
 
 
Supplementary information, Fig. S8. Pharmacokinetic (PK) parameters of NAT used in the 

in vivo studies. 

a Plasma concentration-time profiles of NAT via IV, IP, or PO in male CD-1 mice. n = 3 biological 

replicates. b The plasma concentration of NAT after an IV dose of 1 mg/kg. c The plasma 

concentration of NAT after an IP dose of 30 mg/kg. d The plasma concentration of NAT after 

a PO dose of 30 mg/kg. T1/2, elimination half-life; Tmax, time to reach peak plasma 

concentration following drug administration; Cmax, peak plasma drug concentration; AUClast 

area under the curve from the time zero to the time of the last measurable (positive) 

concentration; AUCINF, area under the plasma concentration-time curve from time zero to 

infinity; Vss, the volume of distribution at steady-state; CL, total plasma clearance; F%, 

bioavailability. e NAT does not affect PTX-mediated cytotoxicity. U2OS cells were treated with 

PTX in the absence or presence of 3 μM NAT for 48 h. Cell viability was measured by the 

CellTiter-Glo assay. Data are presented as mean ± SEM. n = 3 biological replicates. f The body 

weight of NATs-treated mice compared to that of vehicle-treated controls. Means ± SEM. 

Mice were treated with vehicle, 30 mg/kg NAT or NAT-5r for 14 days (n=5 per group). g NAT 

or NAT-5r does not induce liver toxicity in mice after 14 days of treatment. Blood samples 

were taken on the last day of treatment from the eye vein. Tests for the levels of alanine 

transaminase (ALT, in U/L) and aspartate aminotransferase (AST, in U/L) were used to monitor 

liver toxicity in response to drug treatment. Data are presented as mean ± SEM, n = 5 

biological replicates.  
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Mean plasma concentration-time profiles of IV, IP 
and PO in male CD-1 mice

IV, 1 mg/kg

IP, 30 mg/kg

PO, 30 mg/kg

Dose Dose Sampling Mean
(mg/kg) route time (ng/mL)

(hr) Mouse#E1 Mouse#E2 Mouse#E3
30 IP 0.25 1920 1110 1480 1503 406 27.0

0.5 1420 1160 872 1151 274 23.8
1 629 609 480 573 81 14.1
2 399 154 123 225 151 67.1
4 222 74.8 299 199 114 57.4
8 87.6 50.9 80.8 73.1 19.5 26.71
24 1.64 1.71 1.63 1.66 0.04 2.6

Unit Mouse#E1 Mouse#E2 Mouse#E3 Mean SD CV(%)
hr 0.25 0.50 0.25 0.33 0.14 43.3

ng/mL 1920 1160 1480 1520 382 25.1
hr*ng/mL 3173 1881 2476 2510 647 25.8
hr*ng/mL 3180 1889 2483 2517 646 25.7

hr 2.81 3.48 2.71 3.00 0.42 13.9
49.5 29.4 38.7 39.2 10.1 25.7

Plasma concentration of NAT after a IP dose of 30 mg/kg in male CD-1 mice
Concentration

SD CV(%)(ng/mL)

AUClast

PK parameters
Tmax

Cmax

AUCINF

T1/2

F%

Dose Dose Sampling Mean
(mg/kg) route time (ng/mL)

(hr) Mouse#F1 Mouse#F2
30 PO 0.25 1850 1380 1615 332 20.6

0.5 226 312 269 61 22.6
1 199 580 390 269 69.2
2 210 172 191 27 14.1
4 160 189 175 21 11.8
8 99.8 104 102 3 2.91
24 3.01 0.98 2.00 1.43 71.8

Unit Mouse#F1 Mouse#F2 Mean SD CV(%)
hr 0.25 0.25 0.25 0.00 0.0

ng/mL 1850 1380 1615 332 20.6
hr*ng/mL 2055 2194 2125 98 4.6
hr*ng/mL 2070 2198 2134 90 4.2

hr 3.39 2.56 2.97 0.59 19.9
32.2 34.2 33.2 1.4 4.2

AUClast

AUCINF

T1/2

F%

PK parameters
Tmax

Cmax

Plasma concentration of NAT after a PO dose of 30 mg/kg in male CD-1 mice
Concentration

SD CV(%)(ng/mL)

Dose Dose Sampling Mean
(mg/kg) route time (ng/mL)

(hr) Mouse#D1 Mouse#D2 Mouse#D3
0.083 595 722 623 647 67 10.32
0.25 259 282 278 273 12 4.5
0.5 70.4 106 87.2 87.9 18 20.3
1 13.8 31.1 16.4 20.4 9.3 45.7
2 1.66 3.29 4.97 3.31 1.66 50.1
4 BQL BQL BQL NA NA NA
8 BQL BQL BQL NA NA NA
24 BQL BQL BQL NA NA NA

Unit Mouse#D1 Mouse#D2 Mouse#D3 Mean SD CV(%)
mL/min/kg 88.4 68.3 79.8 78.8 10.1 12.79

L/kg 1.31 1.21 1.39 1.30 0.09 6.92
hr*ng/mL 188 242 207 212 27 12.90
hr*ng/mL 189 244 209 214 28 13.01

hr 0.28 0.30 0.28 0.29 0.01 3.74

Plasma concentration of NAT after a IV dose of 1 mg/kg in male CD-1 mice
Concentration

SD CV(%)(ng/mL)

Vss

1 IV

PK parameters
CL

AUClast

AUCINF

T1/2
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VEH NAT (30 mg/kg) NAT-5r (30 mg/kg)

ALT (U/L)

AST (U/L)

4.16±2.14 5.55±1.23 7.92±1.66

8.93±2.15 8.46±2.23 10.50±3.53

Serum biochemical test after administration of compounds in male C57BL/6J mice
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