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COX2, PGE2 YA St &F a1}, MMP-2, -9 A4S Set AZEHS
37t St = a1}

— otM5l D APHLEl 7|4 £51 B0 20l Yol 3|

g3} Typell Collagen gHd

HL-JOINT 100 &

)| Inflammatory activity

| Inflammatory stimuli (NO), enzyme (COX-2),
and mediator (PGE,)

| Inflammatory cytokines (IL-1B, IL-6, IL-8, TNF-a)

| Inflammatory protein synthesis (CRP)

| Apoptosis (caspases)

S Osteoarthristis

HL-JOINT 100

Progression

1

()] Oxidative activity/damage
T Antioxidant enzyme activity (SOD, GPX)

T Antioxidant nutrient modulation

T Nutraceuticals/phytochemicals supplementation

(] Matrix degradation
| Matrix degrading enzymes (MMPs) activity
T MMP inhibitor (TIMP-1)

Cytokines

Synovium
(IL-1p, IL6, IL-17, TNF) \

Inflammatory
cells
\ Synovial
¥oll| macrophages
o . Proteinases \
o 0
%o
Cytokines

Ty cells

Cartilage
destruction

Synovial
fibroblasts

B tMMPs " Subchondral bone

Cytokines
00
1ADAMTS 4 %8
 Aggrecan N
+Type |l collagen | Bone

(IV)T Matrix synthesis

T Matrix synthesis (collagen type Il, GAG, aggrecan)
T Chondrocyte proliferation

T Anabolic cytokines

Ref. Shen CL et al., J Nutr Biochem 23, 1367-1377 (2012), Kappor M et al., Nat Rev Rheumatol 7(1), 33-42 (2011
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AC thickness(gm)

HL-JOINT 100 2f'g8=}El |

MHSE YA Y LS pET HE Y
£0{7|2t:58Y
213} : HL-JOINT 100™ 200 mg/kg £0{ A| H=

AC : Articular cartilage
SM : Synovial membrane

500 -

400

*
300 —
200
100 — I
0
OA

Sham Diclofenac HL-JOINT 100™
control control 2mg/kg 200 mg/kg

» 0<0.01 vs OA control.

Sham
control

OA
control

Diclofenac
2 mg/kg

HL-Joint100

200 mg/kg
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BrdU-immunoreactive cell(cells/mm?)
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‘4
[ | — (3 . . _'
S=AE (invivo) 22t HE Y
MUSE : HUARQI Y LS BHEE 22 B2 ZRHY0| REH rats
£0{7|7t: 58¥
Z3} : HL-JOINT 100™ 200 mg/kg £0{ A| €= M| £ 600.87% =7}
____________________________ Femur AC Tibia AC
E * E o l. .. o ! o . .
i i ..'.'..:. :. N .o ‘ . \
: : R N A
1 1 \ s’
! : i il B
i Y S S N —
i i L . '] ..- !' \
i - ; :
"B gk
i i CTOR LU LY "' A
Sham OA | Didofenac HL-JOINT100™; ' 4" stt ey & o, 8 &
control control ! 2mg/kg 200mg/kg | s 2 Vig ‘0.', A AN R )
: ' L) g 40
betiss it ssiiieis e ieeena o . ' ... ks v ’ LI
*» £<0.01 vs OA control. - . ' "

SM
A T Sham
ead control
Toigt f »
- Pp
b
?‘t"\;?‘. -"\‘.3 ‘# OA

e un' .l,-;. -,'s."‘ control

a

e 0
-

:." 'o.g'. .{' .7,

- ray
’

"-—-"u

el

&' ' 200 mg/kg

.. HL-Joint100
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QAHMEAIA Hof: WOMAC A= 72| A Zha

© 40-70HIE CHAIOR 3 123:7F, 239l 1Y, OIS E7HY, HZAIE HIR AHHEAIZ (KL grade 0~1l, WOMAC238%)
- A2 : HL-JOINT 100™ 500 mg/Y £ 1 g/Y
* Z 2t:HL-JOINT 100™ 19/ 8% Al WOMAC score 72|24 24 21l (vs i22)

Placebo HL-JOINT100-L  HL-JOINT 100-H

0
=3 .
~ —10 -
g
® -15
8 |
g -20 -5.81 =7.23
=
=
Q _25 4
-12.75%
-30 |

* 0=0.0464

« 0 <0.05 vs control group.
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T2 2016 2017% 2018 Ht7|2t T2 2016 2017 2018 Bt7|
FSAHL 42,445 39,906 46,425 OjZoH 40 926 40,197 28432
H RS ApAF 12,138 17,831 17,603
B =&t 11,774 12,045 7,883
A2 54,583 57,737 64,028
K2 4,303 3,803 6,010 EEX el 29,152 28,152 20,549
H RS2 91 798 859
THofH|2f2k2| | 22,318 22,819 14,767
BafzA| 4,394 4,601 6,869
2122 2,571 2,571 2,571 FRH0I 6,834 5,333 5,782
7|EfZ At 28,481 26,488 26,487 HOIAH| 2
Spara0]0l 7,536 5,932 6,291
o|ejyoi2 19,137 24,077 28,100
o7|20( 6,073 4,940 5,035
222 50,189 53,136 57,158 B
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