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4
DCl(International Knee Documentation Committee SUbJBCtIVe Knee

9| 7|5 ZolE Yrtsks HeXl. 5 177 5o EHoH Holeh 58 68%. B 5245 J|s Tof AE K
| ugﬂ £ 1008, 57t 2245 £& 7|50l £2. WOMACT} IKDC2| A}

Evaluation Form) ®= 22 7I%3‘—P SE2 Yolsks EFSNE XE. FRH I AEX|of it 2HXle]
O|&: WOMACS| Z< OA Sstel ZZol2lH IKDCe MY AtelLy, o1 il SatE HEX|
Xt&: Biomedicines 2025, 13(2), 355(https://doi.org/10.3390/biomedicines13020355), 2} A}, S-SRI

) 3T B}OIHE} 33 T w9 TG-Ct 344 23 =&

olAb 34 7l mo|Zajele 1. TG-C: QIZt o]F dZA=et TGF-BE Adohs 293 AZ(TAMA ZAHE)
& 3. 0| & £ U2t 7b 3:1 HlgR HH@“H AZ 94 {HRA=A TGF-pE A7eE Z2of|A
7|5 e BT QEE ECM &4& fste oM ARIEZRIOIHEA d5S oA lé}% Ato]EZFRI0]
FYUsH Aok FHE TG-C ojA thAlM| O] 22 B 75-E SRR oA A AT 2008

| 2719] A 1V B9l Aol dFEIe 2009~20144 Afe] 3719] ¢
& 2d& S I GHCE 201590l 1638 T o 527319 34 Al
& AR, F1oF tH] SAHCRE femRt 75 Vs M " 55 A
(KDC, VAS) &35 953k 201749 79 &= 494 $2(2019¢ 5€ 59
Ha)S Wk 20149 Hz wl= Q4 24 AT} 1027 #Rk] MRI A4 A2
/\]- gt = dhE Ol B Has A5 AAF o[q Hzhaw =7)512] o
SETHSISF the] 125, 525, 725 2 10453t IKDC, VAS &4 fofmlsiA] 744
p<0.05).
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[T 3] Bh= & 3 &5 & o 7|5 ot 2
&5 #2(VAS), 715 7HM(KDC, WOMAC, KOOS) SHIX weld 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 4 - 0T T T |
2 \
(4
- 16 -+ =
£ i 2 5 \
3 a \
o 13
m 12 § 104
§ 10| ‘s
= o
g g & -15
2 =
£ 61 g
e 2 20
Q 4 >
e £
™ e 5 = =® L, .
0 +—4— . . 2 T 2453
R e -30 : -
3§ N 5 < d K RO N I )
* q),bee'
—#— TissueGene-C — B Placebo —<&— TissueGene-C — ® Placebo
C Changes in WOMAC Score: P=0.003 at 52 weeks  [) Changes in KOOS: P=0.003, P=0.03, and P<0.001

at 26, 39 and 52 weeks, respectively

s " oT—@— :
T, AN
@ = =0 =7
= 44 5 5
E -10
i -
s 8 = |
% 2 -15
510 &
g 12+ S 207
< (2]
5 14+ © 25
= 4420 -1351 =
-16 - 14- =13:94 30 L b . ;
3 & A = s s
e 3 S b WP R S A
* o
—&— TissueGene-C ~— B - Placebo —&— TissueGene-C ~— B~ Placebo

A2: Human Gene Therapy Clinical Development, 2018, sH=SASH

[38 4] o= & 24 S5 H 7|54 "ot 21t - 85 d2(VAS), 715 HM(KDC) A weld &el
VAS' Score Change IKDC™ Score Change OMERACT-OARSI™ Response Rate(%)
00  —e=—TGC A%z ——TG-C fAaz NTG-C oz
86 86 88 81
52 . 56 56
oM M BM  12M 18M  24M oM M 6M  12M  18M  24M 6M 12M 18M 24M

TG-C2| 7| &5 ¢
21 48 OARSI £E MY

F7H e 20239 ICRSEAAEARBEEESS)) o F71E 1582 7]
T4 AHE T Ee Aol oA o 4T TG-CE Fof &2
79% 2H26/33)7F 9% ¥H $a(TKAS T4 &2 Az #AH. o= &
T A4 H I A 2t Y 15397 fA50) deelRtal K Her 24
& Qe 2y Ytz TG-C Fofo= Aol ofetd k= 21%°] &%
Pom pa T2 A 15~7.7E010H. AR A7 4 it e 44
24~272°] == OARSIMAIZBEAeta)olA Add 4 Ao

ﬂJlO ol
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|7 ==0MZ TG-Coll

2 =2 27 W TG-C B8 Wi8el tzd TG-Ce A 3784¢

5= 2 9% DMOAD $HH. F£8 A ol §lo] 55 724 7|
g BE G 28 714 4 TG-Colli= TGF- 871 T} AA=A] e
£ ol Aol Fa% ¢Fd 1a] ARKTGF- g+ HYRt 24 Aol oP|d &
e dFo7] qiE)Ad, TGF- & ABAshe 293 MZF7F AN AR
o AR el TGF-4 A4S & AlE 712 A= Aol

AddEd TG-C FDA 9% ¥ |29 DMOAD7} 2 o2 it
Folls TG-C Aeo= B A=A Alof FRIE el AAFCHA
A 1 - ICM—203, FX201. 94 24 - XT-150).

<¥ 7>TG-C = &t 34+ okdy ol Znt

TG-C, N=78 Placebo, N=81
e n (%) n (%) p-#t
pE Hatg 9 (63) 36 (44) 0.0202a
X2 Y 2Eg 27 (35) 10 (12) 0.0009a
AlZt5l BALR 11 (14) 0 (0) 0.0003b
A B 9 A U BEE 5 0
H2 23 1 0
ot =H 1 0
UhA i E &4 1 0
Cies =23 1 0
AX| 2 1 0
A Hoj 2 0
A4Sy gz 1 0
e 1 0
2877 2 Ze=s Do 1 0
nEE L U
2 27| 1 0
21z o 1 0
Ay Bok 1 0
oH gl oty MME 1 0
gbgto} 1 0
Halzia Hof 1 0
Atk Al 1 0
e o EEEE o 1 0
IH2E 1 0
A2teh otg 228
ZE4A ¥ ZE=xF Foi 1 2
Z4HE 1 1
zE 27 1 1
Alztst X2 A 2EE 1(1) 2 0.4906b
Bt 2% o|& REHZ(TG-C)
Z4HE 6 (8) 7 7(9)
= 87| 5 (6) 5 5(6)
52| 85 3(4) 4 2(3)
LYERE 7(9) 7 1(1)
FAL 2o BHE 4(5) 4 0(0)
TAL 2o 2 87| 3(4) 3 0(0)
FAL RO BB 203 2 00
HlQlFe 3 (4) 3 3(4)
=13 2 (3) 2 4 (5)
PIEIEES 2(3) 4 2(3)

At&: Human Gene Therapy Clinical Development, SHSARS 2
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2) 2RAHRIE 342 4 23 RPN AFHAT AR A
TG-C A4 %4 = AP AR
o dat FBE 2 * Tttt Z2AHRIES] STRIDES-
X-ray (OA-11, NCT03928184)= 2~35+w & OA & df o= 5657+ 7
Y A ot} At =3= 27 B %/\—E— NRS(Numerical Rating
Scl) ATE $ SRISHE Al DIAEL ohfel 6717 B5e
ki) 51k SR of o} el Al A ) Biosplcels o €1
RS oz 2d7te] A7) 24 A4 3”(OA—O7, NCT04520607)& 751°§9E
o Qi BEE 4877 oS, A17IE oIS, mISWolp] ofi} B 2
S5 NOMAC 55 4 3 7l eI, B9 el S
Aot} B= 714 g5o] ¢ e giitoe 2 oF Ay] Eof oitolr] o
o ZEAHRIES AT i 724 HeKmJSW) /S e
7h ot AoH o= Apde] Aod 48—r1} mJSWE et FSct. ot
ozt Z1&] WOMAC 715 i A&e $AHCz Fovdet. €4 Zx &
Aol et d Ak 97 %Zi—i MRS 5 AT AlF 59 2R &

§5p7] ol

L
o
o,
L
= |m
rlr

F

[O3 5] 22[A[H[QIE STRIDES—X-ray (OA-11) NRS &1} - a4 855 US
STRIDES-X-Ray Weekly Average of Daily Pain NRS

Primary Endpoint (Full Analysis Set)

T

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

Pain NRS [0-10]
b

IS
1

¥l

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

AtZ: Biosplice, = FAIEH

[23 6] 22IAlH[EIE 0A-07 4t CIXIl - Mafist OA-112] ¥ lat

| Parent - OA-11 H 0OA-07 - Randomized Controlled Phase | 0A-07 - Open Label PBO Crossover Phase
1% LOR/IPBO 20 ORIPBO 36 LOR Saloty
Injection  OA-11 Injection Injection (both arms) - Clinical assessments
4 X-ray
“a % v Biomarkers

Study H 0.07 mg Lorecivivint
SM04690-0A-11 : )
(56-Week Parent 0.07 mg Lorecivivint
Study) :

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

v ] [}

A A LRt X

olF &7| =8 ¢4
AN He| 53 Ao,
50 2H 58

12 CIREX} 3

AtZ: Biosplice, sHSAFS A



<E 8> E2|AH[HIE 0A-07 A I

£ We
W= A Long-Term Safety and Efficacy Study of Lorecivivint in Subjects With Osteoarthritis of the Knee
D NCT04520607
AlZf 2020.8.25
z= 2023.06.30(2=)
Rt 276
Aak XA 4274 H
=8 I|E 40~80Al, BMI <40
KL2~35E2l 8 OA Xt
ctetst 85 71&E 558 SAHWPI, NRS, WOMAC §)
mJSW 1.5~4mm
Foiz 2E|AH[EIE vs 2|of
AR M =7 (48FAH Olat BHS, AlZt5H Ol A HES mJSW 43t
O|At &M =3 (24, 4852 &3 Z2(NRS), ZE 7|5 7HH(WOMAC)
23 NCT04520607

Xt2: Clinicaltrials.gov, sH5XIS3

[38 7] miSW SE = Aaj [O8 8] 7|5 7hd2 48FAtRt B [O8 9] AHH HASR| g2 §F A&
Results: Structural Improvement FAS Results: WOMAC Function Results: WOMAC Pain
. i,
;‘ w o & WRildlng £ < LORDT mg E > LOROATmy
L N [ " ’ o PBD 3 ]
=: i = : e ,z_:mmmlm S ] ~+- PBO Crssorer o O i ‘ I | -+ PRO Crosave o LOR
ity il ~T § "
M § ONE e G Y —
i ; L
0 D = § )\ B |
il H \ i ] 2 o 3 |
E i v | L H o —
Ha : | ‘ : l \
; i ; i ‘ : :
3 ar L :.w
TE Study QA-11 Study OAD7 Crossover e Biinded (Site and Subject) Crossover H Blinded (Ste and Subject) Crossover
: NI"‘\FM M\E:wm\ Visi 2 Week 3] umtcf‘v—nm § M‘E‘Mn\ﬂ VuhKWul wm&r‘um ms(t‘wtui msﬂ“mw § vmuswmn VIME:’MW wn:ewm«; mm‘wmm mié{;mnm
QAT 3t jaction AT nd jection | Crossouee 0447 11 Ijection 7 2nd Ingecsion | Cressaver 0407 18t injecton K07 2nd Iection | Cress.

AtE: Biosplice, H=FAIEH

24 244 mo|zafel oA,
OfZ| 24+ 1} LhESHA|
%2 LNAO43E H|2|5tH
82 25 Al

AI&: Biosplice, SFHEEAIEH At2: Biosplice, eH=5ASH

3) A 2/ mholzetel: 97) spolze]l 5 871 A

1. Cindunistat(SD-6010): A LA A S §4GINOS) A 4 X}ﬂﬂ
Ak 28 71-olth OACA NO= €% o1, MMP &
ATAE APES fho WEEE Afotet] AFUAHEE o] 94
positive loopE ol W71 I 7Adsch. 4 24 23 7241 OA 7i4, &
% 74l Axgich 34 INDE AERod 7t 55 A 3t

= Nitric oxideS
A,

2. Sprifermin: 17t oAl A%
Al 343 24 B0
A2 4 F7W1
Zmule Eo] HEO Sa10] AT E77}F B 0.05mm Z7Fs) 9jok ojH] £A4A
o7 oongt g5 A=gr} ol QaF ojFA Angrt AZ T =7} A
w7} 30ug ER-E B 0.02mm 27k 100ug FoI2 B 0.04mm 2715
on, lokpe] A% B 007mm AAHT B, WOMAC £% H5E A2/
712 Z3ck.

Q17}-18(FGF-18) 33 1Al FGF-182
7)ofahe WHA* Sl 52 A9 23 ABAE
dz=ic}, QA 24F A1 AF} 6/Luitt 100mge] AX

H O X



o Bl A o), F 55 Ao

2ol 34 A|FE o7 AZtE|R] eferong Alsjz wesict,

3. UBX0101: :3HH|ZLE Meid o2 APHob= AEZEAFE. LA Z= 54
Aol EZRRI, MMP, ROS A& X315l A= 23] $4-8 opr]eith. UBX0101&
5ol LS ZE ez oz Apdohd 7P es A%, T &4fo] Ak
OA7} Azd Aolgts A& HTHolch 94 24 23 2434 WOMAC 55
ATy PEER] grot Anfgict.

4. TPX-100: 2745 SAEANA FH50 TR OACIA Ashsl Qb
Qehd MEPEOJH SHIEl @4 Wetol= A QAT 2b4F 23t 9% 24
250l oY, 127194 AT Aol BAHA ke o 24 BEYH
WOMAC 55 a2t SRIgich QA 342 obg A2sl4) gigtont, Aagit
sfehe DMOADZS] 491 7Rs4e girka Tk

6. lutikizumab: IL-1 Q4. & 24 A2} 25 14 ms} FA Al WOMAC &
T g, A AR FA=A ot A

7. SAR113945: IKK AEASREE JAA. &Y 8 U A 23 WOMAC
55 A SR1x7] oot Anjigict,

8. MIV-711: & 84E wj7lisk= Cathepsin K ZRE|ofo] 2 oA ARAIS1HE,
2652} 512 gt ¥ A Bojet dAF 24F AT EES 7HAA]7|A] EPAE A
AL Solghct, ARE BA Auof|Aut 2653 WOMAC 55 A47t f9v|
| ZHASITk T SRIsiA|T Medivirs 37} /HERS MdstA] 9k Qlct,

9. LNA043: ANGPTL3 ©hild, = 7|4 B4 F2o= /dsich -4 &<l
Hovt, QA 2a4F AT} 43 1A 02 INAM43S TS ) A ojHe 1
2|2 oottt @A G4 24 A9 Foln 20279 dmE ol



DMOAD 2158 #i3iA
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HI MY ZEH oLt

SAH wolde2 5.

Yok Az =X

olat A HHstE Saf
DMOAD & 7ts4 =¢

S Mo et wHe d= A aE MRI @ﬂi % %0}% Aolot. dxF =
HQ VAS 55 A4°t WOMAC 72 oln| &= 34, vl 44 24014 &
Adez ot #Eo =2 TERY] figo] B4t sold vl= A 34oli=

oﬂxﬂ 114 J,}zl- o] 27Hg o]ﬂ- 3/&]—01]}\-] 5010}71] DMOAD /\o] —Q-Zﬂg ;l'f—
o Bull AU 249 2028@ OA & DMOAD A=A= §A| 521k 7Fsst
o o T8R] 2 JhsAE tiHE BeUt ok = Base AWE|2AH
20280 75 OA A=A= FDA 591 § HEo M= A 20328 DMOAD
2 S Lolute Aot} H4 o g A= o] MRIZ 9 AL 9=
h Wolert 7] oIk T A% Y 34, IF B 29904 TG-Cel
ojg QT AW A TAAT A AT 29l0) FAY ol B
2] ARIHWORMS; Whole—Organ Magnetic Resonance Imaging Score 4 7]

). Yol F sht= WORMS £459] 3t wjE oz FAstt WORMS &
Ao e 3 AiRle] Zob WEgel AT AT £4 Wrlohe AeelA
ke ol Ik

ﬂ%ﬂ%ﬁ—% o= %} A HHIE 59 TG-C 9 AN a1 45

Ak 1) 71E Y= Bl Ee HEE T TG-CY o= Aol

7= EZTE (medial TE]; tibiofemoral joint))9] A= A48

QLJ—} ﬂ'oloﬂ Z5tal, 2) NCT03291470 /delli= MOAKS(MRI Osteoarthritis

Knee Score) B7PH= 2183l ¥=1L 282 AaE =2 ZolH, 3) &4

2AS Fsi(TG-C Fo=7t oF 6807, J% A dfm] 4ul) FA ko] Al

EE l‘holﬂ 4) F2M B 7I7ke 2470 dR S A4 T e 'Y Aol
o 75 OA Agh B4 AW ARl Algoll et X1z o= ofshHt= ¢

th= 79,% kst g 7|7te] g 91oft TG-C Foit 719 A% Aol
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<E 9>TG-C 22 OA g4t 3471

ID NCT03203330 NCT03291470

A Study to Determine the Safety and Efficacy of Study to Determine the Efficacy and Safety of
M= 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
AEER 2018.10.30/2026.07.10(F4) 2021.12.09/2026.03.06(5%)

NS 535 531

467K el(Yataiot, of2|=Lf, ZA2[xL o}

Sgulof, Z22lch, Fxof, Y20l 277} Wel(of2| =L, Halzof, E22lch
sy x| 20|xofL}, YAE, H=etAT} HE, ofolcts, a|ol, olAlzk, olFal, Hutch,
ST wasyselol, 282ks0), B, #g, waTjElolL, 23510/2,

AtAZB|ZLOF HIUAI, BIALA, FE} AF%AEEIH—IOF BIARA, 2B

x| o}
zg 7l 40M| o] 4, BMI 18.5~40 40M| o] 4, BMI 18.5~40

KL2~3532 §& OA &kt KL2~35=2 F& OA &x}

VAS 7|& &F =240 VAS 7|& &3 240

OARSI 7|& W& USN1~28& OARSI 7|& W& USN1~28&

g gy
Foiz TG-Cvs 2l ‘l\* TG-Cvs ¢l QF
AR M SE (1270EAH) VAS 55 15+ WOMAC #5t (12748 VAS S5 £15} WOMAC 3t
Ol &M ZE (1270 @ -2— Y4 (MRl WORMS) (127 & xH) ._4-2- A (MRl WORMS/MOAKS)

AlA M4 M (SF-12v2) HHst ot A THA M4(SF-12v2) ¥t Hot

WOMAC &% st WOMAC &7 s}

Uz "ot HE(HAQ-DI, Zojx|s) #st wyt A2 @7t H2(HAQ-DI, FOHX|5) 3} "ot

At&: Clinicaltrials.gov, SH=SAISH

<¥ 10> o|= A} 34k Protocol & $H=n} H|w

T o|= =

A4 7= FE2|, O|Z=7H, =, chy| &

ek 7| o|= L 2k 807 ALOIE st= U 1271 AlOIE

Rt 1,020 & 1599

K&L Grade Grade 2 =& Grade 3

Xz TG-C: 680% / 2|2k 340H TG-C LD: 789 / 92k 81
2 7|2t 2471 1271 ¢

F ot M VAS, WOMAC Total* IKDC, VAS

5 "ot g MRI(MOAKS), SF-12, HAQ-DI WOMAC, KOOS, MRI(WORMS), JSW, Biomarkers
7|t "ot JSW, Liquid Biomarker, IKDC & =

Claim Range F HotHe & HopHE F ot

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 - FSFAMHSEMHE Hot
Az ALEE|HA, s=EFAEA



[23 10] &= 24 34 MRIWORMS 7} Znf - Wi 244 Z8k uE

A Medial Femur B Medial Tibia
£ 60 218
i |
0 @ 13
§ 40 £ _ .
£ -~ 2 1 -
] & s 8 i b
g =
£ 20 s —
5 3 = i
- r/
0 . % -2 & 12
12 " Months after Treatment
Months after Treatment —&— TissueGene-C — B - Placebo
—&— TissueGene-C — I Placebo
c Lateral Femur D 75 Lateral Tibia
2 2
@ ®
a i
§ 5
&
: g
£ 2
o o
3
2 2
5 s
& &
Months after Treatment Months after Treatment
—e&— TissueGene-C — B -Placebo —&— TissueGene-C — B - Placebo

Xt2: Human Gene Therapy Clinical Development 2018, SH=S&XAISH

(38 11] 2= 4+ 34 MRIWORMS &7 Zmt - & Zt4 5l AZ 5 ot 2

Medial Patella B Lateral Patella
10 —— — = = 15 — e —
i|
BUsH 2 8 BEE N
P g 10
@ o
L] = o
: =" §
& e E
o 5
2o I 1 2
[&] (6]
g 29 6 12 g
k) k)
4
& 4
yA—_— 40 V—
Months after Treatment Months after Treatment
— B Placebo —#— TissueGene-C — B Placebo ~—4#— TissueGene-C
Medial Patella Femoral D Lateral Patella Femoral
12 15
@ 10 = o
£ 5
E & 3 10
& - &
8 ) i 2
& g S
§ 1 5§ 0@
o o
2 2
3 g 5
2 -
2 -10
Months after Treatment Months after Treatment
— B~ Placebo —@— TissueGene-C — B~ Placebo = —4#— TissueGene-C
E Central Medial Femur Cartilage F Central Medial Tibia Cartilage
2 Thickness 2 Thickness
5 T 0.06
2 g
o o
[::] @ 0.04 7
& £
8 £ 0.02
-] -]
g Wiy i -
i 6-0.02
.2 5-0.04
E“? §-o.us
Months after Treatment Meonths after Treatment

A2: Human Gene Therapy Clinical Development 2018, SH=5AS2H




(a8 12] o|= At 24 MRI 7} Zal - =X 7iM 2 WORMS 7iM ZekM stol

012 Y4 24 ABEL 22| 2H AY Ak

3 MONTHS POST-DOSIN

ZE NI FEEXR, 1270 EMolls T2E Afd el

v Oj= Y& 24 MRI WORMS' Z 1t

UBTE o oo €5 w4t
50% 47.9% 25%
21.1%
40% - 15% -
34.8% 9.6%
. .
T6-C or3 T6-C 2oz
* WORMS (Whole Organ MRI Score): TA| ZE 4| MRl 7 X| &
Az ALEE|HA, sHEASH
<# 11>WORMS o= EAM5H Al - TG-Col| 2ofst A ZIdl/tst 8t H|E M2 e HE (hel: o)
248 & s MRI A+ o] XNE EHRI=(%)
T Bl = RR (95% CI) p-&t
TG-C 2ief TG-C 2{ef
£
£ SEERE 133 71 6 (34.6%) 34 (47.9%) 0.7 (0.5,1.1) 0.077
E HEUE e Alsy 133 71 20 (15.0%) 2 (16.9%) 0.8 (0.3,1.9) 0.617
UHE ZEUE SRS 133 71 3(17.3%) 2 (16.9%) 1.1 (0.5,2.5) 0.767
ZIHCHE| SRR 18 71 8(13.7%) 6(22.5%) 0.6(0.3,1.3) 0.176
MRl §%
Sob goiy/AE gy sk otst 136 71 13 (9.6%) 15 (21.1%) 0.5(0.2,1.2) 0.115
ol gy ots} 133 71 4 (3.0%) 5(7.0%) 0.3(0.1,1.8) 0.2
AoE g9 otst 136 71 12 (8.8%) 11 (15.5%) 0.6 (0.2,2.0) 0.428
F 28 ZHM Sat X|gtd o] HEDt g LA ME(EH Z7ho| StiEls B 78 OA E= ¢ WSt Ik 52 25 8, 85, 22 4l ¢ 50| Fa 34
AtE: BMC Musculoskeletal Disorders 2017, SH=SAES#
I



[328 13] A= 75 OA & 7|

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
constituents (e.g. COMP fibromodulin, transduction
aggrecan, tenascin-C, fibronectin) == o MMPs,
= Alarmins (e.g. S100A8/9, S100A11, aggdrecanases,
HMGB1) other procatabolic
» Free fatty acids enzymes
= Apoptotic cells » Oxidative stress
» Debris from dead cells = Viability loss
Early alterations in t | Thickened
subchondral bone i subchondral bone
(e.g. via TGF-p Proi L
anglogenesk) = IL1p, IL8 e R | Physiological cartilage
= TNF | remodelling and repair
SR e "‘ (e.g. via TLR2 and tenascin-C)

FE7| AZ otR/EH0| MU HAMAE E4EAFA oY FE BHS0] JHAIE. 2EZ W HA2ME Edslol ofst HE BTt SOl
FHH o2 olojX = 4Tt 52| OA Aoz o=t

AHZ: Nature Reviews Rheumatology(2015), sFSASH

[33 14] &DXIR: OAS H|719X gk WHEH ST c XSz oy

Window of
opportunity K %

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

AbE: Nature Reviews Rheumatology(2021), SHSARS A

[323 15] ERXLZE: OA Tt Y| ARBE = KL S5 X-Ray AR

L] L (KL) 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

XF2: https://eaclinic.com.my/2023/09/02/stages—of-knee—osteoarthritis/, SF=FAEEH
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« DMOAD(Disease-Modifying Osteoarthritis Drugs): 2~3ZHA| OA EHXIo[A| XEst = Qs 2280l AgsS 71
Hoz xHE = AUs x=A

o VAS(Visual Analog Scale): &Ate| 85 ME HIt X|E
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» WOMAC(Western Ontario and McMaster Universities Osteoarthritis Index): 2tXte] 2 7|5, 85, ZATE Hot
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