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Abstract In the induction phase of fed-batch cultivation of recombinant Pichia pastoris with a Mut®
phenotype methanol concentration is significant for angiostatin expression. Due to the extremely slow
methanol utilization by this Mut® strain methanol was accumulated to 30 g/L if it was continuously
added based on the feeding strategies reported by other reference and the level of angiostatin was only
4 mg/L. A methanol monitoring and control system was adopted for feedback control of methanol
concentration and the methanol concentration can be controlled at a predetermined level. During the
expression phase methanol concentration was controlled with this feeding system at the same time
glycerol was also added either continuously or manually in order to stimulate the cells’ growth. In this
way the highest angiostatin concentration of 89 mg/L was reached.
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