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The supplementary document contains the following information regarding the 

studies described in the manuscript: 

S1: Synthetic procedures of MPI8-Sulfonate 

S2: A typical standard curve of MPI8 in rat plasma  



S1. Synthesis of MPI8-Sulfonate 
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      To a solution of MPI8 (100 mg, 0.17 mmol, 1.0 equiv) in dry ethyl acetate (5 mL) was 

added absolute ethanol (5 mL) with stirring, followed by a solution of sodium bisulfite 

(53 mg, 0.51 mmol, 3.0 equiv) in water (2 mL). The reaction mixture was stirred for 3 h at 

50 oC. The reaction mixture was allowed to cool to room temperature and then vacuum 

filtered. The solid was thoroughly washed with absolute ethanol, and the filtrate was 

dried over anhydrous sodium sulfate, filtered, and concentrated to yield yellowish oil. 

The oily product was treated with ethyl ether to form white solid (95 mg, 80%). 1H NMR 

(400 MHz, Methanol-d4) δ 7.52 – 7.20 (m, 5H), 5.23 – 5.08 (m, 2H), 4.52 – 4.39 (m, 2H), 4.16 

– 4.07 (m, 2H), 4.01 – 3.90 (m, 1H), 3.32 – 3.23 (m, 2H), 2.48 – 2.38 (m, 1H), 2.37 – 2.26 (m, 

1H), 2.08 – 1.96 (m, 1H), 1.87 – 1.50 (m, 9H), 1.49 – 1.27 (m, 4H), 1.23 (s, 9H), 1.18 – 1.13 

(m, 3H), 1.06 – 0.89 (m, 2H). 

 
Figure S1. 1H NMR (400 MHz, Methanol-d4) spectra of MPI8 sulfonate. 

 



S2. A Typical Calibration Curve 

 
The linearity of the calibration curves was found in the range of 0.5 – 500 ng/mL. A 

typical calibration curve of MPI8 was presented in Figure S2. The linear regression 

correlation coefficients were greater than 0.99 in all validation runs. 

 
Figure S2. A typical calibration curve of MPI8 (the linear range 0.5-500 ng/mL, 

r=0.9999). The transition m/z 601.4→157.2 was used for the quantification. The linear 

regression correlation coefficients were greater than 0.99 in all validation runs. 

Validation 20d.rdb (157-AP): "Linear" Regression ("1 / x" weighting): y = 0.0176 x + 0.00616 (r = 0.9999)
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