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In summary, cabozantinib showed both bone-protective
and anti-tumor effects in this murine model of multiple
myeloma. Based on these results, further investigation of
cabozantinib in multiple myeloma is warranted.
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5TGM1 mouse myeloma cells by IV administration. Dosing began on day 1
and continued daily until euthanasia at day 35. Body weights were determined

twice a week and blood samples were collected on days -1, 15, 22, and 34 for 0 > 10 15&33{ 20 25 30
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Materials and Methods o — - -
Four experimental groups were included: negative control group receiving o5 Crou 20
vehicle, positive control group receiving bortezomib (Bz, 0.5 mg/kg ip twice a _Cmp -
week), low dose cabozantinib group (Cabo 10 mg/kg, PO QD) and high dose 20 :gzb N 57
cabozantinib group (Cabo 30 mg/kg, PO QD). 7 weeks old Female " B Cabo 30 makg e
C57BL/KaLwRij mice were allocated to treatment groups (n=15 per group) L 410-
with equivalent average body weights. On day 0, animals were inoculated with 10- Cabo 10 mg/kg
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enalysis of paraprotein (IgG2b) and tartrate-resist_ant ecid phosphatase FIGURE 1. A) Secreted IgG2b in serum was measured as a tumor — S 1. Nguyen, et al. (2013) PLoS One, 8(10): e78881.
iIsoform 5b (TRACP 5b). The development of osteolytic lesions was detected marker during the study (mg/ml, mean+SEM). Bortezomib decreased makg makg 2. Dai, et al. (2014) Clin Cancer Res, 20(3): 617-630. |
by radiography at the end of the study. The mice were sacrificed 5 weeks after and Cabozantinib increased serum 1gG2b levels compared to control j‘ grrﬁl?ﬁrgt ‘:I Etlz'(()ig)lﬁ)éli':fg'n(égln";rl'asﬁ’floz"_i(i'glog?’””c'/djum’?’ [Epub ahead of print March 14, 2014]
iInoculation, examined macroscopically, and their bones were collected for group. B) Bone resorption was measured as secreted TRACP 5b into FIGURE 3. A) Total osteolytic area at sacrifice was determined from X-ray radiography (mm?, medianlQR25%z+min/max). Outliers are 5 Rocci. et al. (2014) Br J Haematol 164'(6): 841-850.
histomorphometric analysis. 4/15 mice were euthanized before the end of the serum during the study (U/L, meantSEM). Cabozantinib decreased marked as floating points in the figure but they were not removed in the statistical analysis. Cabozantinib dose 30 mg/kg decreased 6. Standal, et al. (2007) Blood, 109(7): 3024-3030.
experiment due to paraplegia in control and bortezomib groups, but none in serum TRACP 5b levels compared to cont_rol group. Statilsticr:]al analysis rotal osteolytic area. *** = p < 0.00_1. Sraristical analysie was performed gsing ANOVA and Tukey's HSD test. B)_ Representative X-ray 7. Garret et al. (1997) Bone, 20(6): 515-520.
cabozantinib groups. Animals euthanized within four days of the end of the of 1gG2b anc! TRAP 5b were performed using LME model where day -1 images of each treatment group vrsualrzrng the analysis of osteolytic lesions. Each polygon represents one lesion. The sum of areas
values were included as baseline. *** = p < 0.001. represent total osteolytic area in each animal.

experiment were included in the analysis.
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