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Supplementary Fig. S1 Sequence alignment of the HSA integration site for clones used in microarray
analysis. Sequence alignment of the region around the Pmel directed integration site of clones CV2,
CV5, CV7, CV8, CV14, CV15, CV16, CV18 and CV23. Pmel recognises and cuts at the sequence
GTTTAAAC, located at 467 and highlighted in yellow
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Supplementary Fig. S2 Growth curves of clonal variation strains. Growth curves were monitored by
sampling the cultures every hour and the ODgg Was recorded. Growth in both glycerol and methanol
medium was recorded. A) Growth curves in BMGY medium for 25 hours. B) Growth curves in BMMY

medium for 8 hours.
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Supplementary Fig. S3 FACS analysis of clonal variants grown for 24 hours in glycerol containing



medium. FL1-H: SYTO9® a green fluorescent nucleic acid stain indicating live cells, FL2-A: propidium
iodide a red fluorescent stain indicating dead cells with a damaged membrane. BG: Background

noise. Quadrant displays proportion of live/dead cells and background noise.
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Supplementary Fig. S5 Expression levels of genes encoding proteins involved in oxidative
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phosphorylation. Heat maps of log 2 normalised expression levels of genes encoding proteins

involved in oxidative phosphorylation, defined by KEGG families, compared to those of wild-type

after 24 hour induction with methanol. The associated trees cluster genes with similar expression

profiles across all conditions



Supplementary Fig. S6 Genes up- or downregulated in the ubiquitin mediated proteolysis pathway
in CV7(L) compared to wild-type. Microarray data was mapped using KEGG Mapper Search & Colour
pathway. Blue genes indicate downregulation compared to wild-type and red genes indicate
upregulation. Green boxes indicate organism-specific pathways. The figure was generated using the

KEGG Search&Color Pathway programme (Kanehisa and Goto 2000; Kanehisa et al. 2012).



Supplementary Table S1. Upregulated pathways determined by KOBAS pathway analysis

CV5 (L) CV7 (L) CV14 (L) CV8 (M) CV15 (M) CV16 (M) CV2 (H) CV18 (H) CV23 (H)
Alanine, Arginine and panine; Basal
Fatty acid aspartate and : aspartate and Glycerophosph ccs Cell cycle -
metabolism X il
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Supplementary Table S2 Downregulated pathways determined by KOBAS pathway analysis

CV5 (L) CV7 (L) CV14 (L) CV8 (M) CV15 (M) CV16 (M) CV2 (H) CV18 (H) CV23 (H)
Amino sugar Alanine, Alanine,
Aminoacyl- Basal and nucleotide Basal Aminoacyl- aspartate and |aspartate and [Basal
tRNA transcription sugar Cell cycle - transcription tRNA glutamate glutamate transcription
biosynthesis factors metabolism yeast factors biosynthesis metabolism metabolism factors
Amino sugar
Basal Non- Cyanoamino and nucleotide
Fatty acid Base excision |transcription MAPK signaling |homologous acid Cell cycle - sugar
biosynthesis repair factors pathway - yeast |end-joining metabolism yeast metabolism Endocytosis
Aminoacyl-
Glutathione Cell cycle - Cell cycle - One carbon Fatty acid tRNA




