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Inhibition of ML-3000 derivatives in Non-steroidal anti-inflammatory drugs of
the pyrrolizine on human cytochrome P450 isozymes in vitro system
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Abstract: Obijective Investigate the inhibition effect of ML-3000 and two NO donor derivatives in pyrrolizine on five human
cytochrome P450 isozymes CYP2D6, CYP1A2, CYP2C9, CYP2C19 and CYP3A4. Methods Determine inhibition effect of
ML-3000, ML-4000 and ML-5000 on five human cytochrome P450 isozymes CYP2D6, CYP1A2, CYP2C9, CYP2C19 and CYP3A4
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 uM, respectively. ICsy values of ML-3000, ML-4000 and ML-5000 to others were more than 10uM. Conclusion Three
compounds have inhibition effects on CYP3A4. Among them ML-4000 has the strongest inhibition effect. The inhibition effect of three
compounds on other four enzymes doesn’t exist basically.
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SrFEM IR P40 B HIFIRE R A& (B
PR FeE —He 96 FLARH DI Gentest 28] Hi i o
CYP2D6/AMMC Fiit s i il )& (415 43742),
FH PR XA 25 umol/L (2422 T Cquinidine) .
CYP1A2/CEC il s ik il 7 & (b5 48128), [H
PEXTIE A 5 mmol/L (1) furallyline & JI5 ¥ ¥ -
CYP2C9/MFC il s ik ik & (b5 46274),
FHOPE X B Ok 500 umol/L (1) M fE A<tk mk
(sulfaphenazole) ZJiE¥#i. CYP2C19/CEC failli &
iR & (S 43744, BHYEXHE 5 mmol/L
() ] 2K ¥R P i tranylcypromine ) 2. i ¥ ¥ .
CYP3A4/BFC il & i ik il & (b5 48126), FH
PEXS Ry 250 pumol/L ¥ EdFEME (ketoconazole) Z.
¥, —80 CIR-AF.
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4536 61.2 nmol/L. FHIHI 7K 5 AT ) et 1 1) 41
HIVE RS, BV TR, UF I T ARSER ik mT
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by CYP3A4 IR 4740 (1Cso 2312k 7.07. 0.40
H12.82 umol/L), %f CYP2D6. CYP1A2. CYP2C9 #i
CYP2C19 i JIEEA A HIHINE , 1C50 39>10 pmol/L.
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Table 1 The inhibition results of positive control drugs on CYPs

2D6 1A2 209 2C19 3A4
BiEPEo  Quif(nmol-L™)  EEEEE%  Fur(hmolL™y)  EEEYE  Sul(nmolL™)  EEEEE%  Tra/(nmolLY)  EEEME%  Ket/(nmol.L™)
- 500 06 100 000 - 10000 7 100 000 15 5000

70 166.7 48 33333 - 3333 80 33333 82 1667
215 55.6 175 1111 26.6 1111 195 111 11.0 555.6
50.3 185 333 3704 46.9 370.4 56.9 3704 32.1 185.2
112 6.17 69.3 1235 740 1235 115 1235 49.7 617
79.6 206 132 4115 109 412 141 4115 916 206
88.2 069 84.2 1372 933 137 149 1372 141 6.86
117 023 165 457 774 457 157 457 117 229
%2 ML-3000. ML-4000 1 ML-5000 %f CYPs Hj ICs Mk JAE S )5t F =0, SR AEEIE N,

Table 2 1Csy of ML-3000, ML-4000 and ML-5000 on CYPs
|C50/(um0|-L71)
%41

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
4 it
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25, Yk NSAIDs 51 AN -V o
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W EMHIER (1Cs 254 7.07. 0.40 il 2.82
umol/L), JtHiJ& ML-4000, %I CYP3A4 3 Jjflitl
1Csp<<1.0 umol/L, NAE LG IAIFFTH X LT R 5
oAb 2 A BAEH 2 7 LG . ML-3000
ML-4000 FI ML-5000 xJHAth 4 /M (CYP1A2,
CYP2D6. CYP2C9 H1 CYP2C19) ff] ICs $1>10
umol/L, FEAE A HIHIE .
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