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Treatment Landscape for Intradiscal

Tharaniac

Pre-clinical

-
Anses

AMGO0103

Hydrogel

QRTHOSON

EGDiscGenics:

IDCT-001

&intralinkspine™

smesoblast
MPC-06-ID

VIVEA

bip_restqru‘fi ve
BRTX-100

& FibroGenesis
CybroCell™

g Hydrogel

ReGelTec

(Rexlemestrocel) Via Disc NP
VIVEX | |ORegenexr
Sy S PL-Disc
Via Disc
CREATIVE HEIHGAL
\ ) . HECHNOLOGY HOLDINGS, I Ir'-c
aes SpineBiopharma StemSpine®

Remedisc®

FDA enforcement
action

U.S.STEMCELL

Stromal vascular
fraction

Cells, Gells, Nanotethers, Peptides, Oligonucleotide Decoy &




Treatment Landscape for Intradiscal
Therapies
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Treatment Landscape for Intradiscal
Therapies
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Over Past 20 Yrs, 15 Therapies Developed, 7 Remain Active (for FDA
Approval): DiscGenics, Mesoblast, BioRestorative, ReGelTec, AnGes,



Sponsor

BioRestorative

Therapies
n=68
(goal n=99)

Mesoblast

n=100

Mesoblast

n=404

Mesoblast

(goal n=300)

DiscGenics
n=60

VIVEX

n=28
VIVEX

Product Phase Intervention
BRTX-100 40M hypoxia-
FDA Fast Track  Phase II cultured autologous
Designation BM-MSCs
Low dose (6M) and
Rexlemestrocel-L high dose (18M)
+ HA Phase II MPCs + HA

Rexlemestrocel-L Phase III (Part 6M MPCs + 1% HA
+ HA A) and 6M MPCs

Rexlemestrocel-L Phase III (Part

Control

Needle sham

2:1

Intradiscal HA or
saline
3:3:2:2 °

Intradiscal saline e
1:1:1

Intramuscular

Saline °
1:1

Intradiscal saline or

Low (3M/mL) & High Vehicle (Placebo) e

+ HA B) 6M MPCs + 1% HA
IDCT (DGX-A01) Phase I/II (9M/mL) IDCT

VIA Disc NP Nucleus Pulposus
(VIA-2021-001)  Pilot Study,  Allograft

VIA Disc NP

t rv A o o~ o~ o~ o~ n . 1 — 1

2:2:1:1

N/A

Nzedlle sham

Primary Endpoint Secondary Endpoints

=30% | VAS
=30% T ODI @52

weeks VAS, ODI, RMDQ, SF-12, FRI
Pfirmann grade (MRI), VAS.
Safety (AEs) Qol, ODI, SF-36, WPAI

=50% | VAS
15 pt ! ODI Pain/Function responders,
@12/24 months opioid use

VAS @12 30% VAS !, EQ-5D, ODI, Opioid
months cessation
° ODI
° EQ-5D
=30% | VAS ° MRI
@52 weeks ° Mobility
° NRS
° ODI

MCID (=30% { e  MRI
VAS) @24m e EQ-D

Key Results

Blinded Data:
90% VAS >50% | @52w
70% ODI >50% T @52w

6M MPC group { VAS @24m compared to baseline
(-43.93 vs -23.55)

6M MPC ODI change T @24m compared to
baseline (-23.70% vs -15.47%)

° CLBPLTM w/ MPC+HA had significantly
improved pain @36m (VAS, ODI)

° ! in pain through 24 months with enhanced
results in CLBPLTM subjects (VAS, ODI)

° 40% ! opioid use @24m

Ongoing

° 62.8% 1 VAS

° T Disc volume @52w in high dose group
(mean change = 249.01 mm?3)

° Continued to increase @104w (mean change =
402.12 mm?3)

. NRS | 7.1 - 3.6

° 64% achieved/exceeded MCID back pain
severity

° ~559% participants reported back pain severity
score of =3 @24m

° ODI | 53%



Intradiscal Cellular Treatment for CLBP

* 4 Studies Allogeneic Cells - 1 Study Human

Splne Umbilical Cord Cells - 1 Study Expanded Allogeneic

Calls
Cell-Based Therapies for lumbar discogenic low
back pain - a Systematic Review and Single Arm
Meta-Analysis

Tao Wult, MD; Hai-xin Song2t, MD; Yan Dong3, MD; Jian-hua Li4*,
MD

1 Department of Rehabilitation Medicine, Sir Run Run Shaw Hospital, College of
Medicine, Zhejiang University

2 Department of Rehabilitation Medicine, Sir Run Run Shaw Hospital, College of
Medicine, Zhejiang University

3 Department of Rehabilitation Medicine, Hangzhou Hospital of Zhejiang CAPF
4 Department of Rehabilitation Medicine, Sir Run Run Shaw Hospital, College of
Medicine, Zhejiang University

RESULTS

Search ID’s 1393 articles, of
which 6 studies were eligible for
this review. Studies were from
2006 to 2015 & 74 pts were
included.

SAFETY

No SAE’s reported in the
studies.

No tumor formation observed
during fellow up period.




VAS Response after Treatment

Z-Value p-Value

Study name Statistics for each study
Difference  Standard Lower Upper
in means error Variance limit limit
Kenneth Pettine 2015 -56.125 0.800 0.639 -57692 -54558 -70.188
Xiaodong Pang 2014 -53.333 6.770 45.833 -66.602 -40.064 -7.878
Domagoj Coric 2013 -22.333 1.030 1.061 -24352 -20.314 -21.681
Lluis Orozco 2011 -46.200 1.659 2752 -49.451 -42949 -27.851
Hans Joerg Meisel 2006 -43.703 6.137 37.664 -55.731 -31.674 -7.121
-44 158 9.000 81.008 -61.799 -26.518 -4.906
Heterogeneity
Q-value df(Q) P-value I-squared Tau squared Tau
675.9 4 0.000 99.4 388.4 19.7

0.000
0.000
0.000
0.000
0.000
0.000

-70.00

Difference in means and 95% CI

-35.00

0.00

35.00

70.00

Decreased pain score (NRS

r treatment: The pooled mean difference in pain score from baseline
to follow-up points wa 44.2 pomts decreased (95%Cl: -61.8 to -26.5, p<0.001, 1°=99.4%)



ODI Decrease after Treatment

Study name Statistics for each study Difference in means and 95% CI
Difference Standard Lower Upper
in means error Variance limit limit Z-Value p-Value
Domagoj Coric 2013 -27.649 0.555 0.308 -28.737 -26.562 -49.849 0.000 O
Hans Joerg Meisel 2006 -42.083 2 665 7.104 -47.307 -36.859 -15789 0.000 "
Kenneth Pettine 2015 -36.768 0.369 0.136 -37.491 -36.044 -99.606 0.000 (m ]
Lluis Orozco 2011 -15.158 0.663 0.440 -16.457 -13.858 -22.861 0.000 O
Xiaodong Pang 2014 -40.444 2.205 4861 -44.766 -36.123 -18.345 0.000 e
-32.249 4770 22.751 -41597 -22900 -6.761 0.000 —|—|-
Heterogeneity
Q-value df(Q) P-value I-squared Tau squared Tau -50.00 -25.00 0.00 25.00 50.00
887.1 4 0.000 99.5 111.2 10.5

Decreased Oswestry Disabiti -100) after treatment: The pooled mean difference in ODI from baseline tc
follow-up points wak 32.2 points decreased (95%Cl: -41.6 to -22.9, p<0.001, /’=99.5%).




Intradiscal Autologous vs Allogeneic
Cellular Treatment for CLBP

* Autologous Cells - 23 Studies
* Mean VAS Reduction - 45
* Mean ODI Improvement - 32 (65% overall fxn improvement)
* Allogeneic Cell - 7 Studies
* Mean VAS Reduction - 43 s ST WO,
* Mean ODI Improvement - 32 Mean percentage reduction = 2 (Dt tafjtaj = Etion; X #5)

General averview of included clinical studies and human case reports examining the effect of cell transplantation for low back pain alleviation or disc degeneration repair.

North erican Spine Society Journal (NASSJ . 3 . Authar Year Res U y) Site Made Product Cell density Volume and carrier n Control(s) n Efficacy Safety Type
Am P R ( ) Cell-Based Therapies for lumbar discogenic low . PrT— . v e
. 2 : . e 3 o spange ssramal cells
journal homepage: www.elsevier.com/locats/xnsj back pain-a Systematlc Review and slngle Arm Orazen 2011 3 1 D Autalogeus BM-MSC 10:10°/mL. 0.5 1.5mL saline 0 v v
5 Centeno m7 i Autologous BM MSC 23510 felise 1-3ml 10-200% PL/PBS 33 - » »
M eta _Ana Iysl S MNoriega 2021 3is j1s] Allogenic BM-MSC 12.5:10° /mL. 2ml saline Unclear Muscle anesthetic  Unclear v v
Advances in Spinal Regenerative Therapies Papadimitrion 2021 2 i} Autalogous BM-MSC 1= ml lmL 20% serem/F12 - 10 . . v v
v = " VT Amirdelfan 2021 3 j1s] Allogenic MPC High: 18x10° /dise 2mL HA &0 HA (Vehicle) 20 v 4
Comprehensive narrative review on the analysis of outcomes from cell Tao Wult, MD; Hai-xin Song2t, MD; Yan Dong3, MD; Jian-hua Li4*, B ) Lonw: 610° el o Saline (Placebo) 20
3 e % 3 = X MD Jung 2013 1471 <05 w Autalogous AD-MSC Unspecified Unpecified 3 . . *® v
transplantation clinical trials for discogenic low back pain Piccirill M7 (48] 1 I Amologeus  ADMSC Unspecified Ll solution 2 x v
Kumar 7 [491 1 1] Autalogous AD-MSC High: 20x10° Adisc  2mL HA 5 v v
3 'y Lowe: 10x10° /disc 5
Jordy SChOL Daisuke Sakai Bates 2022 [50] 1 D Autologous AD-MSC 1108 felise 1ml saline 9 - - v v
Tokai University School of Medicine, Department of Orthopedic Surgery, 143 Shimokasuya, lsehara, Kanagawa 259-1198, Jgpan t t Zhang w22 [511 2 D Autologous AD-MSC High: 20108 /disc ~ 2mL HA 25 Saline (Placebo) 25 x X
e r rea m el Mid: 10x10° /disc 25
Lowe: 55108 felise 25
Pang 2014 2 j1s] Allogenic UC-MSC 1 10° /L 1ml solution 2 - - v v
Meisel 2006 2 D Autalogous ND-C Unspecified Unspecified 1z Discectomy-caly 16 v x Chondrogenic
Machicda 2015 3 j1s] Autologous NPC ~1.5x10° 0.7 mL saline 9 - - v v cells
— S Tschugg M7 «0.5 j1e] Autologous WD-C Unclear PEG + serum + media 12 Discectomy + 12 x v
HA (Vehicle)
Schwan 7 [59] ne o Autalogous D-C Unspecified Saline OR, 10 Discectomy-caly 10 * v
*palymerizing scaffold
e Beall 220 [601 1 4] Allogenic NPC Unclear 1.75ml NP tissue 16 Saline (Placebo) 4 v v
Conservative care 4
— tS Hunter 2022 [61,62] 1 1] Allogenic NPC Unclear 1.75mL NP tissue 140 Saline (Placebo) 39 v Cd
. Conservative care 39
Foley 022 [63] 15 i Allogenic NPC High: 9x10° /disc ImL HA 20 Saline (Placebo) 10 ¥ Cs
1 z Lowe 3x10° /disc 20 HA (Vehicle) 10
0 e C re a S e G Xuan 2022 [64] & j1s] Autologous WD-C 4-7x10° /disc 1-3mL saline 18 Discectomy-only 22 v v
Caric 2n3 [65] 1 1] Allogenic AC 1010° /mL. 1-2mlL fibrin 15 v Cd
Comella M7 [66] 1 D Autologous SVF 30-60:10°/1-3 disc  1mL PRP 15 - - v v Mixture of
Pettine M7 [67-69] 3 j1s] Autologous BMC 130x10% /mL. 2-3mL solution 26 v v cells
Wolff 2020 [70] 1 j1s] Autologous BMC Unspecified 3ml solution 33 v v
Ramos 2020 1711 1 o Autalugous BMC Unspecified Unspecified mL PRP 1 * v
El-Kadiry 2021 1721 1 ] Autalogous EMC Unspecifiad 1-6m salution 13 " v
Jerome 2021 1731 <05 jis] Autalugous BMC Unspecified Unspecified 3 . . * v
Schol J, Sakai D. Comprehensive narrative review on the analysis of outcomes from cell *" mmoo e 0 kg A el | il 13 pesdomyony 12 v v
suture
- » »

transplantation clinical trials for discogenic low back pain. N Am Spine Soc J. 2022 Dec 22;13:100195 Sch a1 sl o Aulogous Uapecihed | _ Jopuslaicn 1

BMA + AT + Plasma
Haufe 2005 1761 1 sl Autalugous HSC Unspecified Unspecified 1w . . v x




Allogeneic MSC's - Rexlemestrocel-L

LS Mean VAS for LBP in Entire Pt Population

(95% CI)

eline

of Change from Bas

_lO —

_15 —

-20 4

-25

-30

= MPC (n = 139) = MPC+HA (n = 139) Control (n = 139)

* =p < 0.05 MPC+HA vs. Placebo

MPC + HA: VAS
improvement 60.4 to
31.4: 29 points

48% @ 12 Mos*

MPC + HA: VAS
improvement 60.4 to 33:
27.4 points

45.4% @ 24 Mos*

*stat sig

Improvements
consistent out to 3 yrs



Allogeneic MSC’s - Rexlemestrocel-L

LS Mean VAS for LBP in Pts with CLBP of Shorter
Duration than the Study Median of 68 Mos

(95% CI)

of Change from Baseline

Mean

LS

_10 -

_20 —

-30 4

_40 —

1 1 @ ‘@ @ @ @
\:; T
\~ \
——\ I
| | | | | | -
% % % % % % %
Ooé Ooé O/? O*’? O/? O*’? Ooé
$ 4 4
N Ny
Vi
= MPC (n = 66) = MPC+HA (n = 62) Control (n = 66)

* =p < 0.05 MPC+HA vs. Control

#=p < 0.01 MPC+HA vs. Control

@ =p < 0.005 MPC+HA vs. Control

A =p < 0.05 MPC vs. Control

MPC + HA: VAS
improvement: 36.7
points

61.9% @ 12 Mos

MPC + HA: VAS
improvement: 36.2
points

61% @ 24 Mos
MPC + HA: VAS
improvement: 37.3
@ ReUAts;
62.9% @ 36 Mos
Improvements consistent
out to 3 yrs



FINAL PRODUCT PREPARATION

Nucleus Hydrate
Gl Pulposu d
Solution P Allograf

s Matrix

Cells are suspended in DMSO-Free Cryoprotectant
Reconstitute with Normal Saline

Add to 0.75 cc NP Matrix

Inject with 20 g spine needle



Allogeneic MSC's & Micronized Disc Material

12-Month, 173-subject Pain Evaluation (VAS)

Figure 2
Mean VAS Average Back Pain by Group
miTT Population

60

50

40

— e — —

30

AU =

10

Waonth

| ———— Active Allograt  — — — - Placebo — - — Conservative Care |
Active Allograft n=120 n=111 =120
Flacebo n=30 =27 n=30
Conservative Care  n=23 n=23 n=22 n=23

Active allograft: VAS
improvement 63.9 to 29.9:
34 points
53%

Placebo (saline) 12-month VAS
Improvement 66.9 to 36.43:
29.6 points
45%

Conservative 1 are crossover
to VIA Disc VAS improvement
70.39 to 23.8:

46.6 points
66%



Allogeneic MSC's & Micronized Disc Material
12-Month, 173 subject Oswestry Disability (ODI)

Figure 3
Mean Oswestry Disability Index Score by Group
miTT Population
60 - Active allograft ODI improvement
51.9 to 24.5:
Lk 27.4 points
53%
40 -
Placebo (saline) 12-month ODI
30 4 Improvement
51.8 to 27.8:
20 - 21 points
42%
10 4
Conservative care cross over to
01 . ' : . . : : : : : : : VIA Disc 56.2 to 19.8
i} 1 2 3 4 5 M:nm Fi B 9 10 11 12 36.4 points
Active Allograft — — — - Placebo — - — Conservative Care | 65%
Active Allograft m=11% =111 =110
A e e i i




of Change from Baseline (95% CI)

LS Mean

VAS of LBP: Mesoblast (Rexlemestrocel
L) vs Vivex's ViaDisc

Figure 1: LS Mean VAS Low Back Pain Change from Baseline VAS of 60.4 — Entire Study (n=391)

-10 4 -H

-20

Month1 Month 3

MPC + HA: VAS improvemt
60.4 to 31.4: 29 points

Treatment Group

a0 o

60 o

—
a S — - . N
‘ 48% (All Pts)
Monh & Mo:wth 12 Month 18 Month 2 improvement: 36,7
Visit O
—4&— Rexlemestrocel-L (n=139) —=#—Rexlemestrocel-L + HA (n=126) —3— Placebo (n=126) pOI nts
Mea VﬂSnvlla;'?;:emBeaEI:Pahw llllll m% (LBP < 68
mos)
e N\ 71
e B, MPC + HA: ODI
“a{ improvement
“-a._k T— — —_—— — s - o
D e — 17.7 points - Phase Il
a 32.7%

Placebo (saline) 12-month VAS Irﬁprcg)ve}une’ht: 29.6 points

(45%)

VIAdisc

Active allograft: VAS
improvement 63.9 to 29.9:
34 points
53.2%

Conservative care crossover
VAS improvement:
46.6 points
66.1%

Active allograft ODI
improvement:
27.4 points

Rexlemestrocel-L

3%
Crossover to VIA5Dis?: ODI Imprvmn
36.4 points
65%



VAS of LBP:. NP Progenitor Cells vs MSCs + Allograft

Disc Progenitor Cells

High Dose (9 MM)
VAS
1 Yr (62.79%, p=0.0005)
&
2 Yrs (60.32%, p 0.0034)

ODI
1Yr (25.7, p=0.004)
2 Yrs (29.6, p <0.0001),

EQ-5D
1Yr (0.197, p=0.003)
2 Yrs (0.2174, p <0.0001)

MSCs + Allograft

VIAdisc: VAS improvement:
1Yr 53.2t0 66.1%

2 Yr 43.8%

3 Yr 54% (includes
some retreated pts)

VIAdisc ODI improvement:
1Yr 27.1 to 36.1 point

2Yr 23 points

3 Yr 26.5 (includes some
retreated pts)



Rebonuputemcel

Figure 2. Mean Change from Baseline in VAS by Visit (Completed Cases) Figure 3. Mean Change from Baseline in ODI by Visit (Completed Cases)
o) 0
- _2 -5 * Low-dose cells w/ carrier
2 o (3,000,000 cells; N=20)
8 £ 10 senes srssrssssrsssssrsssssssrassssrassasnsransnnrnsnnsansnnsnsnannnrnnsnnsnnss  NMCID ) .
£ 3 * High-dose cells w/ carrier
£2 5 —— (9,000,000 cells; N=20)
g& o -20 * Carrier alone (sodium
=4 A
5= 3 -25 hyaluronate; N=10)
* .
g 5 4 . *\ 2.08x * Placebo (normal saline;
$ S P MCID N=10)
& -35
g 0 10 20 30 40 50 60 70
0 10 20 30 40 50 60 70 sk
Weeks
=—High Dose (n=18) =——Low Dose (n=18) :lih IIDose (8n=1 8 _lF':')W E:)ose n=18)
=V ehicle (n=8) = Placebo (n=7) gicls (n=8) aceba (n=i)
100 -100 -1
* Statistically significant compared to MCID of -20mm on VAS
90 + 90 - 0.9
Figure 4. Mean Change from Baseline in EQ-5D Index Score by Visit (Complete Cases) D O s e - 80X &
T o 0.
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—High Dose (n=18) ——Low Dose (n=18) ODI = 3.08x
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Allograft NP + Saline - Approved HCTP 361 Product

ODI mean point change versus baseline:

Baseline = 28 (ITT analysis)

0,00
Baseli 1 month 3 month 6 month
-10,00
-20,00 \ 15-point MCID
-30,00
ODI Improvement - 54.8% N
-40,00 ’ !
Baseline 1 Month 3 Months 6 Months
n=35 n=34 n=32 n=30
Percent ODI Improvement 46% 56% 60%

Patient Responders

(e

215 Meanpt

oo L 73%

Improvement
3 MOs 6 MOs
N=29 N=22

NRS mean point change versus baseline:

0,00
-1,00
-2,00
-3,00
-4,00
-5,00

Percent NRS Improvement

Baseline = 4.0 (ITT analysis)

Baseli 1 month 3 month 6 month
50%
-- = —aann o -mommmmmssmmssmmmmessos Reduction--——
NRS Decrease 52.9% 20.46
Baseline 1 MO 3 MOs 6 MOs
n=35 n=34 n=32 n=30
44%, 56% 60%

Patient Responders

2 Soi'éRl\élean r73 %

Improvement

6 MOs
N=22

3 MOs
N=29



Numeric Pain Rating Scale (Mean, 95% CI)

Allograft NP + Saline - Follow-up to 2 Yrs X

o Mean NRS Values

"1l Baseline - 7.1

2- \ 24 Mos - 3.6

Baseline 1

Follow-up Interval (months)

24-month NRS Improvement:
3.5 points (49.3%)

Oswestry Disability Index (Mean, 95% ClI)

80+

(o))
o
1

o
o

Bas

_ Baseline - 53

Mean ODI Values

eline 1

Follow-up Interval (months)

24-month ODI
Improvement: 32 points

~—an A0/ N




ASCEND Trial - Design & Overview

121 5

Participants Enrolled Clinical Sites in Australia

ALLOGRAFT GROUP (N=60)

100 MG NP Allograft reconstituted with saline

20G cannula with fluoroscoepie guidance under conscious sedation

Allograft delivered into target disc(s)

1:1 98% 1-2

Allograft vs. Sham

Randomization Follow-Up at 6 Months Lumbar Disc Level(s)

SHAM GROUP (N=61)

Identical setup, sedation, and procedural duration
20G cannulainserted through skin/muscle but did not penetrate the disc

No saline or allograft detivered




VAS Back: Change From Baseline (points)

By 3 months NP Allograft separates sharply from sham and the gap widens to 30.5 points by'6 months
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VIA Disc NP B Sham
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Full Analysis Set, LOCF. *Two-sided Wilcoxon rank-sum test (nominal p, not adjusted for multiplicity). Bars show absolute mean reduction from baseline — higher =
greater improvement.



ODI: Change From Baseline (points)

Function improves in parallel with pain: NP Allograft separates from sham by 14.9 points at 6 months

VIA Disc NP B Sham
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Full Analysis Set, LOCF. ODI = Oswestry Disability Index (0-100). *Two-sided Wilcoxon rank-sum test (nominal p). Bars show absolute mean reduction from baseline.



Saline + Micronized Disc Allograft

(HCTP 361 Product)

Trial Size Location Comparator Goal

VAST (HCTP 351) | 218 Subjects U.s. saline / NSM feasfpility ana
early efficacy

ASCERD (HCTP 110 Australia sham procedure cpnflrm erjcacy

361) signal

RESTORE (HCTP 400 Us. g Iar.ge Level-1

361) evidence

* VAST & ASCEND Completed

* Data from RESTORE not yet available (~2/3 enrolled)

* (Category 1 CPT Approval application anticipated Q4 of

NN\




Intradiscal Cellular Therapy Trials - Summary

* Three large RCTs (VAST, CASCADE & ASCEND) show significant
improvement in pain & function that is sustained clinical
Improvements up to 3 years c/w previous reported data

* First Phase Il Trial showing sig dose response
curve difference & sig pain, fxn & QOL
improvements after injection of NP cell line
out to 2 yrs

* Micronized NP is available product showing
similar results to ViaDisc in single arm
cohort trial




Conclusion

* Micronized NP Use & Results are Growing
Rapidly w/ Cat I Approval Possibly in 2027

* Rexlemestrocel-L Phase III Completed May
2026 w/ Likely FDA Approval Q2 of 2028

* Trial Complete for BioRestorative

Bottom Line;

The Time for Intradiscal
Treatment Options has

Arrived and the Future

Remains Bright
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