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Off & (a 2HEE]) 718 1,471 2,999 4,541 6,876 10,025 12,455 13,630 9,268 7,878 6,696 5,692 4,838 4,112
HEE 105%  104% 51% 51% 46% 24% 9%  -32%  -15%  -15% -15% -15% -15%
& ((NAR) 933 1,912 3,809 50904 8939 13,033 16,191 17,719 12,049 10,242 8,705 7,400 6,290 5,346
GP(M ) 466 956 1,950 2,952 8,492 12381 15381 16,833 11,446 9,729 8270 7,030 5975 5,079
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<# 6> 7% OA Mot Z2Y 8% -TG-C, &5 &2 7|5 7id &nE 2F F8 f2st DMOAD #
H

7| CHA| mo[zZalely  =E7|H Az Fy=2H Foi gz F7| S 44x s A= Y
2R EEAT 3 T6-C HBME +TGF-B  CGT B¥y o WS‘Ji‘Ss \?vc(;r:igi A (MR)
Biosplice Thera. 34+ Lorecivivint wnt/B-catenin X{3i LEA sEE HEZ = (WOMAC) A (WOMAC) A (MRI)
Astellas 34 Cindunistat INOS X3l L2 BRtE 4T o X X -
Merck KGaA/TrialSpark 24t Sprifermin FGF-18 A Mz=gh chl ez 670 X 0 -
Unity Biotech. 244 UBX0101 Senolytic LEA sEE HEZ =] X X -
OrthoTrophix 244 TPX-100 MEPE AR Mz=gh chl HEY of = O X -
Galapagos/Servier 24t GLPG1972 ADAMTS-5 A 3lf L2 BRtE a7 o 0 X -
Abbvie 244 Lutikizumab IL-1a/B A3l S| Il AL AF X X -
Sanofi 2at SAR113945 IKK/NF—«B &3l LEA sEE HEZ = X X -
Medivir bt MIV=711 Cathepsin K X3} 22X EetE a7 o 0 X -
Novartis 2bA¢ LNA043 ANGPTL3 A R =5t chaf A ez of = X VAN -
F: "I} X|E - &3 VAS(Visual Analog Scale) &%= gHAle| 85 HTE Hilsts W, 715 7H4 - JSW(Joint Space Width, ZH 7+ LH|) A Azj|o| = MRIZ OA 2 TS

Hotsh= —’F—R KI_\L T 7H40| BEOETE dZ &4o| Mokl AHs 2ol 88 ¢ 7|L 25 grtg = = XIE - WOMAC (Western Ontario and McMaster Universities
Osteoarthritis Index) = £HAte| 28 7|5, 85, ZATE Eilste TT. WOMAC §32 48A1Z+ 5°+°| £ HEE gotsks HEX|. 57 g5ez FH(EAL ALe 25
o, 2ol e & mf, ot UALE £ US w, LojtM SZlo|7] ARt I, SHES %‘E &= 7). g=5Y 0~48. 38 208, =255 st 5. WOMAC 7152 48A12F S¢t
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Evaluation Form) &= 28 7|52t 852 ®rlske EESME XE. T2 gyt AEX|of g 2Ate| @7t 58 1008, 7t 5245 28 7150] £3. WOMACTH IKDC2| At
O|&: WOMACS| &< OA Sstel ZzolalH [KDCE Mt Reltl, 13 &l SsiEl HEX|

XIZ: Biomedicines 2025, 13(2), 355(https://doi.org/10. 3390/b|omedicines¢ 3020355), Zt A}, SRS AH

OEAu

1) 94 34 = gojmglel: 3A = §UASH] TG-CHt 234 3 =&
olAb 34+ Zigl mo[Zajole 1. TG-C: QIZF o]F AZA|Zxe}t TGF-BE A4ddk= 293 AlZZ(TA }_ 23))
% 3. 0| = 3 Z28} 7 3:1 vl&2 "ietd AMEZ 9 AR gAcE TGF-p+ 73737 224
s Mg 2 4BE ECM &4& ok 53H AlolEZRRICIAA A5-& AAlsk= Afe|EFRI0]
fUst Mo 3L TG-C ojA TiAA|Ee] 2] B 7|5-S S oA AR AIRHITE 2008

| 2719 G 1Vde Foll Aol 4FHEeH 2009~20144 Afo] 3719 ¢
& 28= Fel =t Assith 201590 1631 2}1} HVd 5257e] 373 Al

3o rmgid] 9JoF U] EAHoR _n__,]u]s 2 71 i W E= kA
(IKDC, VAS) 83& Y530ch 20179 74 Aokz] 20120199 59 2ol
FHa)S otk 20149 2x wl= A 24 75?4 10274 ke MRI A 9= &
A Sutel= vbgE W B A SR AAZon, B r Zrlekx] ¢
AT tiH] 125, 525, 725 @ 10453 IKDC, VAS A% &2ulstA A4,
p<0.05).
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https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0038-1676803
https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0038-1676803

[2& 4] ol= &k 24 §F 2 7|sM "ot 2t - 85 A2(VAS), 715

S =
(18 3] &= & 34t S5 & 23 7|5 "ot ant
= [ (=) S
&5 H2(VAS), 7| 7HM(IKDC, WOMAC, KOOS) 84X #elM el
A Changes in IKDC: P=0.01, P=0.02, and P<0.001 B Changes in VAS: P=0.02, P=0.004, and P<0.001
at 26, 39 and 52 weeks, respectively at 26, 39 and 52 weeks, respectively
18 - 0T T : ]
15.06 2 g
516 £ \\
£ 12.85 1325 8 5
3 14 : 3
& . -13.31 -10.31
@ 12 g PTRT:
£ 88 " * 2 -10 - ~13.25
5 10 + .81 ® -14.56 )
= 14 .
& 8- — 515
g . 5.08 = 3 -13.06
Q m/ 6o 1t 2 20
é 4 / 521 298 E
£ 5 . E .25 —
-22.28
.~ 268 g d
0 . ‘ e 244 s
B e -0 .
%lg,g\\ L A & g@\\c\“" S &
‘b’b
—<— TissueGene-C Placebo —#— TissueGene-C — Placebo

C Changes in WOMAC Score: P=0.003 at 52 weeks
- 07T
@ N
= \
s 21\
a 47 94 547
E 6 " “B06 .
= o) -9.07
g, 8 -5,3\ = 993
2 10
2
‘:t, -124 =
= -11.44
g 14+ 1
-16 — 1420 ~1351 4394
I R
%0
—&— TissueGene-C Placebo

D Changes in KOOS: P=0.003, P=0.03, and P<0.001
at 26, 39 and 52 weeks, respectively
0

s
- T

n

\_—r.1u

-10.84

-
o

-
w

KOOS (Change from Baseline)

-23.90

S & o

@
o
%'b

—&— TissueGene-C Placebo

XtZ: Human Gene Therapy Clinical Development, 2018, St=SXISH

FHM(KDC) EAE |old &l

VAS® Score Change IKDC™ Score Change

OMERACT-OARSI™ Response Rate(%)

0.0 —— TG-C o|or —— TG-C S BT15-C A%
86 86 88 81
I 52 I” I 56 56
oM M 6M 12M 18M 24M oM M oM 12M 18M 24M 6M 12M 18M 24M
AR ZLEE|IRT, SEEANEA
TG-Co| &7| &8 ol 71802 20239 ICRS(EA|FZA8L Z*H_ﬁ;‘—ﬁiﬂ of I7HE 15Wxt 7]

Zn 48 OARS| 2HE
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Fe}t FAol oA
9% SAH26/33)7F <1g A a(TKA)= ‘?:*1]
A E A A 3t o 1597 {2517 whReltal 1H e s =4
S 219%0) Eat
At FARE A7) 4 At o= 49
e ollA A 4= Atk

& 7 Sle 2 Wiz TG-C Fojol
@gcq 2de BRSO AJHL 15~7.740]
24~2799] 7| F] =)= OARSIAHIAIZT
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ol rir
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=

ol

Ho

= g2A4 Y TG-C ¥ Y8ol =9 TG-C= A7 573840
ol 6% DMOAD Sk} FQ oA olgr glo] B3 134 7
SAFICE 28 718 A TG-ColAE TGF- 87} 7] AAtE|z] ¢
o] a3t QFd 1] ARNTGE-f+ tfket =4 FollE op|g &
o]7] f&)Qld|, TGF- & Aol 293 MZEF7} HAR ZAHEH
)57] QB TGF- 5 AL g AlE 3712 ARtk Aol
3 3 Ao Az P BAZE TSR] ¢l dAA At
AHHHH TG-CE FDA $9& W= #%9°] DMOAD7} € 7oz it
Folhs TG-C 4302 EOE A=A Aok 267} Qo] ZIQ]3ith(Yl
A 14 - ICM-203, FX201. 94} 24F - XT-150).

A/ 11 o )
lr ol mlo Olr :(E’
VN R
L2 At

%0 oX ¥
o &
o, o
o2 =
it

<E 7>TG-C 2= & 34 ok &l A1t

TG-C, N=78 Placebo, N=81
s n (%) n (%) p—#&t
DE Hxtg 9 (63) 36 (44) 0.0202a
X2 oy B2xig 27 (35) 10 (12) 0.0009a
AlZt5l HALR 11 (14) 0 (0) 0.0003b
Fa 25 2 Al o S 5 0
ME 2F 1 0
ot X 1 0
oA AZ 24 1 0
chry =8 1 0
AR 2H 1 0
AZAHA Eof 2 0
AU YIS 1 0
&g 1 0
23 2 A Hoj 1 0
HEE 1 0
=H 27| 1 0
2|7 Foj 1 0
Y B 1 0
% 9 AN MM E 1 0
afzpot 1 0
HAE Foj 1 0
KA A2 1 0
o5 ¢ mst=a] Fof 1 0
g3 1 0
A2tk ekE REkg
24 ¥ Z2EY=F Tojf 1 2
IAME 1 1
E 27| 1 1
AzZbst X7 BEH fEE 1(1) 2 0.4906b
X} 2% O|AF £EH2(TG-C)
HHE 6 (8) 7 7(9)
[ 27| 5 (6) 5 5(6)
52| 85 3(4) 4 2(3)
e 7(9) 7 Q)
FAL B9 2HE 4 (5) 4 0(0)
FAL B2 2E 87| 3(4) 3 0(0)
N i 203 2 0(0)
Hlol = 3(4) 3 3(4)
=Y 2(3) 2 4 (5)
== 2(3) 4 2(3)
X}&Z: Human Gene Therapy Clinical Development, StaSXSH
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2) 2HAEMIE 34 A A SRFPT AFAAT A Ay
4

A
TG-Col 1A 74 solmeRloz ofARH =AMHIER= ARF APdo
ol dat Bng sk FRE A o= ARtk 2AHHIES] STRIDES-
X-ray (OA-11, NCT03928184)& 2~3%54 7= OA & oz 5657+ %
P GAF Kotk U BEE 1253 55 A4S NRS(Numerical Rating
Scale) A|#HE Eofl Felsk= Zollont 127F7AHER ofUe} 56F714] 52 4
45| 9okt SHAINE of® ool A1R] A FA4| Biosplicer= diE A4 €At
YRS oz 2d7te] 7] 34 4 34H0A-07, NCT04520607)& 33
o YAF FH= 485} ok, AR o NS, mISWeolH o2} Hii= 24,
4852 WOMAC &5 d4 9 7I%5 7Idolglth. o4 tARICINTH S7f
doltt. 55 A4 &sol fid A diider °F A7) Fol Aol o
woll 2YAMMHES AFofRithy s 5224 M3 m]SW) 7i4e Herd 2
7b gick. Anlogn ARdo] AojH 4853 m]SWE JfAEkA] Bk it
olzt 21781 WOMAC 715 W AF= FAFCE fomgct. 94 51 o
ol gt 4 At A7 F2o® AR 4 QAN Ao 59l 2= &

§3p7] ofsick

r

[28 5] 2elAH|EIE STRIDES-X-ray (OA-11) NRS &z} - 83 &4 &5 8z

STRIDES-X-Ray Weekly Average of Daily Pain NRS

Primary Endpoint (Full Analysis Set)

7

-0~ LOR 0.07 mg (N=248)
-o- PBO (N=252)

Pain NRS [0-10]

'S
1

N
N

T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
* Time (weeks)

AtZ: Biosplice, sH=SARS A

[38 6] Ze|AH[EIE OA-07 At LRIl — Algfist OA-112] & 2|4t

| Parent - OA-11 ‘ ’ 0A-07 - Randomized Controlled Phase | ’ 0A-07 - Open Label PBO Crossover Phase
1% LORIPBO 2 LORIPBO 341 0R Safety
Injection  QA-11 Injection Injection (both arms) = Clinical assessments
Xeray
[ 1\ 4 i v Biomarkers

Study : 0.07 mg Lorecivivint
SM04690-0A-11

(56-WeekParent 0.07 mg Lorecivivint

T T T T
Study 1E* 2E 3E 4E 5E 6E
Visit (Day 1) (Week 24) (Week 48) (Wk 52) (Week 74) (Week 100)

\ v

X}Z: Biosplice, EH=FXEA



<E 8> RZ|AH|HIE OA-07 YA IR

T s
M= A Long-Term Safety and Efficacy Study of Lorecivivint in Subjects With Osteoarthritis of the Knee
ID NCT04520607
A= 2020.8.25
E8 2023.06.30(2t=)
SHRb 276
& x| 4271 "l
23 I|E 40~80A|, BMI <40
KL2~35E2 & OA &t
Clest 85 7|& 55 2XHWPI, NRS, WOMAC &)
mJSW 1.5~4mm
Foiz Z22|AH[BIE vs 2{2F
UK M =E (4854t ol BbE, AlZtsh ol BES, mJSW s}
O|xt &M =% (24, 48F%t) &3 A2(NRS), #E 7|5 7H4(WOMAC)
23 NCT04520607
X2 Clinicaltrials.gov, SHSXEA
[23 7] mJSW =& N Mo [O8 8] 7|5 M2 48FXITt &Y [OF 9] AN Hel=R| 42 &5 A&
Results: Structural Improvement FAS Results: WOMAC Function Results: WOMAC Pain
I}
. tn - i "
gu . ;mwmg H :m ‘; i { —T:(;E.ll.'/rg % L ; 1 k y ; ) j»xp?;nnrm;
’; “ et g E— I -+ PBO Gossovr e LOR é R } -+ PBO Crssover o LOR
:Egu E 5 N e R B [ -4
TR P—————— N 7 N N N S R $
E:Em G ;‘ ! AN . ) f;. * .8
i : Y LT § S
i 5 &
3 H ¥ § * *
3 4 g 3.w
i: Study OA-11 Study 0AQ7 Crossover 9 Blinded (Site and Subject) Crossaver g Blinded (Site and Subject) Crossover
* Mﬂl‘_iﬂl M\E:Wmiﬂ\ umlr‘mum VI;ME:‘WBIHN\ E M\Emml) ViniE(lﬂukli) mm:ﬁr‘wmm hl!E(‘WniM Wnllﬂcisd"m 3 v(msm-m Vl“i(‘*‘ll) VBK]EI‘V‘Q‘“\ ME(‘V‘HU‘\ Viﬂiﬂ:hdﬂml
QAT 3t njection (OAL? Ind Ijection | Cressover DAL 15 Injectic A7 2nd Injecsion | Cressover AT 15t Injection (0A-07 2nd Injection | Crossover

AtZ: Biosplice, S FARS A

QA+ oAb mlo| =20l 9,
=] oAb A1} QHESIX|
2 LNA043E H 2|5}

e nE Maf

e 2

(o]

XIZ: Biosplice, eH=EAISH

3) Y4 24 molmalRl: 97) mojzalel
1. Cindunistat(SD—-6010): =4 LA
. Nitric oxideE

positive loopE
% Mol Asgick. 34 INDE A%

2. Sprifermin: Q17F Ad-fopA2E A7 QIAF-18(FGE-18)
71of5t= WiA2] gaidolt), 55 A9 2y ASAE

Al A 22 F

ol AZ AA =717} =3} oAk 2AF Alg]

emeg Fof B2 gl o

o fouF S UFIAL
=7} 30ug Fo1F- B 0.02mm
on, SIokEe] 49 B 0.07mm
717) 29k

% 871 Al
15

AA|5= 28 7]-oltk QA9
4, dEAIE MRS fEs] wEgS ofeleled
ol 7] Slsh sy, o 24 Ak F2H OA W, B
oL}t Ay 52 A A3lgch

)

X2 Biosplice, sH=EAISH

S @AGNOS) oA A8xts)st
oAl NOE g% op7], MMP &
AFYAEIELE o] o4

4 FAAL FGF-182

A7t 67hLutt 100mge] A

AE FAE Het 0.05mm F7s {1k tiH] FA1A

ol &% oj&4 At A
%71, 100ug Fold-e
t}. & WOMAC 5% Ag= daAl

A= A 57+ A
B 0.04mm S7FH



https://clinicaltrials.gov/study/NCT04520607?term=%20Lorecivivint,%20oa-07&rank=1
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Sfonz FHAY ABAR 59 W & ik FDA 59 71FS 724 A
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FE. LA ZE E54
AL EZRQL MMP, ROS A4S EX08f A=F 22| 42 op7|3ith UBX0101=
SO LSS HeA o2 Apdobd Ao A, IE Ao FAskEH
OA7} A5 Aold= A& FHolt. A4 24 23 2421 WOMAC &%
a7t TEEA] orot Aufisitt,
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e
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FI'F
=,
|
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4, TPX-100: 278 ZAIZA B281] Wsiz]er OAAE Asteh 2t
SE MEPEOIA ShIE @4 Wetol= SAMA. QAT 2b4F 23 9%t 24
25 6719, 127094 9B Aol BEHA itk o 24 BEQd
WOMAC 5% @zt SRISITE QA 342 oba] Akl glgkort, et
sfeehe DMOADES] 491 7H54e girka Besi,

5. GLPG1972/5201086: ADAMTS-5 ABASRHE oA, A} 24 A} 515
et ¥ A+ Fof Al WOMAC &% A4, & AAde] ERI=|A] grof Ay,

6. lutikizumab: IL-1 A A4 24 23} 25 714 o} FAF Al WOMAC &
T A, GE A RIS oot A

7. SAR113045: KK 24512 oA, 9 9 o) 54} 23 WOMAC
5% a2 15 glob Auflck

8. MIV-711: & &5 1lj7l)5k= Cathepsin K Z2E]oJo] = A AEASIRIE.
2672 o oF §1 A Folgt Y 24 At 552 AAATIA ZFAN A=

ABE Skl A% B4 Aol 2653 WOMAC 5% 447F folw]
Sl 22Tk SRISAR Medivirte 27} 1S Wajela) 947 Slck

9. LNA043: ANGPTL3 ©Hid, o1& 7|4 A Z2 0= 7idisict ohdA 2ol
o} QA 24 AT} 43 7HA 02 [NAM3S EojFS uf ZAMH o|dL T
ZE) 7] okt A AAF 2bAF A Folm 2027d haE dAolct



e HA 2HEE Sl
DMOAD & 7t

lll. TG-C DMOAD 2% 591 J1sdS HX}

DMOAD 9}0* U= H St ‘?:_‘-i} E% 1139} A= A e e

VA Z-?ig} MAC 7H**° on| Jil 33 } ]5.1 W 2781 B
7411422 %O 5& o WEQY] vl B4t Sold nl=w oA 3elME

A =4 W T 2709 i 3YelM s DMOAD <9l 84 2+
o Bull AlvE] 24" 202890 OA & DMOAD A=AZ 5Al 5&E 7Fsat

o Bpzlog O] 2 7RsAE UEE Eart k. 5 Base AU A9
20289 B5 OA A|=A|Z FDA %<1 & HEo] dAS 74 20329 DMOAD
= 9}11- /\o]HP— 740]1:]- E/\;ﬂ oz 1413]-‘— o] = MRIZ ¢ZF ZH/;@,% %1%
She Wolkert &7] wiZeld. IA = oA 34, U]"—_HL W 2ol TG-Cofl
olat AT A ATFAL TAFAT AR AT Hojo] EAA Lol T
2] FITHWORMS:; Whole—Organ Magnetic Resonance Imaging Score =4 7]
). Y2 F o= WORMS 489 3HA mlfoz 43t WORMS £

e o] 23 Folo] ol W] A3 A &4 Blels A
1=

FRFEZE vl M 3 AA HASE Foll TG-C 9= A a3t 45
Atk 1) 71E e sl €= BHE ol TG-CY A= Aol
& Z3 4 (medial TFJ; tibiofemoral joint))2] & ZHAY
NCT03291470 Aoll= MOAKS(MRI Osteoarthritis
Knee Score) B7FH& 28 =1 A4 AE =& ZolH, 3) 2}
S So(TG-C Foiotat oF 6807, k= 4 tiH] 4u))) B4 7ke] A=
TE =01, 4) ‘—TL—71\—7H41 ™ 717k 2470 Sl A 7hs e B o]
ot 75 OA Ak E44 A2 AlRto] o] et Hrizos ofstert= gl
the d= Aetetd J’}Z 717k A& 9o} TG-C Foit 7] 85 Afol=

o 74 % gk
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<E 9>TG-C & OA & 38t 7R

ID NCT03203330 NCT03291470
A Study to Determine the Safety and Efficacy of Study to Determine the Efficacy and Safety of
= TG-C in Subjects with Kellgren and Lawrence TG-C in Subjects with Kellgren/Lawrence Grade
Grade 2 or 3 OA of the Knee 2 or 3 OA of the Knee
INESTEY-S 2018.10.30/2026.07.10(FH) 2021.12.09/2026.03.06(Fd)
NS 535 531
467 H2l(Ya2tufot, ofz| =L, 2| EL o}
Z&d|ot, E22[ch, =X|o}, 2|0l 2774 Hl(ol2| =L, Ha|zuot, E22|ct,
oIl X|od FOo|X|ofut, BHEHHE, HE2IAT}, 72, otolctz, Y2|ol, o|A|Zh o|Fa|, yHtch

Lajigatolut, 22ats0l, HAMO|LL,
APeAZiz|ZU ol EUAl, BIALA, FEL
B x| of)

40M| o|&H BMI 18.5~40
KL2~35=2 25 OA &t
VAS 7|& &5 =240

OARSI 7| & W% USN 1~25

T

el

58, =2vEatloiu, 230/,
AFPAZRIEL 0, HAIL, 4R

40A| 0| Ak BMI 18.5~40
KL2~3532 & OA X
VAS 7|& &5 240
OARSI 7| & LHZ JSN 1

3g)

Rl

l

=
255

FoiZ

TG-Cvs 92t

TG-Cvs 92t

AR} 2y

rE
o

(127H&%H) VAS 5F 13t WOMAC s}

=
Ol &t =E (127H&XD) = XM (MRl WORMS)

E (1270€%}) VAS £ B3t WOMAC
Al

A FHA ME(SF-12v2) B¥ist ot
WOMAC &8 #st

(127H&xt) 12 XA (MRl WORMS/MOAKS)
AR PH QA M4=(SF-12v2) vist "ot
WOMAC &7 3}

AZ ot M2(HAQ-DI, OfX|) Hst "ot 742 "It ME2(HAQ-DI, ZO{X|) st Hot

X}Z: Clinicaltrials.gov, SFHSAESA
<E 10> 0|= A 34 Protocol ¥ &H=2} H|1
T= o= sh=
at = 2a9|, olZ =7, iz, o
Ak 7|2 o= L 2k 8071 AOIE st L 1270 AfOlE
RN 1,020 ¥ 159Y
K&L Grade Grade 2 £+ Grade 3
=2 TG-C: 6809 / 2I2k 340H TG-C LD: 78Y / 9ok 814
SieSavlbds 2471¢ 1271€

Z VAS, WOMAC Total* IKDC, VAS

MRI(MOAKS), SF-12, HAQ-DI

WOMAC, KOOS, MRI(WORMS), JSW, Biomarkers

7|EF Hot W

JSW, Liquid Biomarker, IKDC &

Claim Range

F oS, £yl

F gopHs

1 SF-12 - The Short Form (12) Health Survey is a 12-item, patient-reported survey of patient health, HAQ-DI - Health Assessment
Questionnaire Disability Index, KOOS - FEFAFHSEMAEZ LI}

Az FARLE

ElfZl, s=eRsd


https://clinicaltrials.gov/study/NCT03203330?term=NCT03203330&rank=1
https://clinicaltrials.gov/study/NCT03291470?term=NCT03291470&rank=1

[2® 10] 8= 2|4+ 34k MRIWORMS 7| AT} — witq Zta Zsk mhat
Medial Femur Medial Tibia
60 18
:
40 — 13 . e - ‘T

Relative Change from Baseline 2>

Months after Treatment

Relative Change from Baseline [0
@

— 1
-2 1<) 12

Months after Treatment

—&— TissueGene-C — B - Placebo
—&— TissueGene-C — I Placebo
C Lateral Femur D 5 Lateral Tibia
20 £
© ®
8 |
o 2 10
5 § &
= & _
@ @ -
=] -3 oo
c £ 5
2 2 = 4
[+ o =
] L]
= =
k] 50 1
2 s o 5 12
Months after Treatment Months after Treatment
—&— TissueGene-C — W - Placebo —&— TissueGene-C — I - Placebo
XtZ: Human Gene Therapy Clinical Development 2018, st=2SAES#

S it o I = = %
(28 11] &= 4 34 MRIWORMS E7h 21} — Wi Zi 3 HE o E7F 2t
Medial Patella Lateral Patella
10 - 15
28 -
3 6 3 10
o o
@ //" @
£ 4 T = E
£ i &
§, 2 - ) / §.
2o 1 1 2
o (3]
g 20 6 12 Q
£ 2
° 4
2 2
-6 -10
Months after Treatment Months after Treatment
B~ Placebo —4@— TissueGene-C B~ Placebo —4@— TissueGene-C
Medial Patella Femoral Lateral Patella Femoral
12 15
2 1 2,
2 2
3 @
£ 5 +
§ & »
& & [ — =
2 g o
o () 0
2 $ 6l
5 §°
(4 (14
<10
Months after Treatment Months after Treatment
— B~ Placebo = —4— TissueGene-C — B~ Placebo —4— TissueGene-C
E Central Medial Femur Cartilage F Central Medial Tibia Cartilage
2 Thickness 2 Thickness
§ 0.06 § 0.06
& 0.04 @ 0.04 3
£ €
8 0.02 £ 0.02
o (]
g o g OW——— =—
2.002 2-002 - —
o (&)
2-0.04 _g -0.04
3-0.06 8.0.06
= Months after Treatment x Months after Treatment
AtZ: Human Gene Therapy Clinical Development 2018, sHSXS#




(718 12] 013 U4 24 MRI B2+ 234 - 75 74 2 WORMS 7H Z3HY 2ol

v O AN 2 ABFE B9l BEH WY A

3 MONTHS POST-DOSIN

» G120| 22 22 PHYAIIR BEXIS, 127kl DS AN el

ABRE o3t 29 43 st
50% 47.9% 25%
21.1%
40% 15%
34.8% 9.6%
- .1l
T6-C %2 T6-C 2%z
* WORMS (Whole Organ MRI Score): T | XX 7| MRl H7HX| &£
A2 AOBEIHA, FREASH
E 11> WORMS #Ho= FAsH Zal - TG-Cofl 2/$h A Xgy/otst &AL H|g X2 ZEk 2t (b9l o)
2M5H & S MRI 4 ZHo| A E EXl=(%)
7 Ho| h = h RR (95% CI) p-gt
TG-C 2ok TG-C ik
291
78 e Ry 133 71 46 (34.6%) 34 (47.9%) 0.7 (0.5,1.1) 0.077
°lE AEE 2 T 133 71 20 (15.0%) 12 (16.9%) 0.8 (0.3,1.9) 0.617
Hs d=0E e Ry 133 71 23 (17.3%) 12 (16.9%) 1.1(0.5,2.5) 0.767
S0 El e Ry 131 71 18(13.7%) 16(22.5%) 0.6(0.3,1.3) 0.176
MRl 53
SO #u/atE gty suF oSt 136 71 13 (9.6%) 15 (21.1%) 0.5(0.2,1.2) 0.115
sob goery otst 133 71 4 (3.0%) 5(7.0%) 0.3(0.1,1.8) 0.2
oE 2y otst 136 71 12 (8.8%) 11 (15.5%) 0.6 (0.2,2.0) 0.428
F 22 oM Sat X|gh e HEn B A ME(EH ZIHo| StiE= AR F2 OA Ex i ¥ 2ls Jks =3 25 2F, £%, 23 Ul U2 S0l F2 T
AtZ: BMC Musculoskeletal Disorders 2017, SHSAFS A
I
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[38 13] &XE: 25 OA & 7|H

Early OA phenotype Complement Progression of OA phenotype
Initial meniscal Initial hyaline » C3,C5a
articular articular * | . C5b9 (MAC)
cartilage cartilage Cartilage
damage damage Synovitis erosion
PRRs Synovitis
= RAGE, TLR2, TLR4 Chondrocyte
DAMPs activation
= Released and degraded cartilage matrix = Inflammation signal
; (g s v
aggrecan, tenascin-C, fibronectin) <>+ MMPs,
= Alarmins (e.g. S100A8/9, S100A11, aggrecanases,
HMGB1) other procatabolic
» Free fatty acids enzymes
» Apoptotic cells » Oxidative stress
» Debris from dead cells » Viability loss
Early alterations in I H Thickened
subchondral bone ! subchondral bone
(e.g. via TGF-B Proit {
angiogenesis) 0 . -
= IL1B, IL-8 B S S S S S R e Physiological cartilage
« TNF 1 remodelling and repair
BIGtEnokines - == -~ === ="="""=sssssssssessses *| (e.g. via TLR2 and tenascin-C)

1 E7| A3 opR/aso] MU HAMAHES SMSAF g HE BHS0] JHAIE. BEZ U ASME &Mt oF gE &7t SOl
QEHoZ olojX H= 4T 52| OA Aoz osiE
X2 Nature Reviews Rheumatology(2015), st=SXS2AH

(78 14] HTRE: OAL HIZI9iE g WHES ST XSHOZ ok

Window of
opportunity hat

OA severity

Time during disease course

Biochemical markers

MRI findings
Radiographic findings
Preclinical Early-stage OA Established OA
phase (symptomatic)
* Genetic predisposition ===+ Accelerated structural changes |
* Previous injury ===+ Accelerated clinical changes
* Obesity = Structural changes
* Malalignment = Clinical changes
* Other risk factors — Pattern of inertia

X}2: Nature Reviews Rheumatology(2021), SHSASH

[28 15] ETXL=E: OA Tl 2| ARRE= KL S5E X-Ray AR

Kellg L (KL) gi g scale

Grade 1 Grade 2 Grade 3 Grade 4
Doubtful Mild Moderate Severe
Minute Definite Joint space
osteophyte: osteophyte: Moderate joint greatly reduced:
doubtful normal joint space reduction subchondral
significance space sclerosis

XI2: https://eaclinic.com.my/2023/09/02/stages—of—knee—osteoarthritis/, SFH=EAESHA
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« DMOAD(Disease-Modifying Osteoarthritis Drugs): 2~3%HA OA EHXIof|A| & &
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o VAS(Visual Analog Scale): 2HAte| 83 MT It X|®
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« WOMAC(Western Ontario and McMaster Universities Osteoarthritis Index): &tAte] 2 7|5, &5, ZETE Hot
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« IKDC(International Knee Documentation Committee Subjective Knee Evaluation Form): &

ste mERE X E. Fo gyt AEX(ol tiE #xtel "ot S8 1008, M7t 2295 78 7180l £5.
HH
g

H
N
olr
=]
ofm
ol
o
ol
N

[=]

o MRI WORMS(Whole-Organ Magnetic Resonance Imaging Score): £ OA &t XMafs}
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