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Figure S1. The product ion mass spectra and potential fracture modes of MRX-8 (a) and MRX-8039 (b).



Table S1. Gradient elution procedures in liquid chromatography.

Time 2 mM ammonium acetate acetonitrile solution with
(min) solution with 0.1% formic acid 0.1% formic acid
0 90% 10%
0.3 90% 10%
1.8 35% 65%
2.8 10% 90%
3.3 10% 90%
34 90% 10%

4.0 90% 10%




Table S2. The extraction recovery and IS normalized matrix effect of MRX-8 and MRX-8039 in rat plasma.

MRX-8 MRX-8039
Samples type*
QCL QCM QCH QCL QCM QCH
Concentration (mg/L) 0.03 0.50 8.00 0.03 0.50 8.00
Recovery (%) 87.819.1 92.6+75 97.7+4.0 85.1+122 91.0+94  93.9+3.9
Normalized matrix
81.2+8.7 94.8+7.3 94.6+2.0 44.5+12.2 50.9+11.8 63.3+8.3
effect (%)

* Six replicas of each quality control sample were quantitated by the calibration curve concentration. The
results were expressed as Mean + RSD. RSD: relative standard deviation. Conc: Concentration.



Table S3. Stability of MRX-8 and MRX-8039 in rat plasma at different storage conditions.

MRX-8 MRX-8039
Samples type*
QCL QCH QCL QCH
Concentration (mg/L) 0.03 8 0.03 8

Initial concentrations (%) 101.0+4.6 99.5+6.7 99.1+7.9 96.2+5.2
Freeze-thaw stability (%) 107.3+1.4  1045+45 99.3x114 94.3+5.6

Room temperature stability (8 hours) (%)  99.5+6.2 97.3£3.6 96.849.9 105.4+3.0
-20-C stability (42 days) (%) 96.2+9.6 99.9+2.4 92.6+6.7 97.2+6.5

-70-C stability (42 days) (%) 97.2+6.4 94.2+3.7 107.0+6.0 96.4+2.6

* Three replicas of each quality control sample were quantitated by the calibration curve concentration.
The results were expressed as Mean + RSD. RSD: relative standard deviation.



