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Figure S1. Viability assessed by the MTT assay of Ishikawa (a, b), Hec50co (c, d), COV434 (e, f) and HFF-1 (g, h) cells treated with
Mito6_TPP, Mito6_picol. or Mito6_isoq. (0,01-100 uM) for 24 and 72 hours. Untreated cells were used as control and are represented
as a dotted line at 100%. Results are compared to the control and expressed as mean + SEM of at least three independent experiments
performed in triplicate. Significant differences between treated and untreated cells are described as * (p<0,05), ** (p<0,01) and ***

(p<0,001).
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Figure S2. Viability assessed by the NR assay of Ishikawa (a, b), Hec50co (c, d), COV434 (e, f) and HFF-1 (g, h) cells treated with
Mito6_TPP, Mito6_picol. or Mito6_isoq. (0,01-100 uM) for 24 and 72 hours. Untreated cells were used as control and are represented
as a dotted line at 100%. Results are compared to the control and expressed as mean + SEM of at least three independent experiments
performed in triplicate. Significant differences between treated and untreated cells are described as * (p<0,05), ** (p<0,01) and ***
(p<0,001).
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Figure S3. Cytotoxicity of Mito6_TPP, Mito6_picol. or Mito6_isoq. (1-20 uM) assessed by LDH release assay in Ishikawa (a), Hec50co
(b) and COV434 (c) cells after 48h of incubation. Untreated cells were used as control and are represented as a dotted line at 100%.
Results are compared to the control and expressed as mean + SEM of at least three independent experiments performed in triplicate.
Significant differences between treated and untreated cells are described as * (p<0,05) and ** (p<0,01).
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Table S1. The EC50 values of Mito6_TPP, Mito6_picol. and Mito6_isoq. in Ishikawa, Hec50co, COV434, and HFF-1 cells at 24 hours
of incubation. The values were calculated by interpolation in GraphPad Prism using the decrease of viability obtained through the

MTT or the NR assay.
EC50 (uM) — Mean (CI 95%)!
24h MTT assay NR assay
Mito6_TPP Mito6_picol. Mito6_isoq. Mito6_TPP Mito6_picol. Mito6_isoq.
Ishikawa 9.142 42.92 29.85 33.16 >100 55.29
(7.047 -11.73)  (31.09 - 63.27) (25.36 - 3535) (28.58 - 38.72) --- (48.02 - 64.32)
7.746 27.33 19.02 53.65 >100 >100
Hec50co
(5.836-10.07)  (21.57-35.43)  (14.08-26.23)  (44.62 - 65.82) --- ---
COV434 4.644 53.21 29.5 13.62 87.76 51.62
(3.317-6.418)  (36.54-88.56)  (23.61-37.58) (9.671-19.38)  (70.73-117.0)  (42.41 - 64.49)
HFF-1 >100 >100 >100 73.62 >100 >100

(59.20 - 96.85)

ICI: Confidence Interval at 95%.
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Table S2. The EC50 values of Mito6_TPP, Mito6_picol. and Mito6_isoq. in Ishikawa, Hec50co, COV434, and HFF-1 cells at 72 hours
of incubation. The values were calculated by interpolation in GraphPad Prism using the decrease of viability obtained through the
MTT or the NR assay.

EC50 (UM) — Mean (CI 95%)*

72h MTT assay NR assay

Mito6_TPP Mito6_picol. Mito6_isoq. Mito6_TPP Mito6_picol. Mito6_isoq.

Ishikawa 0.9248 10.80 7.160 11.19 59.40 28.88
(0.6905 - 1.225)  (8.142 - 14.23) (5.313 - 9.380) (9.659 - 12.94) (51.37 - 69.61) (24.37 - 34.48)

Hec50co 0.8468 17.24 6.590 23.87 92.01 87.58
(0.5669 - 1.235)  (8.418 - 42.24) (4.170 - 10.35) (19.35 - 29.75) (79.42 - 111.8) (76.49 - 104.7)

COV434 0.5768 6.602 3.159 4.006 34.20 30.75
(0.4109 - 0.7963)  (4.310 - 9.753) (2.213 - 4.391) (3.189 - 4.957) (28.56 - 41.32) (25.95 - 36.68)

HFE-1 37.04 >100 >100 45.10 >100 68.64

(30.84 - 45.14)

(38.10 - 53.97)

(64.43 - 77.04)

ICI: Confidence Interval at 95%.



