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the effectiveness of the active pharmaceutical ingredient (API). For example, N-oxidation of ionizable lipids Figure 1. Total lon Chromatogram (TIC) of ALC-0315 exposed to forced degradation. The structure of Blue peaks were assigned to a fragment of the structure. Red peaks were not assigned. More than 70% transformation or case of oxidation and desaturation.
might lead to covalent modification of ribonucleotides and a loss of mRNA potency.! It is, therefore, ALC-0315 is shown |°n the yellow inset square. Forced degradatlpn of _ALC-0315 was achieved by incubating of the EAD-generated peaks were assigned to fragments. EAD generated many more assigned
necessary to ensure detailed and sensitive characterization of the ionizable lipid and its related impurities. the compound at 60" C for 3 or 5 days. The m/z values for 4 impurities are shown above the TIC. These fragments than CID, including an important fragment from the head group of the molecule (m/z = 172) CONCLUSIONS

degradation products included the loss of an acyl chain (m/z = 428.4087), the loss of the head group (m/z = that was used for structural elucidation.

694.6690), oxidation (m/z = 782.7216) and the loss of an alkyl chain (m/z = 708.6495). « Untargeted analysis by mass spectrometry using EAD provided an in-depth structural characterization
of singly charged, ionizable lipids and related impurities with a single LC-MS/MS run

However, the detailed characterization of LNPs is challenging using current CID-based LC-MS
methodologies. Only EAD can be used to provide structurally diagnostic fragment ions to elucidate the

distinctive structures of complex lipids.2 f“
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the Explorer module of SCIEX OS software. at 544, 443 and 187 from EAD-derived MS/MS of oxidized ALC-0315 indicate N-oxidation compared to To receive a copy of this poster: & =]

the peaks at 528, 427 and 172 from EAD-derived MS/MS of unoxidized ALC-0315. The peaks from CID
are not sufficient to pinpoint the location of oxidation (right panels).
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