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INTRODUCTION

Figure 2: Structures of peptide drugs investigated

RESULTS AND DISCUSSION

Figure 4: Dalbavancin Metabolite (-28 Da 2x demethylation) without
(top) and with IMS (bottom) enabled data filtering

was generally found to be the result of many
pathways.

CONCLUSIONS
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are strategies employed to improve efficacy and g reduced file size which streamlined data processing putative structures for the top 4 metabolites are that was shown to help further discriminate,
ADME profiles. Metabolic fate of these potential drug E g%% and the overall performance.® Extracted ion Aﬂ shown in Figure 5. For substrate and the top 4 characterize and resolve and track metabolites from
candidates needs to be thoroughly and rapidly W q L )& oNWi\ chromatograms (XIC) of parent peptides is shown in s | metabolites, RT, m/z, CCS ranges observed are also matrix ions having similar m/z but significantly
investigated to characterize their profiles. This e T Figure 3. The benefit of IMS filtering is shown in R s s s reported in figure 6. Mass error, MS area and area % - : i : :
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- : : : HDMS" data. scores and help rank proposed structures.
In this presentation, several complex cyclic peptides Oritavancin P prop Mass.Metasite or WebMetabase metabolite 1D

were screened for metabolism using an ion-mobility
enabled HDMSF acquisition workflow and processed
using Mass-Metasite and WebMetabase
macromolecule software packages.’

METHODS

Cyclic peptides, daptomycin, dalbavancin, oritavancin,
anidulafungin, and lanreotide (figure 2) were incubat-
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The turnover rate for peptides over 120 min were
found to range from very low for anidulafungin, to
medium for daptomycin. These results, along with
CCS value ranges and the top three metabolites are
summarized in Table 1. In almost all cases individual
metabolites represented < 5% of parent, The turnover

Figure 3: Chromatography of 5 standards in SIF

Item name: Daptomycin t0 a ®) %
Channel name: Daptomycin [2x(+H)] : (40.00 mDa) 810.8628 : DT=6.54 to 7.46 ms
_Daptomycin

Mass-Metasite and WebMetabase were able to parse
the diverse set of peptides and propose both

Figure 5: Daptomycin major metabolites - response vs time plots in WebMetabase
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software was able to identify and elucidate key cyclic
peptide metabolites using the macromolecule
processing mode. Third party software is able to
directly access HDMSF data directly from the UNIFI
software platform. Multiple sites of amide hydrolysis,
demethylation or more complex cleavages could be
determined using a single data processing software
package which is also capable of analyzing small
molecule drugs.
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