 40 mg of sodium hyaluronate per prefilled syringe B0mg of BDDE crosslinked sodium 100

hyaluronate per prefilled syringe 30

. 80
Injection needle 23G

21G »

— 60 More than 3 times the residual amount 20
Indications and Usage Osteoarthritis of the knee joint Osteoarhritis of the knee joint

15
40

—— . A . - . . 3752
Dosage il B el e ey . Inject 1 vial (3 mL) into the knee joint cavity as a single .
and dose. Administer appropriately based dm

ini i - I nsiderin, ng interv: months. 11.78 11.07
Administration considering a dosing interval of at least 6 months considering a dosing interval of ateast © months 0

Residual amount (%)

4I
Cummulative excretion of radioactivity (% of dose)

10

- In-vivo **C-Labelled Pharmacokinetic Study in Rats

0 2 4 6 8 0 500 1,000 1,500 2,000 2,500

Hyaluronidase 10U treatment period [Days] Time (H)
a. DVS : divinyl sulfone b. BDDE : 1,4-butanediol diglycidyl ether c. HA : hyaluronic acid

a. DVS : divinyl sulfone b. BDDE : 1,4-butanediol diglycidyl ether c. HA : hyaluronic acid
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(Improved Lubrication)

HA23 consists of a mixed gel of
crosslinked hyaluronic acid gel and hyaluronic acid solution.

HA23 DVS?® cross-linked HA® + HAC Solution Other single-dose formulations BDDE cross-linked HA
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Crosslinked hyluronic acid gel

HA23’s hyaluronic acid solution acts immediately after injection
to reduce pain, while its crosslinked hyaluronic acid gel delivers
sustained therapeutic effects for up to 6 months with a single dose.

e ™
Crosslinked hyaluronic acid gel )
; “
CRAL)
oo ge
0@ @ @ st
1) 0@ @ 1+t stage
@ o 09
P
@o
Hyaluron:ic acid solution
A

a.DVS: divinyl sulfone b. BDDE : 1,4-butanediol diglycidyl ether c.HA: hyaluronic acid
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(Easy Procedure)

Central West
Medicale Inc.
Towards Healthier Philippines

HA23 has reduced the particle size to approximately
300um compared to other single-dose formulations, providing
a consistent injection feel with uniform particle size.

HA23 D\5’ cross-linked HA° gel + Hyaluronic acid solution

20
18
16
14
12
10

Injection Force (N)

injection force (N)

o N A~ O

Distance (mm) Distance (mm)

» Injection Speed : 13mm / min » Needle Gauge : 23G

Other single-dose formulations BDDE’ cross-linked HA®

With relatively smaller and more uniform particle size, HA23 is
provided with a 23G needle to reduce patient discomfort and has
demonstrated sufficient efficacy with a single 2 mL dose.

m A Other single-dose formulations,
Dosage Dosage
2mL(1 prefilled syringe)/ 3mL(1 prefilled syringe)/
per administration per administration
: Sy, : 2.
S [e=Se
S Q
{% &gp
(5}
020%\ o) Q@ y
9‘3 C\Q
........................... Injection needIe 23G Q Injection needle 21G
& NG

v

a.DVS: divinyl sulfone b. BDDE : 1,4-butanediol diglycidyl ether c.HA: hyaluronic acid
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HA23

Phase 3 clinical JEETIGE At 12 weeks post-administration, evaluation of weight- Phase 3 Clinical
trial results Dutcome bearing pain demonstrated that HA23 was non- trial results
01 inferior to the control group. 02-2

SEI::I]nda[‘y At 2 weeks post-administration, HA23 showed a statistically
Hutcome  significant improvement in WOMAC-Total scores compared to the
control group. “**”?

f. WOMAC (Western Ontario and McMaster Universities Arthritis Index): An index for assessing function, pain, and stiffness in daily life. In
this study, WOMACf was not directly measured; instead, data converted from KOOS results using a transformation formula were used.
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Phase 3 Clinical Secundary At 2 to 4 weeks post-administration, the average per-patient
trial results |]ut[:|]mg rescue medication usage per visit was statistically significantly
02-3 lower in the HA23 group compared to the control group. e-o0es)

Phase 3 clinical Secundary At 2 and 12 weeks post-administration,
Hutcome  HA23 showed statistically significant improvement in KOOS-
Total scores compared to the control group.

trial results

02-1

Additionally, at 2 weeks post-administration, HA23 demonstrated statistically significant improvements (P=0.0212,0.0436)
compared to the control group in KOOS-pain, ADL, and Sport/Rec domains (p=0.0229, p=0.0046, and p=0.0282,
respectively)

—-@- HA23 @ Control Group ~®- HA23 ~@— Control Group
35 71 prm— — 40 —
N *

30 ] ( \
- 25 | * = 30
o]
5 N T 2
E 20 Good 8
3 T 5
A 15 =

i 20 —
2 0 = *
s g
é / - 10 | ——
0
5 — L4 -
R Week 4 Week 12 0 ‘ ‘
-10 Week 2
Week -2~0 Week 0~2 Week 2~4 Week 12
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—
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d.VAS: Visual Analogue Scale(*] 7} o} 2 71 % 1e) KOOS : Knee Injury and Osteoarthritis Outcome Score f.WOMAC : Western Ontario and McMaster Universities Arthritis Index
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HA23

Phase 3 re- Phase 3 re-
administration At 12 weeks after re-administration, evaluation of weight- administration

e L G bearing pain demonstrated that HA23 was non-inferior
01 to the control group.

- Week 0 ~ Week 12 : Primary injection PPS 153 subjects (HA23 : 80, Control group: 73)
-« Week 24 ~ Week 36 : Repeated injection PPS 90 subjects (HA23 : 47, Control group: 43)

At 6 months post-administration, HA23 showed a statistically
significant improvement in KOOS-Pain scores compared to the
02-2 control group. (-ooss0)

clinical trial results

—@— HA23 @ Control Group - HA23 —@- control Group
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Phase 3 re-
administration

clinical trial results

02-1

At 6 months post-administration and 12 weeks after re-
administration, HA23 showed statistically significant
improvement in Total KOOS scores compared to the control

group.

(6 months, P=0.0462; 12 weeks post re-administration, P=0.0467)

Phase 3 re-
administration

clinical trial results

02-3

At 6 months post-administration, HA23 showed a

statistically significant improvement in WOMAC({-Total

scores compared to the control group. e-oo9
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%] 1e) KOOS : Knee Injury and Osteoarthritis Outcome Score

e. KOOS : Knee Injury and Osteoarthritis Outcome Score f. WOMAC : Western Ontario and McMaster Universities Arthritis Index
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HA23 HA23

Safety & Conclusions Product Information

Product

Safety Information

HA23 demonstrated a comparable safety profile to the control group
(BDDEb cross-linked hyaluronic acid).

Initial Administration Re—administration
HA23 Control Group p-value HA23 Control Group p-value
Lo ﬂhfif::rzgfﬁm 48.42% 47.73% 09252 4727% 36.17% 02577 HA23 is
ot o S eAE) 9.47% 1705% 0.1295 14.55% 19.15% 0.5340 it i asingle-dose hyaluronic acid injection
B oy 0% 227% 02299 3.64% 426% 1.000 e :faé\?si‘l'?fi:;ﬁ,ﬂ:::yfﬁmTﬂ.s: :;f::\d (4 Enhanced longevity
gd;rgdsye gi‘slgg;sﬁi?ﬁgﬁ 0% 0% ) 182% 213% 1,000 natural hyaluronic acid solution.

The DVSa-crosslinked hyaluronic acid gel

(4 Improved lubrication effect with a structurally well-packed crosslinked
structure enhances in vivo stability.

The hyaluronic acid solution provides

an early onset effect, while the @ Improved injectability
crosslinked hyaluronic acid gel

Conclusions delivers a long-lasting effect.

by, The particle size has been reduced to
Iy . . .
y i approximately 300 micrometers, and the uniform

particle size ensures consistent injectability.

HA23 is

. . . - . . . . Active ingredient - Content A 4:1 w/w mixed gel of divinyl sulfone-crosslinked sodium hyaluronate gel and sodium hyaluronate solution
has demonstrated rapid pain relief and clinical efficacy in patients with knee osteoarthritis.

Dosage form Prefilled syringe injection (includes 23G needle)

demonstrated non-inferiority in the reduction of weight-bearing pain at 12 weeks post-administration

compared to the control group. Indications - usage Osteoarthritis of the knee joint

Administer one vial into the knee joint cavity as a single dose, with appropriate re-administration based on
symptoms, considering an interval of at least 6 months.

Dosage - administration

showed statistically significant improvements in various KOOS indicators at 2 weeks post-administration.
Development - Clinical Trials -

. Yoo Young Pharmaceutical
Manufacturing - Sales

demonstrated a statistically significant reduction in the average per-patient rescue medication use per visit Approval New drug approval: October 30, 2020
compared to other single-dose formulations.

b. BDDE : 1,4-butanediol diglycidyl ether c.HA: hyaluronic acid e. KOOS : Knee Injury and Osteoarthritis Outcome Score a.DVS: divinyl sulfone
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HA23

Move Better. Longer.

HA23

References

Scientific Foundation of HA23

Molecular Architecture Designed for Joint Preservation

HAZ23 is a single-dose intra-articular viscosupplement composed of a mixed gel system of

divinyl sulfone (DVS) cross-linked sodium hyaluronate with sodium hyaluronate
solution.”

Molecular Profile

High—molecular weight hyaluronic acid
2,000,000-3,000,000 Daltons

DVS cross-linked three-dimensional network

 Enhances viscoelastic recovery under load

* Increases resistance to enzymatic degradation
* Prolongs intra-articular residence time

* Supports sustained biomechanical function

High—molecular weight hyaluronic acid more closely approximates the rheological
behavior

of healthy synovial fluid, contributing to improved lubrication and shock absorption.',?
DVS cross-linking enhances structural durability compared with linear HA formulations.?
Clinical Performance

Phase 3 clinical evaluation demonstrated”:

* Reduction in weight-bearing pain (VAS)®

* Improvement in KOOS total and pain domains?

* Improvement in WOMAC total score*

* Sustained benefit up to 36 weeks following administration’

» Comparable safety profile to BDDE cross-linked control’

Resyno One® is approved by the Ministry of Food and Drug Safety (MFDS), Republic
of Korea.®

HAZ23 is distributed in the Philippines by Central West Medical Inc.’
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