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maintaining the same mobile and stationary phase,

MetaboQuan-R can be used in the field of biomedical n n
research for targeted metabolomics, lipidomics and D Is cove ry D M P K Stu d Ies

proteomics applications consecutively (1).
CYP Inhibition assay for 9 :
metabolites are often run on separate analytical ISOforms reduced from 3
platforms. The generic nature of the MetaboQuan-R . : :

t- | th lysis of th tabolites to b
combined into a single injection. In this study we injections to a single
demonstrate the analysis of 9 metabolites covering
the CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19,

CYP2D6 and CYP3A4 isoforms. The data acquired
was then compared to that obtained with established
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Here we apply this platform to the discovery DMPK
arena. CYP Inhibition studies require the analysis of
various metabolites that have varying physio-
chemical properties. Due to this variety, these
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separate methods J
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Acetaminophen 152.1 110.1 75 13 68-Hydroxy-Testosterone
6-hydroxybupropion 238.1 167.1 45 20 DISCUSSION
6-hvd litaxel 8922 308.1 60 ) A chromatographic method was successfully developed on
-hydroxypaclitaxe : : U the MetaboQuan-R platform for the analysis of the 9
: metabolites listed in table 2. This methodology successfully
4-hyd diclof 312.1 230.1 10 27
yronyTe o separated 6B-Hydroxy-Testosterone from its isobaric
4-Hydroxytolbutamide 287.1 107.1 35 10 interferences (Fig 1). When this method was applied to a
CYP Inhibition assay in which all 9 metabolites were
4-hydroxymephenytoin 235.1 150.1 45 22 combined together, the IC50 values agreed with the separate
assay for all except three metabolites. Two of these (hydroxy
Dextrorphan 258.1 1571 45 33 -paclitaxel and hydroxy-mephenytoin) failed the comparison
1-hvdroxvmidazolam 349 1 2031 35 o5 due to poor reproducibility. These most probably failed due
yory - ' to issues with the cassetting of the samples together prior to
. = - analysis. The third metabolite that failed the comparison was
G hydroxytestosterone 1 %05 201 | “ Figure 1. Chromatograms of the 9 metabolites Acetaminophen. It is suspected that this is due fo an
Metoprolol (IS) 268.1 116.1 30 20 ana|ysed for the CYP |nh|b|t|on of the 9 |Soforms interference from the thermal degradation of Phenacetin in
c the samples. Both of these issues are to be further
Table 2: MRM Parameters shown in table 2 investigated in future studies.
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