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[Abstract] Background and purpose Zoledronic acid has been proved to have anti-tumour effects The pumpose of
this study was o establish a human lung adenocarcinama cell line(SPC-A-1BM) with high metastatic potential in bone of
immunodeficient(SCD) mouse model, and o evaluate the efficacy of zledronate alone and combined with paclitaxel in
reducing the tumor-induced bone dissase M ethods The human lung adenocarcinana cancer cells SPC-A -1BM were inocu-
lated into the cardiac ventricle of 40 SCD mice(N H-BNX). They were randamized into 4 groups, and were treated with
mledronate alone, zoledronate canbined with paclitaxel , or paclitaxel alone, or control group, repectively for 5 weeks af-
ter 7 daysof tumor implantation Bonemetastaseswas assessed , measuranent of total-body nuclei bone scan, X-rays, s
rum N Txwere done, bone lesions for pathologic evaluation, the incidence of other organ metastasis, weight loss and surviv-
al time until 8 weekswere al® analyzed Reaults The zledonate combined with paclitaxel was very effective in reducing
NSCLC bone metastases Bone nuclei scan, radiogrgphic and histological results revealed that there were more bone metar
static lesions in the control group than that in the treament group.  In the treatment groups, bone nuclei scan and radio-
graphic imagine suggested that the combined group significantly reduced bone metastasis (P =Q 013, P =Q 036). Hiso-
logical analysis shawved that there was amarginal difference(P =Q 058) betveen the cambined group and the control The
numbers of bone metastasesmice in combined group equaled o that in the paclitaxel group, therewere less bone metastases
than the control’ s Moreover, the bone tumover biomarker NTx level was reduced by inhibiting osteoclast activity in the
combined group, there was a significant difference betveen the control and paclitaxel group, respectively (P =Q 017,
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P =0 022). The caombined group inhibited lung metastases (P =Q 036). Only the combined group significantly prolonged
the survival time (log rank =Q 022). Conclusions The reaults indicated that zoledronate inhibited the osteoclast activity ,

mledronate enhanced the effects of paclitaxel synergistically, reduced the incidence of NSCLC bone metastasis and pro-

longed survival time
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Fig 3 Vertebrae column of bear ng-tumor mouse Fig 5 Vertebrae column of bear ng-tumor mouse
in control group( HE x100) in B group n mmunohistochem istry( X 200)

A number of cancer cells in medullary cavity of bone, bone trabecula is Heterotype cell endochylema expression of CK highlights cancer cell ( ar-
thinning (arrrow).

4 HE 6 HE

Fig 4 Vertebrae column of bear ng-tumor mouse Fig 6 Vertebrae colunn of bear hg-tunor mouse
n B group( HE x100) n B +P group( HE x100)
Heterotype cells scattered in medullary cavity of bone(arrrow). Bone destruction lession instead of fibrogranulation tissue(arrow).
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Fig 7 L ungmetastasis cut surface and pathology
A:Lung cut surface shoved no metastasis node; B: Lung cut surface shovsmulti-node of metastasis C: Cancer cells infiltration in lung
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