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Supplementary Fig. 1. The expression levels of Usp1 from tissues of normal mice. Representative image of Usp1 mRNA levels in various tissues of three normal 8-week-old C57BL/6 mice. Results were normalized using β-actin. Each experiment was repeated for more than three times independently.
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Supplementary Fig. 2. Elevated USP1 expression levels in livers from HFD-fed mice. Western blot images of USP1 protein levels from liver tissues after 16 weeks of NFD or HFD. Results were normalized using β-actin.
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Supplementary Fig. 3. Reduced lipid accumulation by Usp1 knock down of siRNA. ORO staining. 3T3-L1 cells were transfected with siRNA for 48 h followed by DMI induction and differentiation for 6 days. Each experiment was repeated for more than three times independently.
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Supplementary Fig. 4. Quantification of relative protein expression in response to MG132. AML12 cells were treated with 20 M MG132 for 8 h and normalized to DMSO treated control samples. Each experiment was repeated for more than three times independently.
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Supplementary Fig. 5. Relative expression levels of Usp1 and Cebpb by siRNA knockdown of Usp1. Expression levels of Usp1 and Cebpb from total mRNA isolated from AML12 cells. AML12 cells were transfected with siRNA against Usp1 for 48 h. 
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Supplementary Fig. 6. Relative expression levels of Usp1 and Cebpb when treated with cycloheximide or MG132. Expression levels of Usp1 and Cebpb from total mRNA isolated from AML12 cells. AML12 cells were treated with either cycloheximide or MG132 and normalized by β-actin. 
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[bookmark: _GoBack]Supplementary Fig. 7. De-ubiquitination assay of C/EBPα in response to Usp1 siRNA or ML323 treatment. AML12 cells were transfected with siRNA against Usp1 or treated with ML323 followed by MG132 treatment for 8 h. 
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