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Table S1. List of yeast strains used in this study.

Strain  Genotype Source
YJ150 W leul-32 ura4-D18 ade6-M210 [LEU2 vector] Lab stock
YJ1261 K leul-32 ura4-D18 ade6 [prom-Ergll-term-LEU2] Lab stock
YJ760 W Arad3::ura4 leul-32 ura4-D18 ade6 [LEU?2 vector] Lab stock
APS184  h" Arad3::ura4 leul-32 ura4-D18 ade6 [prom-ErglI1-term-LEU2] This study
APS31 h? hemli3-1 cdsl-6his2HA leul-32 ura4-D18 ade6 [LEU2 vector] This Study
APS171  h? hemli3-1 cdsi-6his2HA leul-32 ura4-D18 ade6 [prom-ergll-term-LEU2] This Study
YJ1291  h"ergll-1:ura4 cdsl-6his2HA leul-32 ura4-D18 ade6 [LEU2 vector] Lab stock
YJ1230  h"ergll-1:ura4 cdsl-6his2HA leul-32 ura4-D18 ade6 [prom-Ergl1-term-LEU2]  Lab stock
SC5314  Wild-type C. albicans strain Heitman lab
W303 MATo leu2-3,112 trpl-1 canl-100 ura3-1 ade2-1 his3-11,15 Lab stock
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Figure S1. The dose-dependent cytotoxic effects of HU, sampangine (SMP) and the indicated antifungal
drugs on wild type S. pombe, S. cerevisiae and C. albicans measured by the 96-well plate assay. Logarithmically
growing wild type S. pombe (A), S. cerevisiae (B) and C. albicans (C) cells were inoculated on 96 well plates at
3000 cells/well in YE6S, YPD and SDB medium, respectively. The drugs were added to each well at the indicated
concentrations in the final volume of 200 ul. The same amounts of carriers were added as control. Cells were
incubated at 30°C for 48 days. The plates were scanned in a plate reader at A600. The graphs were made from
values obtained from the plate reader using Microsoft excel. Each data points are the averages of readings of three
separate wells.
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Figure S2. The synergistic cytotoxic effect of HU and clotrimazole in S. pombe. (A) Cell
survival rate and the combination index (CI) values of the drug combinations 1 to 3 were
determined by the 96-well plate assay and calculated using Chou-Talalay method as described in
Materials and Methods. Numbers marked in bold indicate very strong synergism. (B) Graphical
representation of cell-killing effect of HU, clotrimazole and various combinations of the two
drugs. (C) Combination index plot. Fa values on the X-axis are the values of the cell growth
inhibition at various CI values. CI values above the dash line, on the dash line, and below the
dash line represent antagonistic, additive, and synergistic effect, respectively.
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Figure S3. The synergistic cytotoxic effect of HU and ketoconazole in wild type S. pombe.
See Figure S2 for detailed description.
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Figure S4. The synergistic cytotoxic effect of HU and fluconazole in wild type S. pombe.
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Figure S5. The synergistic cytotoxic effect of HU and terbinafine in wild type S. pombe.
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Figure S6. The synergistic cytotoxic effect of HU and Sampangine in wild type S. cerevisiae.
The experiment was carried out similar to that in S. pombe as described in Figure S2.
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Figure S7. The synergistic cytotoxic effect of HU and terbinafine in wild type S. cerevisiae.
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Figure S8. The synergistic cytotoxic effect of HU and itraconazole in wild type S. cerevisiae.
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Figure S9. The synergistic cytotoxic effect of HU and ketoconazole in wild type S.
cerevisiae.
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Figure S10. The synergistic cell-killing effect of HU and clotrimazole on wild type S.
cerevisiae. The experiment was carried out similar to that in S. pombe as described in Figure S2.
D is the time course study of the combination of 200 mM HU and 14 pM clotrimazole when
used alone or in combination (HU+Clot).
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Figure S11. The synergistic cytotoxic effect of HU and fluconazole in wild type S. cerevisiae.
D is the time course study of the combination of 200 mM HU and 16.3 uM fluconazole when
used alone or in combination (HU+Fluco).
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Figure S12. Time course study of the synergistic cytotoxic effects of HU in combination
with SMP, itraconazole or ketoconazole in S. cerevisiae. Logarithmically growing wild type S.
cerevisiae was inoculated in YPD medium on 96 well plates at 3000 cells/well. 250 mM HU and
35 uM SMP (A), 200 mM HU and 7 uM itraconazole (B), or 200 mM HU and 9.4 uM
ketoconazole (C) were added to the cell cultures either alone or in drug combinations. Plates

were incubated at 30°C and scanned at the indicated time points.
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Figure S13. The synergistic cell-killing effect of HU and itraconazole on wild type C.
albicans. D is the time course study of the combination of 200 mM HU and 7 uM itraconazole
when used alone or in combination.
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Figure S14. The synergistic cytotoxic effect of HU and clotrimazole on wild type C.
albicans. D is the time course study of the combination of 200 mM HU and 14 uM clotrimazole
when used alone or in combination.
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Figure S15. The synergistic cell-killing effect of HU and terbinafine on wild type C.
albicans. The experiment was carried out similar to that in S. pombe as described in Figure S2.
D is the time course study of the combination of 200 mM HU and 15 uM terbinafine when used
alone or in combination.
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Figure S16. The significant synergistic cell-killing effect of Sampangine and clotrimazole on
wild type C. albicans. The experiment was carried out similar to that in S. pombe as described in

Figure S2.
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Figure S17. The significant synergistic cell-killing effect of Sampangine and ketoconazole
on wild type C. albicans.
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64.0 0 0.79 -
75.0 0 0.78 -
86.0 0 0.77 -

0 1.8 0.53 -

0 3.7 0.52 -

0 5.6 0.51 -

0 7.5 0.5 -

0 9.4 0.49 -
640 1.8 0.28 3.68E-3
64.0 3.7 0.21 1.43E-3
64.0 5.6 0.17 7.53E-4
64.0 7.5 0.18 8.93E-4
64.0 9.4 0.18 8.93E-4
75.0 1.8 0.017 2E-6
75.0 3.7 0.013 1E-6
75.0 5.6 0.021 3.33E-6
75.0 7.5 0.049 2.9E-5
75.0 9.4 0.0111 6.73E-7
860 1.8 0.009 5E-7
86.0 3.7 0.007 2E-7
86.0 5.6 0.009 4.56E-7
86.0 7.5 0.006 1.66E-7
86.0 9.4 0.0165 2.08E-6
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