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= f _ Abstract: This poster illustrates the application of a new biocatalysis kit, PolyCYPs®, to enable scalable synthesis of CYP-derived metabolites of drugs. The PolyCYPs
“"“in‘ www'hyphadim;;";ycyps@) PobyCvrs platform is comprised of a set of recombinant cytochrome P450 enzymes and redox partners cloned from some of the talented actinomycetes in Hypha’s

. biotransformation panel. Enzymes in the kit catalyze the oxidation of a wide variety of substrate types to generate multiple mammalian and microbial-derived CYP
| PolyCYPs' metabolites. The poster features application of selected PolyCYPs isoforms to produce oxidized human metabolites of drugs. Further, the utility of PolyCYPs enzymes for
" o introducing oxygen into a drug candidate as part of a late stage functionalization program is illustrated, in which derivatives can be generated in parallel which may possess

superior properties such as improved metabolic stability and LLE (lipophilic ligand efficiency), and for exploration of structure-activity relationships.
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Multiple scale-up vials, or fresh enzyme prep, can be used to generate multi mg Q\ﬁ /“ Oxidaﬁon of the /Ej\h /O

amounts of metabolites. For larger quantities, scale-up is achieved using a cyclohexyl moiety
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e PolyCYPs enzymes can be used to generate mg quantities of human metabolites These reactions can be scaled-up to provide more material for evaluation and
and other hydroxylated derivatives of drugs for MetID & biological evaluation. comparison with properties of the parent drug compound.

e Recombinant streptomycete clones expressing PolyCYP enzymes enable large

scale production of synthetically challenging metabolites / derivatives. Hypha gratefully acknowledges the receipt of an Innovate UK award which assisted development of the
technology in association with Prof. John Ward at University College London, UK.
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