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(54) Title: ARTIFICIAL MIRNAS TARGETING MULTIPLE HYDROLASES

(57) Abstract: The present invention relates to an artificial microRNA (artificial miRNA or amiRNA) comprising an artificial miRNA
guide strand sequence targeting two or more mammalian hydrolases acting on ester bonds, wherein the two or more hydrolases are
preferably endogenous hydrolases of a Chinese hamster ovary (CHO) cell. The invention further relates to a mammalian expression
vector comprising a polynucleotide sequence encoding said artificial miRNA and to a mammalian cell (e.g., a CHO cell) comprising
said artificial miRNA. The invention further relates to the use of said mammalian cell for producing a protein of interest and to the
use of the artificial miRNA for preventing expression of at least two endogenous hydrolases in the mammalian cell and/or hydrolase
activity associated with a recombinant protein produced therein. Moreover, provided is a method for manufacturing a protein of interest
comprising introducing said artificial miRNA into a mammalian cell and to a composition comprising a recombinant protein of interest
and optionally polysorbate, wherein the recombinant protein of interest is obtained by said method.



