
Supplement Table 1. The association of AEs and PK parameter 
 

 
20mg (N=10) 

 
40mg (N=10) 

 
80mg (N=10) 

 
Multiple dose (80mg, BID, 7days) 

AE Cmax AUC0-t t1/2 
 

Cmax AUC0-t t1/2 
 

Cmax AUC0-t t1/2 
 

Cmax AUC0-t t1/2 Css_max Css_min Css_av AUCss,0-t AUC0-tau 

WBC count increased 0.600  0.600  0.200  
 

NA NA NA 
 

NA NA NA 
 

NA NA NA NA NA NA NA NA 

Neutrophil count 

increased 
0.600  0.600  0.200  

 
NA NA NA 

 
0.600  0.200  1.000  

 
NA NA NA NA NA NA NA NA 

anemia NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

NA NA NA NA NA NA NA NA 

Transferrin increased NA NA NA 
 

NA NA NA 
 

0.533  0.533  0.889  
 

NA NA NA NA NA NA NA NA 

Leukocyte urine present 1.000  0.800  0.400  
 

NA NA NA 
 

NA NA NA 
 

0.267  0.178  0.889  0.889  0.711  0.889  0.711 0.889  

Protein urine present 0.889  0.267  0.889  
 

0.600  0.400  0.400  
 

0.914  0.914  0.914  
 

NA NA NA NA NA NA NA NA 

Blood urine present 0.400  0.889  0.089  
 

NA NA NA 
 

0.610  0.610  0.914  
 

0.889  1.000  0.667  0.667  0.667  0.444  0.444  0.444  

Urinary α1-microglobulin 

increased 
0.800  1.000  0.400  

 
0.800  1.000  0.600  

 
0.533  0.533  0.889  

 
NA NA NA NA NA NA NA NA 

Urinary β2-microglobulin 

increased 
0.800  1.000  0.400  

 
0.800  0.200  0.200  

 
0.400  0.400  0.400  

 
NA NA NA NA NA NA NA NA 

Urinary NAG increased NA NA NA 
 

NA NA NA 
 

1.000  1.000  0.600  
 

NA NA NA NA NA NA NA NA 

Blood sodium decreased 0.178  0.400  0.267  
 

NA NA NA 
 

NA NA NA 
 

NA NA NA NA NA NA NA NA 

Serum potassium 

decreased 
0.600  0.600  0.200  

 
NA NA NA 

 
NA NA NA 

 
NA NA NA NA NA NA NA NA 

Abnormal QRS wave 

complex 
NA NA NA 

 
NA NA NA 

 
1.000  1.000  0.600  

 
0.533  0.889  0.267  0.178  0.889  0.400  0.533  0.400  

Abnormal T wave 0.400  0.200  0.800  
 

0.800  0.200  0.200  
 

0.267  0.400  0.711  
 

NA NA NA NA NA NA NA NA 

Sinus bradycardia NA NA NA 
 

NA NA NA 
 

0.711  0.889  0.267  
 

NA NA NA NA NA NA NA NA 

Diastolic pressure 

decreased 
NA NA NA 

 
NA NA NA 

 
0.600  0.600  1.000  

 
NA NA NA NA NA NA NA NA 

Blood CPK increased NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

1.000  0.800  0.400  0.400  0.800  0.400  0.600  0.400  

Blood triglycerides 

increased 
NA NA NA 

 
NA NA NA 

 
0.200  0.600  0.600  

 
1.000  0.800  0.400  0.400  0.800  0.400  0.600  0.400  

ALT increased NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

1.000  0.800  0.400  0.400  0.800  0.400  0.600  0.400  

γGTP increased NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

NA NA NA NA NA NA NA NA 

Flatulence NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

0.400  0.400  0.200  1.000  0.800  0.800  0.400  0.800  

Pyrexia NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

0.600  1.000  0.800  0.800  1.000  0.800  0.600  0.800  

Bacterial test positive NA NA NA 
 

NA NA NA 
 

NA NA NA 
 

NA NA NA NA NA NA NA NA 



ALT, alanine aminotransferase; ADR, Adverse Drug Reaction; AE, adverse event; CPK, creatine phosphokinase; ECG, Electrocardiograph; γGTP, γ-glutamyltransferase; NA, not Applicable; 
NAG, β-N-acetyl-D-glucosaminidase; RBC, red blood cell; SAE, Serious adverse event; WBC, white blood cell. 
 
  



Supplement Table 2. Matrix effects of Topiroxostat and internal standard. 
 

sample ID 

LQC (2.0 ng/mL) MQC (400 ng/mL) HQC (800 ng/mL) 

Topiroxostat 

accuracy (%) 

Internal 

standard 

accuracy (%) 

Normalization 

accuracy (%) 

Topiroxostat 

accuracy (%) 

Internal 

standard 

accuracy (%) 

Normalization 

accuracy (%) 

Topiroxostat 

accuracy (%) 

Internal 

standard 

accuracy (%) 

Normalization 

accuracy (%) 

1 102.5 112.1 91.5 103.5 104.1 99.4 103.6 97.9 105.8 

2 104.7 111.4 94 102.4 105.2 97.4 104.4 98.7 105.8 

3 100.9 112.2 89.9 102.7 103.7 99 104.4 98.9 105.5 

4 105.3 108.8 96.7 102.9 103.9 99 105.2 99.1 106.2 

5 105.3 111.6 94.4 102.7 105.2 97.7 105.2 99.2 106 

6 96.2 113.3 84.9 103 104 99.1 103.6 98.3 105.4 

Mean 
  

91.9 
  

98.6 
  

105.8 

SD 
  

4.2 
  

0.8 
  

0.3 

Conc.: Concentration; SD: standard deviation; LQC: Low concentration  quality control; MQC: Medium quality control; HQC: High concentration  quality control. 
 
  



Supplement Table 3. Hyperlipidemia matrix effect of Topiroxostat. 

 
LQC (2.0 ng/mL) HQC (800 ng/mL) 

sample ID Conc. (ng/mL) Accuracy (%) Conc. (ng/mL) Accuracy (%) 

1 1.94 96.9 802 100.3 

2 1.93 96.3 807 100.9 

3 1.97 98.6 802 100.3 

4 1.99 99.7 813 101.7 

5 1.88 94.1 814 101.7 

6 1.93 96.6 802 100.3 

Mean 1.94 97 807 100.9 

SD 0.04  5.65  

Conc.: Concentration; SD: standard deviation; LQC: Low concentration quality control; HQC: High concentration quality control. 
 
  



Supplement Table 4. Recovery of Topiroxostat and internal standard. 
Sample 

ID 
LQC (2.0 ng/mL) (%) MQC (400 ng/mL) (%) HQC (800 ng/mL) (%) Internal Standard (%) 

1 99.5 97.8 100 105.6 

2 96.5 100 100 105 

3 97.9 100.3 98.5 106 

4 103.5 100.4 99.2 105.8 

5 93.9 99.4 99.2 104.9 

6 103.8 99.6 99.2 107.6 

Mean 99.2 99.6 99.4 105.8 

SD 3.9 1.0 0.6 1.0 

SD: standard deviation; LQC: Low concentration quality control; MQC: Medium quality control; HQC: High concentration quality control. 
 
  



Supplement Table 5  Long-term stability of Topiroxostat. 

 
7 days 

 
LQC (2.0 ng/mL) HQC (800 ng/mL) 

sample ID Conc. (ng/mL) Accuracy (%) Conc. (ng/mL) Accuracy (%) 

1 1.96 97.8 805 100.6 

2 2.11 105.5 809 101.2 

3 1.89 94.6 807 100.8 

Mean 1.99 99.3 807 100.9 

SD 0.1 
 

2 
 

 
45 days 

 
LQC (2.0 ng/mL) HQC (800 ng/mL) 

sample ID Conc. (ng/mL) Accuracy (%) Conc. (ng/mL) Accuracy (%) 

1 2.02 101 823 102.8 

2 2.11 105.7 825 103.1 

3 1.98 99.1 814 101.8 

Mean 2.04 101.9 821 102.6 

SD 0.1 
 

5.9 
 

 
96 days 

 
LQC (2.0 ng/mL) HQC (800 ng/mL) 

sample ID Conc. (ng/mL) Accuracy (%) Conc. (ng/mL) Accuracy (%) 

1 2.01 100.4 806 100.7 

2 1.99 99.5 794 99.3 

3 1.96 98.2 805 100.6 

Mean 1.99 99.4 802 100.2 

SD 0 
 

6.7 
 

Conc.: Concentration; SD: standard deviation; LQC: Low concentration quality control; HQC: High concentration quality control. 
 


