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Prospective evaluation of toceranib phosphate in metastatic canine osteosarcoma.
Laver T, London CA, Vail DM, Biller BJ, Coy J, Thamm DH.
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Efficacious therapies for measurable metastatic canine osteosarcoma (OSA) are generally
lacking. Preliminary retrospective studies suggested that approximately 50% of dogs with
measurable metastatic OSA experienced clinical benefit (objective response or clinically
meaningful disease stabilisation) following toceranib (TOC) treatment. The purpose of this
clinical trial was to prospectively evaluate the clinical outcome following TOC treatment
in dogs with measurable pulmonary metastatic OSA. A secondary goal was to identify potential
biomarkers of clinical benefit by measuring changes in plasma vascular endothelial growth
factor (VEGF) and circulating regulatory T-cell (Treg) percentage. Twenty-two dogs with
pulmonary metastasis from appendicular OSA having undergone previous amputation were
treated prospectively with TOC. Adverse events (AEs) were common but predominantly low
grade. Nine patients were withdrawn from the study prior to the week 8 assessment of response
either due to progressive disease (PD), decreased quality of life or owner perceived
unacceptable AEs. Of the patients evaluable for disease progression at week 8 (or earlier), 3/17
(17.6 %) had stable disease with the remainder having PD. The median progression-free
survival time for all patients was 57 days (range 7-176 days) with a median overall survival time
of 89 days (range 7-574 days). Plasma VEGF concentrations were significantly elevated in
patients after 4 weeks of TOC treatment, but no changes were observed in percentage of Treg
in peripheral blood. Overall, the results of this clinical trial do not support the use of TOC as
single agent therapy for canine metastatic OSA.
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Prognosis for dogs with stage Ill osteosarcoma following treatment with amputation and
chemotherapy with and without metastasectomy.
Turner H, Séguin B, Worley DR, Ehrhart NP, Lafferty MH, Withrow SJ, Selmic LE.
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OBJECTIVE To determine survival times of selected dogs with metastatic (stage I11)
osteosarcoma, whether disease-free interval (DFI) was associated with survival time after
diagnosis of stage lll disease (ie, stage Ill survival time), and whether a survival benefit of
metastasectomy existed. DESIGN Retrospective case series with nested cohort study.
ANIMALS 194 client-owned dogs treated for histologically confirmed appendicular
osteosarcoma from 1997 through 2009. PROCEDURES Dogs were included if they had stage |
or Il osteosarcoma at the time of initial evaluation, had amputation of the affected appendage
and = 1 dose of chemotherapy afterward, and developed metastasis within the follow-up period
or prior to death. Data collected from the medical records included signalment, primary tumor
location, clinical and laboratory findings, whether metastasectomy was performed, and
outcome. Various factors were examined for associations with outcome. RESULTS Dogs that
received no treatment for the metastasis had a median survival time between 49 and 57 days
after diagnosis of stage Ill osteosarcoma. Duration of the preceding DFI had no association with
this period. Metastasectomy alone was associated with a longer median stage Il survival time
(232 days) than no metastasectomy (49 days). Among all dogs identified as qualifying for
pulmonary metastasectomy on the basis of < 3 pulmonary nodules visible on thoracic
radiographs and a DFI > 275 days (n = 21), a survival advantage was also identified for those
that actually received pulmonary metastasectomy (6). CONCLUSIONS AND CLINICAL
RELEVANCE Preceding DFI had no influence on survival time of dogs with stage I
osteosarcoma. Metastasectomy was associated with an increase in survival time for selected
dogs.
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