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In vitro inhibition of ML-3000 derivatives in non-steroidal anti-inflammatory
drugs of pyrrolizine on human cytochrome P450 isozymes
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Abstract: Objective To investigate the inhibition of ML-3000 and two NO donor derivatives in pyrrolizine on five human
cytochrome P450 isozymes CYP2D6, CYP1A2, CYP2C9, CYP2C19, and CYP3A4. Methods Inhibition of ML-3000, ML-4000, and
ML-5000 on five human cytochrome P450 isozymes CYP2D6, CYP1A2, CYP2C9, CYP2C19, and CYP3A4 was determined with
High Throughput Inhibitor Sceening Kit. Results 1Cs, values of ML-3000, ML-4000, and ML-5000 to CYP3A4 were 7.07, 0.40, and
2.82 pmol/L, respectively. ICs, values of ML-3000, ML-4000, and ML-5000 to others were more than 10 umol/L. Conclusion Three
compounds have the inhibitory effects on CYP3A4. Among them, ML-4000 has the strongest inhibition. The three compounds show
no inhibition on the other four enzymes.
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Fig. 1 Structures of ML-3000, ML-4000 and ML-5000
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Table 1 Inhibition of positive control drugs on CYPs

2D6 1A2 209 2019 3A4
BEEME%  Qui(nmolL™)  EEEME%  FudnmolL™)  EH&EM/%  Sul(nmolL™)  EEEME%  Tra/molL™)  EHEEE/%  Ket/(nmol-L™)
- 500 0.6 100 000 - 10000 7.7 100 000 1.5 5000
7.0 166.7 48 33333 - 3333 8.0 33333 82 1667
215 55.6 175 1111 26.6 1111 195 1111 11.0 555.6
50.3 185 333 3704 469 370.4 56.9 3704 32.1 185.2
112 6.17 69.3 1235 74.0 123.5 115 1235 497 61.7
79.6 2.06 132 4115 109 412 141 4115 91.6 20.6
88.2 0.69 84.2 137.2 933 13.7 149 137.2 141 6.86
117 0.23 165 457 774 457 157 457 117 2.29

#2 ML-3000. ML-4000 0 ML-5000 %t CYPs 4 ICs,
Table 2 ICsy of ML-3000, ML-4000 and ML-5000 on CYPs

i ICso/(umol-L ™)

2D6 1A2 2C9 2C19 3A4
ML-3000 >10 >10 >10 >10 7.07
ML-4000 >10 >10 >10 >10 0.40
ML-5000 >10 >10 >10 >10 2.82
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