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Description automatically generated]Supplementary Figure 1. Cell viability curve of D17 cells incubated with (A) zoledronate, (B) carboplatin, (C) vinorelbine, (D) doxorubicin, (E) toceranib, and (F) isophosphoramide mustard. Data expressed as mean +/- SD.


Supplementary Table 1. IC5-50 in D17 cell
	
	IC5
	IC10
	IC20
	IC50

	Zoledronate
	547.5 nM
	1.00 uM
	1.95 uM
	6.04 uM

	Carboplatin
	4.66 uM
	10.08 uM
	23.24 uM
	96.95 uM

	Doxorubicin
	60.29 nM
	83.12 nM
	117.8 nM
	207.6 nM

	Vinorelbine
	13.51 pM
	39.86 pM
	128.9 pM
	1.09 nM

	Isophosphoramide
	34.2 uM
	48.7 uM
	71.4 uM
	86.9 uM





Supplementary Figure 2. Cell viability curve of primary osteosarcoma cell-1 (Ronald), incubated with (A) zoledronate, (B) carboplatin, (C) vinorelbine, (D) doxorubicin, (E) toceranib, and (F) isophosphoramide mustard. Data expressed as mean +/- SD.
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Supplementary Table 2. IC5-50 in primary osteosarcoma cell-1 (Ronald)
	
	IC5
	IC10
	IC20
	IC50

	Zoledronate
	3.07 uM
	5.37 uM
	9.86 uM
	27.8 uM

	Carboplatin
	35.08 uM
	48.84 uM
	69.92 uM
	129.2 uM

	Doxorubicin
	10.43 nM
	26.22 nM
	71.33 nM
	394.9 nM

	Vinorelbine
	7.76 fM
	589.7 fM
	64.8 pM
	199.9 nM

	Toceranib
	8.82 uM
	9.77 uM
	10.92 uM
	X

	Isophosphoramide
	50.9 uM
	68.8 uM
	95.2 uM
	166.0 uM





Supplementary Figure 3. Cell viability curve of primary osteosarcoma cell-2 (Walter), incubated with (A) zoledronate, (B) carboplatin, (C) vinorelbine, (D) doxorubicin, (E) toceranib, and (F) isophosphoramide mustard. Data expressed as mean +/- SD.
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Supplementary Table 3. IC5-50 in primary osteosarcoma cell-2 (Walter)
	
	IC5
	IC10
	IC20
	IC50

	Zoledronate
	270.3 nM
	726.4 nM
	2.12 uM
	13.29 uM

	Carboplatin
	 30.87 uM
	51.67 uM
	90.39 uM
	235.1 uM

	Doxorubicin
	 5.36 nM
	21.7 nM
	99.48 nM
	949.29 nM

	Vinorelbine
	 X
	15.71 fM
	5.82 pM
	143.4 nM

	Toceranib
	9.16 uM
	9.54 uM
	9.97 uM
	X

	Isophosphoramide
	70.29 uM
	94.39 uM
	129.97 uM
	224.56 uM





Supplementary Figure 4. Cell viability curve of MDCK cell, incubated with (A) zoledronate, (B) carboplatin, (C) vinorelbine, (D) doxorubicin, (E) toceranib, and (F) isophosphoramide mustard. Data expressed as mean +/- SD.
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Supplementary Table 4. IC5-50 in MDCK cell
	
	IC5
	IC10
	IC20
	IC50

	Zoledronate
	18.22 uM
	22.31 uM
	27.70 uM
	33.406 uM

	Carboplatin
	54.90 uM
	71.52 uM
	95.31 uM
	165.69 uM

	Doxorubicin
	55.38 nM
	107.3 nM
	220.1 nM
	781.5 nM

	Vinorelbine
	140.4 pM
	673.1 pM
	3.68 nM
	23.73 nM

	Toceranib
	7.03 uM
	8.44 uM
	10.29 uM
	X

	Isophosphoramide
	13.21 uM
	24.1 uM
	46.40 uM
	246.74 uM


Supplementary Table 5. Cmax of drugs from the pharmacokinetics literatures
	Drug
	Dose & administration
	Cmax
	Reference

	Zoledronate
	0.25 mg/kg, IV, over 15 min
	4.4 uM (range 3.3-5.48 uM)
	(1)

	Carboplatin
	1.2 mg/kg, IV, over 20 min
	Range 59.2 – 258.2 uM 
	(2)

	Doxorubicin
	30 mg/m2, IV, over 30 min
	32.93 - 1067 ng/mL (range 15.3 nM - 1.83 uM)
	(3, 4)

	Vinorelbine
	0.4 mg/kg, IV
	56.4 - 98.3 ng/mL (range 52 - 91 nM)
	(5)

	Toceranib
	2.86 mg/kg, PO, every other day for 7 doses
	Range 65 nM – 4.85 uM
	(6)

	Ifosfamide
	10 mg/kg
	Range 17.2 - 47.5 uM
	(7)
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