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Table S1. Combination indexes (CI) for the combination of compound 6d and Tpc, calculated using the
MTT test on A549WT cells.

2‘;5:’ D:;e Effect  CI l%‘;e D:;e Effect  CI
3.0 5.0 0.05 628621 3.0 100 007  3.91290
8.0 5.0 0.01  795.098 8.0 100 008  5.73736
20.0 5.0 015 242159 20.0 100 016  2.65377
51.0 5.0 028  1.09167 51.0 100 031  1.24913
128.0 5.0 045  0.57309 128.0 100 05 0.71007
320.0 5.0 048 079742 320.0 100 055  0.75455
800.0 5.0 055  0.89911 800.0 100 064 067916
20000 5.0 0.65 079212 20000 100 074  0.54600

5000.0 5.0 0.77 0.50595 5000.0 10.0 0.87 0.29590
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Figure S1. The relative A549 WT and TDP1-KO (cell clones B5, B6, B10) metabolic activity curves in
presence of topotecan (Tpc). The data were obtained by the MTT test.
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Figure S2. The relative A549 WT and TDP1-KO (cell clones B5, B6, B10) metabolic activity curves in
presence of compound 6d. The data were obtained by the MTT test.
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Figure S3. Study of the effect of compound 6d on the action of Tpc in A549 TDP1-KO B5 and B10 cells. A)
The relative cell metabolic activity curves were obtained by the MTT assay. Combined treatment with
Tpc and 6d does not result in decreased relative metabolic activity compared to Tpc alone in either cell
line. B) Cell indexes data were obtained by impedance-based real-time assay on the xCELLigence System.
Combined treatment with Tpc and 6d does not decrease cell index compared to individual Tpc treatment
in B5 (left) and B6 (right) cells. C) Level of cellular DNA damage assessed by Alkaline Comet assay. The
percentage of DNA in the tail for TDP1-KO B5 (left) and B10 (right) cells in the groups with Tpc and
combination treatments does not statistically differ (Tukey’s HSD).
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Figure S4. Microphotographs of the slides were obtained by Alkaline Comet assay. For A549 WT cells, an
increase in % DNA in the tail is characteristic of the groups treated with the combination of compound 6d
and Tpc compared to the Tpc group. For A549 TDP1-KO cells, "comets" appear identical and percentage of
the DNA in the tail remains constant across all treatment types.
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Figure S5. Microphotographs of slides were obtained by Alkaline Comet assay. Control A549WT and

TDP1-KO cells, solvent control and compound 6d are identical and do not show DNA damage.
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Figure S6. The relative HEK293A WT and TDP1-KO (cell clones C6, G6, F7) metabolic activity curves in
presence of compound 6d. The data were obtained by the MTT test.
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Figure S7. The effect of compound 6d on Tpc in HEK293A WT cells. A) The relative cell metabolic activity
curves were obtained by MTT, B) cell indexes were obtained by impedance-based real-time assay, C)
Comet assay images. DNA damage in HEK293A WT with Tpc + 6d was the same (tail lengths and % DNA

in tail were similar across groups).
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Figure S8. The relative HEK293A TDP1-KO (cell clones C6, G6, F7) metabolic activity curves under Tpc
in the presence of compound 6d at a non-toxic concentration. The data were obtained by the MTT test.
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Figure S9. Microphotographs of slides were obtained by Alkaline Comet assay. Control HEK293AWT cells,
solvent control and compound 6d are identical and do not show DNA damage.
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Figure S10. Relative expression levels of TDP1 and TOP1 in HEK293A TDP1-KO (C5, C6, F7) cells under
Tpc, compound 6d and their combination. All types of treatment did not differ significantly compared to
the control group (Tukey’s HSD).
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Figure S11. Western blot analysis of whole-cell extracts from HEK293A and A549 wild-type cells.

The TDP1 content was similar in both cell types, while the TOP1 content in non-tumor
HEK293A cells was significantly higher than in tumor A549 cells.



