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F IGURE 7 Additional plots including third principle component for applicability domain (left) and toxicity
distribution (right) of metabolites as shown in
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| Regulatory effort estimates in yeast609

F IGURE 8 Correlation of promoter length, number of transcription factors (TF) from Yeastract [99], number of
regulators as well as interactions listed in YeastMine [100], number of PTM sites from dbPTM [101] and the PPI score
for each gene in yeast.
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| Primer andmutant list610

TABLE 3 List of primers
Primer name Sequence
ICL1-fwd TTTTTAATACCCTTTTTCTTTTTCTTTTTTCCTTCTTTCCTCTATACTTATACCTTT

TATTCTAATATAAATTAAAGAATAAACATTAATAATATCTACCGAAGCTTCGTA
CGCTGCAGGTC

ICL1-rev TTACTAGACAGATCATCTCAAATGAATACCGTCTTTTGTTTTTTGTTTATATTAT
AAGTTCTGTTTCTTTACTAATTTACACTTCTATCCCTCAAAATTATCTGATATCA
TCGATGAATTCGAG

MLS1-fwd TAAGTTTGAATTCTCTTTTCCTTTTTCTTATTATTTTACTTTTACATTTATATATA
TAAATATTCACACAGCTTTGTATATATATTAACCAAGTTACATAGAAGCTTCGT
ACGCTGCAGGTC

MLS1-rev ATATTTCATGAATAAACATAAACAAAACTAATAAAAAAAAGCTACTTTCATACT
ATTTAAATTACAAATTGAAAACGTTTCCCGAACATTTCTTTTTTTATCTGATATC
ATCGATGAATTCGAG

HBR2-upstream-fwd TATAGGGCGAATTGGAGCTCCAAGTGGTAGTGGTGGTGGT
HBR2-upstream-rev CCGCCACCGCGGTGGTCAAAAGAATAAAAATAAAAAGTAA
HBR2-downstream-fwd TCGAGGGGGGGCCCGGCAATTTAGTAATTGAATTTAGGTC
HBR2-downstream-rev GGGAACAAAAGCTGGGTACCGTGTGGCATCCTATTCGGTC
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TABLE 4 List of strains andmutants
Identifier Name Parent Genotype
C55 SC5314 - (Wild type)
M2251 BWP17+CIp30 BWP17 URA3::imm434/URA3::imm434 HI S1::hisG/HI S1::hisG

ARG4::hisG/ARG4::hisG RP S1::(URA3HI S1ARG4)/RP S1
M2577 i cl 1∆/∆ BWP17 URA3::imm434/URA3::imm434 HI S1::hisG/HI S1::hisG

ARG4::hisG/ARG4::hisG I CL1::HI S1/I CL1::ARG4
RP S1::URA3/RP S1

M2582 mls1∆/∆ BWP17 URA3::imm434/URA3::imm434 HI S1::hisG/HI S1::hisG
ARG4::hisG/ARG4::hisG MLS1::HI S1/MLS1::ARG4
RP S1::URA3/RP S1

M2692 hbr 2∆/∆ BWP17+CIp30 URA3::imm434/URA3::imm434 HI S1::hisG/HI S1::hisG
ARG4::hisG/ARG4::hisG HBR2::FRT/HBR2::FRT
RP S1::(URA3HI S1ARG4)/RP S1

M2696 mls1∆/∆/hbr 2∆/∆ M2582 URA3::imm434/URA3::imm434 HI S1::hisG/HI S1::hisG
ARG4::hisG/ARG4::hisG MLS1::HI S1/MLS1::ARG4
HBR2::FRT/HBR2::FRT


