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Each compound strongly caused concentration-dependent cytocidal effect. 1C50
value of trinuclear compound is superior to cisplatin, and both complexes showed caffeine potentiation.
Two novel platinum do not show cross resistance to cisplatin. Apoptosis induction and acetylation of
histon H2AX were observed. In vivo, 1Pt showed almost same, 3Pt showed stronger antitumor effect compared
to cisplatin.Two novel platinum complexes that we developed showed strong ant-tumor effect in
osteosarcoma in vitro and in vivo. 3Pt shows superior anti-tumor effect compared to cisplatin. 1Pt shows
strong in vivo anti-tumor activity. Apoptosis is induced by DNA double strand break. Novel platinum
compounds may overcome cisplatin resistance.
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Table 1. ICx value of cisplatin and 1Pt, 3Pt against LMS, MG63, and 1438 cells with and without adding 1mM of caffcine.
CODP 1 (1) PG, (1) 3PCICy (M)
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LMy 24 3382049 006800
Ma6s N 048200
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Table2.  ICs value of cisplatin and 1Pt, 3Pt against LMS, MG63, 1438, LM8cisR, MG63cisR. 143BeisR cells.
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iCa were incubated with cisplain, 1P, or 3Pt for 72 hrs and asessed by the WST-8 assay

3Pt

CDDP

Fig, (4). Agarose gel for analysis of DNA fi induced by the platinum complexes. Osteosarcoma cells were exposed to 125 jM of
cach compound for 48 hrs. DNA was extracted and electrophoresed in an agarose gel. The DNA fragments were then visualized by exposing the gel to
ultmaviolt light.
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Pl assay w assess apopiosis of 1438 cells induced by the platium complexes, 1438 cells were exposed to each compound for
say was performed using an annex in V-FITC/Pl assay kit.
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Fig. (5). The annexin V-
24 hrs, and flow cytome

DNA ladder

Control

,_
4
®

8
B
g

coop
i H2AC pastveesn ()
o8 5B E
7z
e
PN
5
£p
§ s
[z
farnm H2AK postveces (5
o ® & 88
%

¥

p—_—

g HEAX posive colls )
e % 888

1Pt
AT HIAX postive <ol (%)

comred G 13be b

convel I Gh L e

#1m T %100

fiw in iw

i i T i

fwo @ o
512 . i

] » £ iw a

=

[ | P — =1 E o bm B

2 e me e o coml e e U WM 5 ool e Gk Uhe law
Fig. 6). A Formation the p 143

At ok s Il i i gl ‘e v HSAX. B, Fardon o gt HZAX fo indwed by the st corplxes s LMW, MG and
ey were then fixad seud aubjected to ammunoflw rescence staining for gamemaHIAX 3ad the percentige of cells contuining gareens HIAX foc
byt




histonH2AX
orthotopic model CDDP
0
6
(
) 24 9 4
85
( ) 24 5
17-20

International Society of Limb Salvage
17" General Meeting Bologna, Italy June
11-13, 2013
Efficacy of newly developed two platinum
complexes against osteosarcoma, bone
targeting platinum and proteasome inhibitory
platinum
K. lgarashi, N. Yamamoto, T. Shirai, H.
Nishida, Y. Tanzawa, K. Hayashi, H. Kimura,
A. Takeuchi, S. Miwa, H. Inatani, S.
Shimozaki, T. Kato, A. Odani, H. Tsuchiya

14th European Federation of National
Associations of  Orthopaedics and
Traumatology EFORT Congress.
(Istanbul, Turkey)  June 5-8, 2013
Efficacy of newly developed platinum
complexes against osteosarcoma, bone

targeting platinum and proteasome inhibitory
platinum.

K. lgarashi, N. Yamamoto, T. Shirai, H.
Nishida, Y. Tanzawa, K. Hayashi, H. Kimura,
A. Takeuchi, S. Miwa, H. Inatani, S.
Shimozaki, T. Kato, A. Odani, H. Tsuchiya

17th World Congress on Advances in
15th
Molecular
October 11-13, 2012

Oncology and International

Symposium on Medicine
Crete, Greece
Efficacy of novel platinum complexes

against osteosarcoma bone targeting

platinum and proteasome inhibitory
platinum

lgarashi K,Yamamoto N, Shirai T,
Hayashi K, Nishida H, Takeuchi A,

Tanzawa Y, Kimura H, Miwa S, Inatani
H, Shimozaki S, Odani A, Tsuchiya H

ASCO annual meeting Chicago,
USA June 1-5, 2012
Efficacy of newly developed platinum
complexes against osteosarcoma, bone
targeting platinum and proteasome

inhibitory platinum

lgarashi K, Yamamoto N, Shirai T,
Hayashi K, Nishida H, Takeuchi A,
Tanzawa Y, Kimura H, Miwa S, Inatani
H, Shimozaki S, Odani A, Tsuchiya H

0



€Y
YAMAMOTO, Norio

90332668

@

®



