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Chemical composition of INO20 

The chemical composition of INO20 was analyzed by LC-MS/MS in positive mode. Eight compounds 

were found in INO20 (Fig. S1). The eight compounds have m/z of 393.3, 423.3 (2 compounds), 425.3 (2 

compounds), 457.4, 457.2, and 471.2 m/z. Among eight compounds, inotodiol (peak no. 5; 425.3 m/z, RT: 10.9 

min) was the major component in INO20. Based on peak area, inotodiol abundance relatively accounted for 

71.1 % of the total area. The remaining seven compounds occupied for 28.9% of the total area, and each 

compound ranged from 1 to 10 %. 
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Figure S1. Composition of INO20, analyzed by LC/MS. (A) Total ion chromatogram (TIC); (B) Extract ion 

chromatogram (EIC); (C) Overlaid EIC; (D) Mass-to-charge (m/z), retention time (RT) and area of major 

compounds. 

Cardiotoxicity prediction of inotodiol  

 

Figure S2. Map of Cardiac toxicity of inotodiol obtained from pred-hERG 

Effect of inotodiol on pharmacokinetics  

Table S1: Predicted ADME parameters of inotodiol using different prediction webtools 

 

  Inotodiol 

Properties Parameters pkCSM swissADME 

Absorption Water solubility  -4.469 -6.25 



Intestinal absorption 

(human) % 

93.178 Low 

Log Kp (skin 

permeation) cm/s 

-2.788 -3.49 

P-gp substrate  Yes No 

Distribution BBBa  (log BB)   0.115 No 

CNS permeation (log 

PS) 

-1.796 Not determine 

VDb (human) (log L/kg) 0.304 Not determine 

Metabolism CYP1A2 inhibitor  No No 

CYP2C19 inhibitor No No 

CYP2C9 inhibitor  No No 

CYP2D6 inhibitor  No No 

CYP3A4 inhibitor  No No 

Excretion Total clearance (log 

mL/min/kg) 

0.437 0.437 

Renal OCT2 substrate  No No 

a Blood-brain barrier, b Volume of distribution 

pkCSM: Log Kp > -2.5: low skin permeability,  Log BB >-0.3: able to cross the BBB,  logPS >-2: 

able to enter the central nervous system (CNS) 

 

Table S2: Predicted human, rat (oral), and environmental toxicity profile of inotodiol  

 

Toxicity Parameters Inotodiol 

Human Ames toxicity  No 

hERG I inhibitor  No 

hERG II inhibitor  No 



Hepatotoxicity Yes 

Max. tolerated dose (human) (log mg/kg/day) -0.745 

Rat (oral) Oral toxicity (LD50) (mg/kg) 1207 

Oral toxicity classification * IV 

Environmental Tetrahymena pyriformis IGC50-Log10 (mol/L) 0.426 

Fathead Minnow LC50 Log10 (mmol/L) -0.993 

*Class I:  Fatal if swallowed (LC50≤5); Class II: Fatal if swallowed (5≤LC50≤50); Class III:  

toxic if swallowed (50≤LC50≤300); Class IV: harmful if swallowed (300≤LC50≤2000); Class V: may 

be harmful if swallowed (2000≤LC50≤50000); Class VI: non-toxic if swallowed (LC5≥5000); 

 


