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(57) Abstract: The present disclosure provides a method of culturing mammalian cells, e.g., by perfusion cell culture, expressing a
heterologous protein in a cell culture, comprising culturing mammalian cells expressing a heterologous protein in a culture medium
comprising an effective amount of one or more lipids or lipid metabolites selected from the group consisting of: linoleic acid, arachidonic
acid, and prostaglandin E2, or derivatives and/or precursors thereof. The lipids or lipid metabolites or combinations thereof can lead to
growth suppression and/or increased productivity with reduced cell bleed. The present disclosure also provides methods for increasing
the productivity of a cell culture by culturing the cells in a culture medium comprising an effective amount of one or more lipids or lipid
metabolites selected from the group consisting of: linoleic acid, arachidonic acid, and prostaglandin E2, or derivatives and/or precursors
thereof. The present disclosure also provides culture medium for use in producing therapeutic proteins with increased productivity,
wherein the medium comprises one or more lipids or lipid metabolites selected from the group consisting of: linoleic acid, arachidonic
acid, and prostaglandin E2, or derivatives and/or precursors thereof.



