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This study evaluated the effect of hematogenous administration of acridine
orange (AO) alone and in combination with zoledronate (ZOL) on bone metastases. EQ771 cells were
injected directly into the right femur of female mice. The mice were divided into five groups
according to treatment and were reared and sacrificed after six weeks. At four weeks, the bone
destruction rate was lower in the AO+ZOL group than in the radiation group. At six weeks, the AO+ZOL

group had a lower bone destruction rate than the control and radiation groups; the ZOL group had a
lower rate than the radiation group. The A0 and AO+ZOL groups had suppressed tumor weight and volume
compared to the control and radiation groups. The number of extraosseous apoptotic cells was higher
in the AO+ZOL group than in all other groups except the AO group. In a model of local bone
metastasis of breast cancer, hematogenous administration of A0 reduced tumor size and more so when

combined with ZOL.
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Tablel Summary of the five-group comparison
Con Z0 AO Rad AO0+Z0
Tumor weight (g) 6.1+ 1.5 7.0+ 2.0 2.9+ 1.0° 5.5+ 2.0 4.4+ 2.1°
Tumor volume (mm®) 2982+ 1647 2899+ 1312 1728+ 1189° 4208+ 1794 1970+ 1713°
Bone destruction
rate
3 weeks (%) 3.0+ 3.2 6.7+ 6.2 2.9+ 3.0 7.0+ 5.7 2.0+ 2.9
4 weeks (%) 12.9+ 6.4 11.7+ 8.4 10.0+ 4.4 15.5+ 7.5 6.8+ 3.8°



6 weeks (%)
Cortical Bone
Volume (mm®)

Cortical Bone
Surface (mm?)

Number of apoptosis
cells

Inside of bone
(number)

Outside of bone
(number)

26.6+ 9.4 16.4+ 11.0° 21.0£ 7.7 28.6+ 7.8 13.6+ 7.3°

0.46+ 0.34 0.69+ 0.41° 0.30+ 0.19 0.37+ 0.23 0.80+ 0.58°
5.9+ 4.5 8.4% 2.6° 4.9+ 2.3 5.6+ 2.8 10.2+ 3.2°

68.7+ 44.6 111.5+ 40.8 89.8+ 73.5 76.2+ 33.1 148.6+ 87.1
39.7+ 16.3 26.3+ 19.8 105.3+ 69.9° 29.4+ 12.5 1447+ 91.8°

Con Control, Z0O Zoledronates, A0 Acridine orange, Rad Radiation, AO+Z0 Acridine orange and

Zoledronates

2p<0.05(0ne-way ANOVA) vs. Con, ZO, Rad groups.
bp<0.05(0ne-way ANOVA) vs. ZO group.
¢P<0.05(0One-way ANOVA) vs. Rad group.
4p<0.05(One-way ANOVA) vs. Con, Rad group.
€P<0.05(0ne-way ANOVA) vs. Con, AO, Rad groups.
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