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Scheme S1. The synthetic procedure of o(LA)11-CTX prodrugs.
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Figure S1. 1H NMR spectrum of o(LA)11-OH measured in CDCl3.
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Figure S2. 1H NMR spectrum of o(LA)11-COOH measured in CDCl3.
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Figure S3. 1H NMR spectrum of o(LA)11-CTX prodrug measured in CDCl3.
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Figure S4. Expression of P-gp in two resistant cells and their parental cells analyzed by western blot.


Table S1. Hematology measurements for mice treated with saline, 6 mg/kg CTX plus 50 mg/kg MK-2206, or 24 mg/kg cabazitaxel-NPs plus 50 mg/kg MK-2206. Samples were collected one day post-administration of every dose, and at 1, 2, and 3 weeks after administration of the third dose. Values are expressed as the means ± SD (n = 6).
	
	Dose 1
	Dose 2
	Dose 3

	　
	Saline
	CTX + MK-2206
	Cabazitaxel-NPs + MK-2206
	Saline
	CTX + MK-2206
	Cabazitaxel-NPs + MK-2206
	Saline
	CTX + MK-2206
	 Cabazitaxel-NPs + MK-2206

	WBC (109/L)
	3.97 ± 0.49
	3.43 ± 0.81
	3.57 ± 0.65
	3.8 ± 0.91
	2.52 ± 0.34
	2.57 ± 0.37
	5.79 ± 1.39
	5.46 ± 1.53
	5.89 ± 1.22

	NE (109/L)
	0.71 ± 0.13
	0.57 ± 0.15
	0.78 ± 0.29
	0.60 ± 0.23
	0.40 ± 0.19
	0.42 ± 0.20
	1.49 ± 0.42
	0.30 ± 0.16
	0.36 ± 0.19

	LY (109/L)
	3.26 ± 0.47
	2.87 ± 0.67
	2.78 ± 0.44
	3.20 ± 0.74
	2.12 ± 0.21
	2.13 ± 0.47
	4.49 ± 1.00
	5.16 ± 1.42
	5.43 ± 1.20

	NE (%)
	18.51 ± 3.93
	16.68 ± 1.18
	21.32 ± 5.63
	16.38 ± 4.07
	15.05 ± 5.43
	16.90 ± 8.22
	24.93 ± 2.47
	5.25 ± 1.98
	6.17 ± 2.94

	LY (%)
	81.26 ± 3.99
	70.65 ± 30.57
	78.25 ± 5.47
	82.67 ± 4.26
	83.57 ± 5.45
	81.10 ± 8.28
	74.7 ± 2.45
	94.01 ± 2.11
	92.40 ± 2.49

	WO (%)
	0.10 ± 0.08
	0.17 ± 0.16
	0.13 ± 0.10
	0.52 ± 0.13
	1.05 ± 0.56
	1.37 ± 0.67
	0.21 ± 0.15
	0.56 ± 0.28
	1.21 ± 0.54

	EO (%)
	0.13 ± 0.08
	0.08 ± 0.08
	0.13 ± 0.10
	0.22 ± 0.16
	0.25 ± 0.14
	0.57 ± 0.42
	0.14 ± 0.11
	0.15 ± 0.12
	0.19 ± 0.32

	RBC (1012/L)
	7.79 ± 0.35
	8.30 ± 0.40
	8.29 ± 0.32
	7.27 ± 0.44
	7.49 ± 0.42
	7.61 ± 0.25
	7.98 ± 0.47
	7.93 ± 0.24
	7.70 ± 0.49

	HGB (g/L)
	143.86 ± 4.14
	149.5 ± 6.09
	152.17 ± 9.35
	140.17 ± 7.19
	136.67 ± 5.47
	142.00 ± 4.73
	149.00 ± 8.72
	143.75 ± 4.13
	147.14 ± 7.95

	HCT
	42.41 ± 1.41
	45.35 ± 2.46
	44.78 ± 2.53
	39.98 ± 1.95
	40.77 ± 2.04
	41.08 ± 1.46
	42.80 ± 2.10
	43.15 ± 1.19
	42.10 ± 2.14

	MCV (fL)
	54.51 ± 1.81
	54.67 ± 1.13
	54.03 ± 2.37
	55.08 ± 1.69
	54.50 ± 1.21
	54.00 ± 1.73
	53.70 ± 1.44
	54.44 ± 0.97
	54.63 ± 1.54

	MCH (pg)
	18.50 ± 0.45
	16.35 ± 4.40
	18.37 ± 0.89
	19.32 ± 0.85
	18.30 ± 0.44
	18.68 ± 0.35
	18.69 ± 0.61
	18.13 ± 0.42
	19.14 ± 0.45

	MCHC (g/L)
	339.29 ± 7.48
	329.83 ± 5.56
	339.83 ± 13.93
	350.83 ± 5.12
	335.5 ± 5.65
	345.5 ± 8.02
	347.86 ± 4.83
	333.38 ± 4.37
	350.43 ± 6.05

	RDW (%)
	14.54 ± 0.54
	13.98 ± 0.57
	14.83 ± 0.52
	14.82 ± 0.46
	14.58 ± 0.66
	15.63 ± 0.86
	14.20 ± 0.52
	14.96 ± 0.48
	16.67 ± 0.46

	PLT (109/L)
	475.00 ± 84.81
	377.50 ± 53.97
	305.83 ± 52.81
	409.83 ± 96.65
	561.17 ± 97.88
	509.17 ± 58.6
	375.57 ± 52.57
	453.50 ± 47.35
	399.29 ± 43.42

	PCT
	0.30 ± 0.06
	0.24 ± 0.04
	0.18 ± 0.03
	0.26 ± 0.07
	0.39 ± 0.09
	0.34 ± 0.05
	0.23 ± 0.03
	0.31 ± 0.04
	0.26 ± 0.04

	MPV (fL)
	6.29 ± 0.22
	6.47 ± 0.23
	5.95 ± 0.19

	6.38 ± 0.31
	6.82 ± 0.51
	6.70 ± 0.18
	91.27 ± 210.66
	6.88 ± 0.28
	6.49 ± 0.29

	PDW (fL)
	12.03 ± 0.58
	13.28 ± 0.48
	11.95 ± 0.82
	13.15 ± 0.76
	13.47 ± 0.95
	12.87 ± 0.48
	12.4 ± 0.60
	13.58 ± 0.59
	12.17 ± 0.99






Table S2 continued.  
	
	Post 1 week
	Post 2 week
	Post 3 week

	　
	Saline
	CTX + MK-2206
	Cabazitaxel-NPs + MK-2206
	Saline
	CTX + MK-2206
	Cabazitaxel-NPs + MK-2206
	Saline
	CTX + MK-2206
	Cabazitaxel-NPs + MK-2206

	WBC (109/L)
	6.43 ± 1.13
	7.15 ± 0.67
	5.82 ± 1.05
	6.69 ± 1.39
	6.80 ± 0.71
	6.68 ± 0.29
	6.88 ± 1.13
	7.02 ± 1.29
	5.96 ± 1.11

	NE (109/L)
	1.13 ± 0.36
	1.10 ± 0.54
	1.67 ± 1.09
	1.37 ± 0.65
	1.81 ± 0.57
	1.84 ± 0.66
	1.02 ± 0.29
	1.42 ± 0.45
	1.10 ± 0.37

	LY (109/L)
	5.30 ± 1.07
	5.97 ± 0.84
	4.13 ± 0.50
	5.31 ± 0.82
	4.99 ± 0.43
	4.84 ± 0.45
	5.87 ± 1.07
	5.60 ± 1.62
	4.86 ± 1.24

	NE (%)
	17.93 ± 4.62
	15.23 ± 7.27
	27.28 ± 13.15
	19.59 ± 6.11
	26.16 ± 6.63
	27.18 ± 8.54
	14.75 ± 3.62
	21.34 ± 10.09
	19.26 ± 8.73

	LY (%)
	81.52 ± 4.89
	83.53 ± 7.04
	71.90 ± 13.17
	80.00 ± 6.19
	73.53 ± 6.67
	72.52 ± 8.60
	84.75 ± 3.73
	78.22 ± 10.38
	80.20 ± 9.08

	WO (%)
	0.35 ± 0.20
	1.13 ± 0.79
	0.58 ± 0.34
	0.17 ± 0.2
	0.20 ± 0.10
	0.20 ± 0.19
	0.20 ± 0.11
	0.18 ± 0.13
	0.32 ± 0.33

	EO (%)
	0.18 ± 0.15
	0.10 ± 0.11
	0.18 ± 0.12
	0.23 ± 0.15
	0.11 ± 0.11
	0.10 ± 0.07
	0.27 ± 0.21
	0.26 ± 0.26
	0.22 ± 0.08

	RBC (1012/L)
	8.79 ± 0.60
	8.58 ± 0.24
	7.83 ± 0.15
	8.92 ± 0.37
	8.42 ± 0.64
	8.91 ± 0.52
	9.41 ± 0.49
	9.18 ± 0.47
	8.83 ± 0.45

	HGB (g/L)
	159.33 ± 6.22
	150.5 ± 3.99
	146.50 ± 4.23
	162.57 ± 3.99
	152.00 ± 7.46
	160.20 ± 6.22
	164.50 ± 7.18
	161.80 ± 6.38
	157.80 ± 6.76

	HCT
	46.22 ± 2.49
	44.6 ± 0.84
	42.20 ± 0.96
	46.23 ± 1.10
	43.69 ± 2.35
	44.82 ± 1.94
	48.08 ± 1.13
	46.12 ± 2.22
	44.42 ± 2.11

	MCV (fL)
	52.62 ± 2.12
	51.97 ± 0.82
	53.93 ± 1.43
	51.89 ± 1.39
	51.94 ± 1.25
	50.40 ± 2.26
	51.13 ± 2.06
	50.24 ± 0.96
	50.08 ± 2.59

	MCH (pg)
	18.15 ± 0.80
	17.53 ± 0.56
	18.75 ± 0.69
	18.26 ± 0.63
	18.07 ± 0.62
	18.02 ± 0.89
	17.48 ± 0.59
	17.64 ± 0.59
	17.88 ± 0.71

	MCHC (g/L)
	345.17 ± 10.20
	337.83 ± 7.57
	347.33 ± 10.82
	351.57 ± 5.62
	347.86 ± 5.87
	357.60 ± 5.13
	342.00 ± 10.92
	351.00 ± 10.02
	357.00 ± 8.06

	RDW (%)
	13.68 ± 0.44
	15.12 ± 0.28
	16.07 ± 0.50
	13.53 ± 0.37
	15.10 ± 0.55
	15.02 ± 0.53
	13.30 ± 0.46
	14.46 ± 0.38
	14.52 ± 0.37

	PLT (109/L)
	461.67 ± 74.7
	453.17 ± 92.00
	386.17 ± 25.00
	437.57 ± 37.80
	511.29 ± 51.30
	431.00 ± 54.17
	524.83 ± 138.50
	466.60 ± 111.59
	405.40 ± 37.54

	PCT
	0.30 ± 0.05
	0.30 ± 0.06
	0.26 ± 0.02
	0.28 ± 0.03
	0.33 ± 0.03
	0.27 ± 0.03
	0.33 ± 0.10
	0.30 ± 0.07
	0.26 ± 0.03

	MPV (fL)
	6.43 ± 0.23
	6.68 ± 0.21
	6.68 ± 0.43
	6.36 ± 0.21
	6.39 ± 0.28
	6.36 ± 0.24
	6.37 ± 0.21
	6.36 ± 0.27
	6.28 ± 0.26

	PDW (fL)
	12.58 ± 0.84
	13.02 ± 0.52
	12.23 ± 0.81
	12.47 ± 0.73
	12.26 ± 0.82
	11.6 ± 0.62
	12.13 ± 0.65
	12.00 ± 0.89
	11.68 ± 1.03
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