LTS & T % 3% 3 A
J. of Korean Bone & Joint Tumor Soc.
Volume 13, Number 2, December, 2007

a
=

&l

=z

AEZ

p
p

o] A|FEAE ALl A MMP Al A2}
oxorubicin Z-£-2] H]

A

AAw et oher e Jdelaedud, nefdigtu o|ahet Wefgtud®
AN - Y
=8 wild-type p53 AL 71X 3 g U208 A7t 28F AxFe] AEAEA I
MMP A A9} doxorubicin®] 28-S ¥]wsluxl s+t
CHAF S HHH: wlFatU208S Al 259 Doxorubicin, MMPYAIAI(MMPI 11D & oz %
g A% F d=s 5’\]"“ Tl A vtk E3 Doxorubicin® 2Hg-°]

Fas/Fasl. Z2& Zaf &4
3k RS At wige Al

T"rﬁlz ArFE Al

X

Z3}: Doxorubicing A elg M7t A2jshA] & AEHTh
HrHp=0.000) Ect. ol ®kall MMPI [IIE

A ZAPEAL B A
ol vjs] Al
718t F3} doxorubicin

ES AR R DER B

&

[
.
=

=71 Goti7] Sl Fas S3HA S
oAl WA A ZAPEALS, A ZIALE

ZApEAL 2 A ZIARAA 2] 7 A TE. Doxorubicindl Fas 53}
T Fof 7 Aloo) AEZAPEAL F A LI AL A zfo] 7} gLt

doxorubicin®} g7 FoJ
g1t 9184

ok\:'

2] A|E
o]—o q, = o]:

A
t
o

==

ZZ: Doxorubicin® #Zo] MMP &AAE F5F X35l A&l wild-type p53 ¥

e
A

gk ol 2t wild-type pl4E 7413

AHO

Mol

£l MMP A1, Doxorubicin, Fas/FasL 4 &,

= =5 AXed g HAbE 283 Ao AlgHr

31 0 %

=5F AxET

H g
3’4—1:5_?46]- ?Hxﬂsq, B e
star 30~40%14  AEat
o7t AAY %7 FUAE
B} ZA] s

29 St AEAEAE

Pt

C B2 A

AEEHA] FF AT 271 857
Aol A el o) aetu
Tel: 02) 2270-0028,

Fax: 02) 2270-0032,

A o i = R 04? o7} Fas/Fas ligand
(FasL) A Ao, £o] Fas/FasL #Al
#oJst= FEZA] matrix metalloproteinase
(MMP) AN Aol gt o] ZolAa gl

MMP SAAIE &2 Hdold #oAsh= MMP 4

1_

22 AT Aoz 1980dt] %o batimastat
7F M=oy A Aol "ol AREEA] R

E-mail: moonbak502@hanmail.net



— 34 9 U208 5F AxF AZAEAANA MMPAAA ¢ Doxorubicin 289 HlmdF —

SI9T I ¢ AL A2 marimastatZl 7HEE
o] A dAe] AP,

Matrix metalloproteinase (MMP)& Al¥E<]
7N1dE Ealiste dWELRA, AA A LR
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3t MMPI II)= Calbiochem (A Brand of
EMD Bioscience, Inc. San Diego, USA)S.Z5
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Abcam (Cambridge Science Park, Cambridge,
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< UG (p=0.170). <&
ug/ml 2t} 0.5 ug/ml == 1.0 ug/mlolA ¢
e AZAEALE Blou BAISHE feolde gl
Ath(p= 0.221). AEZAAE A2 A AzAE
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3. DoxorubicinZ} MMPI [12] Azt 2HA|

U208 Al ZeA] doxorubicinzk MMPI IIIE
o Foste] FAIE HARE Ale 27 doxorubicin
= BEoR RAgt A F FES FAd TS
A Abolel] ME AdArel Al ZIAL| A BA T o2
Felgt o]zt gl (p=0.614, p=0.879) (Fig. 3).
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A BATHCRE {oldk ztolrt gldth(p=0.583,

Effect of Doxorubicin on the U20S cells Effect of Doxorubicin on the U20S cells
200 700
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Fig. 1. Theresults of late apoptosis (A) and cell death (B) after treatment of doxorubicin into U20S cells.
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Fig. 2. Theresults of late apoptosis (A) and cell death (B) after treatment of MMPI 111 into U20S cells.



— URERAZFAIA:

A 134 A 2 5 20079 —
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Fig. 3. The results of late apoptosis (A) and cell death (B) after simultaneous treatment of doxorubicin and MMPI 111

into U20S cells.

Effect of Doxorubicin with Fas Ab on the U20S cells
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Fig. 4. The results of late apoptosis (A) and cell death (B) after treatment of doxorubicin alone and doxorubicin with

Fas-neutralizing antibody (ZB4) into U20S cells.

p=0.987) (Fig. 4).
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A Comparison Study of MMP Inhibitors’ and Doxor ubicin’s Effects on the
Apoptosis of U20S Osteosarcoma Cell Line

Jeong-Seok Moon, M.D., Bum-Woo Yeom, M.D.*

Department of Orthopedic Surgery, Seoul Paik Hospital, Inje University and
Department of Pathology, Korea University*

Purpose: The purpose of this study was to compare the proapoptotic effects of matrix metal-
loproteinase inhibitor (MMPI) and doxorubicin on wild-type p53 osteosarcoma cell line, so-
called U20S cdll line.

Materials and Methods: U20S cells were treated with MMP inhibitor 111 (MMPI 111) and
doxorubicin, either respectively or simultaneously. In cells treated with doxorubicin, Fas-neu-
tralizing antibody so called ZB4 was additionally treated to examine whether the doxorubicin
played arole through the Fas/FasL pathway. Cells were analysed regarding to apoptosis and cell
death by flow cytometry.

Results: U20S cells incubated with doxorubicin showed significant amount of cell death in
dose-dependent manner. However, those incubated with MMPI 111 mostly remained viable state.
In addition, there is no relationship between two drugs. Cells treated with doxorubicin and ZB4
at the same time did not show down regulation of apoptosis through inhibition of Fas/FasL path-
way.

Conclusion: It is important to re-examine MMP inhibitor’s effect on other osteosarcoma cell
line with wild-type p14 as well as wild-type p53 to evaluate its proapoptotic effect.

Key Words: MMP inhibitor, Doxorubicin, Fas/FasL pathway, Osteosarcoma cell line
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