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Screening stage preparation stage

validation stage

Construct a pool of all variomic libraries
(about 10,000 primary alleles/library)

Amplify in liquid SC-Ura
(for >1,000-fold)

v

Sporulate an aliquot in a liquid
sporuation medium

Select for haploid MATa G418 Urd cells

Select for drug resistant colonies on
a solid SC-Ura medium that contains or
lacks a drug of interest at >=IC100

Harvest cells from both control and drug
resistant populations

Identify enriched genes within the drug
resistant population with barcode
microarray or sequencing

Isolate drug resistant alleles from individual
variomic libraries of candidate hits
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Recover plasmids from drug resistant clones

Re-transform the plasmids into yeast cells
and test whether drug resistance is
linked to the plasmids

Discover mutations with DNA sequencing of
individual alleles



Supplemental Figures and Text

Huang_Fig. S3

Rapa (ng/ml)

TOR1 alleles

TOR2 alleles

Rapa (ng/ml)

H1820R, S1975R .

11934V, F19798 D
S1975R, /20513 &

F1979v [EICEE,

5

D
o
—




suprlempipi @MYy . S4

AmB (ug/ml)

0
e o —

a8y
v
)






