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Investigation of new treatment strategy for metastatic bone tumor, combination
of zoledronate and oncolytic adenovirus.
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The number of patients who have cancer and bone metastasis is increasing. We
investigated new treatment strategy for bone metastasis, which is combination of oncolytic
adenovirus(0BP-301) and zoledronate(ZOL). OBP-301 and ZOL showed the antitumor effect against cancer
cells respectively and combination therapy of OBP-301 and ZOL showed antitumor effect more than
single treatment. Also in cancer metastasis murine model, combination treatment showed more
antitumor effect than single treatment.
This combination treatment might be a new treatment strategy against bone metastasis.



RANKL

OBP-301

2 2014

Zoledronate ZOL
3

2
OBP-301 ZOL
MDA-MB-231 PC3
A549
In vitro XTT-assay
OBP-301 ZOoL

OBP-301 ZOL

1)
OBP-301 ZOL
96well plate  MDA-MB-231, PC3, A549

Sa0s-2, 143B
1000cel/well 24 OBP-301
0 200MOI(multiplicity of infections)
Z0L 0 50uM 120

XTT-assay
2)
OBP-301  ZOL
1 24
OBP-301 10 100MOI ZOL 10
50uM 120
XTT-assay

CalcuSyn software (BioSoft)

3)

MDA-MB-231-luci 2.0 X106

IVIS 1 1

5 pnCT

1)
OBP-301 ZOL
OBP-301,ZOL

ZOL



Relative cell viability

——MDA-MB-231
PC3

—A5a9

——sa0s2

——1438

ZoL OBP-301

14 1.4
1.2 12

1 1]
0.8 4 08
0.6 06 4
0.4 4 0.4
0.2 4 02 4

0 0

0 1 25 5 10 25 50 pM 0 1 10 50 100 200 MOI

1.
ZOL OBP-301
2)

OBP-301 ZOL

OBP-301 ZOL

Combination Index

2. ZOL
OBP-301

3)

Tumor Growth
Photon

1308405

1.60E+09 —— contor|
1.40E+09 - zZ0L

1208409

0BP-301
1.00E+09
——Z0L+0BP-301

8.00E+08

6.00E+08

4.00E+08

2008108

0.00E+00

MDA-MB-231 PC3
Z12 12 12
3 M
| 1 H
Sos 08 =10
Sos == 06 u2s
@
F o4 04 50
i}
< 02 02
3 -
0 0
o 1 10 s 100 o 1 10 50 100 110 s 100
0BP-301 (MOI) 0BP-301 (MOI) 0OBP-301 (MOI)
‘ 10 25 50 J 25 1 50 u
3 HEHIEHEHIEEE HEHIEEBIEEH ss
PP CEHIERHI I EHEIBEEIEH 15
£
<
g, ‘ ‘ 1 rI
= o
£
-E Synergism Synergism Synergism
505 05
o

Days after treatment

3. ZOL
OBP-301

OBP-301 ZOL

3D 3D

3D

35(2), 20186,

198-204,

http://www.medicalview.co.jp/catalog/MAG

A12363-16-02-0.html

89
2016
-15

48
2015 7

9-10

12



6))
TAKEDA, Ken

70614923

2

3

(4)
YAMAKAWA, Yasuaki

90636953



