[image: US_Stacked RGB 300dpi]



		13 July 2020

Dr Roman Brunecky
Managing editor: Biotechnology for Biofuels

Dear Editor,
Manuscript submission to Biotechnology for Biofuels

We would like to submit the following manuscript for publication in 
Biotechnology for Biofuels: 

Rational engineering of Saccharomyces cerevisiae towards improved tolerance to multiple inhibitors in lignocellulose fermentations 

Bianca A. Brandt; Maria D.P. García-Aparicio, Johann F. Görgens; Willem H. van Zyl

[bookmark: _GoBack]The fermentation of lignocellulose hydrolysates to ethanol requires robust xylose capable Saccharomyces cerevisiae strains able to operate in the presence of microbial inhibitory stresses. In this study, we identifying novel gene combinations that confer resistance to multiple inhibitors and introduced them in different combinations into a xylose isomerase-expressing industrial S. cerevisiae strain.  Recombinant transformants with enhanced tolerance towards a mixture of pretreatment-derived microbial inhibitors were selected and compared to the parental strain in terms of biomass growth, ethanol yields and productivity, as well as detoxification capacities. Recombinant strains that overexpress specific gene combinations displayed increased tolerance to pretreatment inhibitors in synthetic or industrial hydrolysates (sugarcane bagasse and hardwood spent sulphite liquor).

To our knowledge, this study represents the first to engineer an industrial S. cerevisiae strain to generate stable strains that confer resistance to multiple pretreatment inhibitors in industrial hydrolysates. We trust the manuscript will be favourably considered for publication in Biotechnology for Biofuels.
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