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Figure S1. '"H NMR of compound 1.
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Figure S2. *C NMR of compound 1.
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Figure S3. 'H NMR of compound 2.
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Figure S4. *C NMR of compound 2.
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Figure S5. 'H NMR of compound 3.
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Figure S6. *C NMR of compound 3.
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Figure S7. 'H NMR of compound 4.
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Figure S8. *C NMR of compound 4.

10



195pt NMR (128 MHz, DMSO-dj)

— 1202

o)

o]
Cl_| _NH3
Pt
ClI”7| “NH;
(o]

Q

N
H

o

N

1500 1450 1400 1350 1300 1250

Figure S9. **Pt NMR of compound 4.

1200 1150 1100 1050 1000 950

1 (ppm)

900

850

800

11



ESI-MS of compound 4, [M — H*T
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Figure S10. ESI-MS of compound 4, negative mode in methanol. m/z [M — H], calcd. 644.1,

found 644.2.
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Figure S11. *H NMR of complex 5.
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Figure S12. *C NMR of complex 5.
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Figure S13. Pt NMR of complex 5.



ESI-MS of complex 5, [M — H*]-
Experimental
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Figure S15. *H NMR of imidazole ligand.
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Figure S16. *H NMR of arene-Ru(l1) compound 6.
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Figure S17. Purity of (a) compound 4 (Rt = 7.61 min), 95%; (b) complex 5 (Rt = 10.80 min), 96%,

by HPLC@254 nm.
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Figure S18. Stability of compound 4 (1.6 mM) in H,O. Black line, t = 0; red line, t = 24 h.
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Figure S19. Stability of complex 5 (2 mM) in H,O.
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Figure S20. Stability of compound 4 (1.6 mM) in PBS. Black line, t = 0; red line, t = 24 h.
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Figure S21. Stability of complex 5 (2 mM) in PBS.
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Cytotoxicity of complex 5 in HS27, 72 h, MTT
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Figure S22. Cytotoxicity of complex 5 in Hs27 cells by MTT assay (72 h treatment).
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Figure S23. Cancer cell selectivity of complex 5 by co-culture of normal cells (MRC-5, long
shape) and cancer cells (A549, round shape) with a 1:1 ratio. Mixed cells were exposed to
cisplatin or complex 5 for 48 h. After treatment, cells were stained with calcein-AM and the
remaining live cells showed a green color. Images were taken by an SPE confocal laser scanning
microscope (CLSM) with 10X magnification. Scale bar, 250 pum.
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MDA-MB-231, 24 h, MTT assay
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Figure S24. Cytotoxicity of complex 5 in MDA-MB-231 cells by MTT assay (24 h treatment).
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Figure S25. Brief illustration of transwell invasion assay.
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Table S1. Wound closure ratios after 8 h or 24 h treatment of different concentrations of complex

5.
wound closure | nodrug | 75 uM 100 uM 125 uM | 150 uM 175 uM
ratio (%)
8h 31+14 | 11+6 15+38 12+2 12+5 8+3
24 h 76+15 |43+11 |32+7 26+11 | 25+7 25+4
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Table S2. Toxicity assessments of cisplatin and complex 5 using zebrafish embryos. Survival
rates of zebrafish embryos in the presence of (a) cisplatin and (c) complex 5 are shown, together
with hatching rates of zebrafish embryos after the exposure to (b) cisplatin and (d) complex 5.
Data are collected from 4 replicates of 2 independent experiments.

(a) Survival rate after cisplatin treatment

% Control 15 uM
Oh 100 = 0 100 = 0
24h 983+ 29 95.0 + 2.9
48h 983 + 29 95.0 + 2.9
72h 983+29  933+0
96h 983+ 29 91.7 + 2.9
(b) Hatching rate after cisplatin treatment
% Control 15 uM
Oh 0.0 0.0
24h 0.0 0.0
48h 76.7 = 3.3 66.7 + 4.7
72h 95.0 = 2.9 76.7 = 3.3
96h 98.5 + 2.9 833 +58

(C) Survival rate after complex 5 treatment

% Control 15 uM
Oh 100 + 0O 100 + 0
24h 98.3 + 2.9 96.7 + 3.3
48h 98.3 £ 2.9 96.7 £33
72h 96.7 = 2.9 96.7 + 3.3
96h 96.7 = 2.9 933 + 29

(d) Hatching rate after complex 5 treatment

% Control 15 uM
Oh 0.0 0.0
24h 0.0 0.0
48h 76.7+ 3.3 60.0 + 4.7
72h 95.0 = 2.9 90.0 + 3.3
96h 953+ 29 91.7 £ 55

30 uM
100 + 0
933+0

91.7 +£ 2.9
90.0 £ 3.3
90.0 + 3.3

30 uM
0.0
0.0

733 + 4.7

783 + 2.9

833 + 33

30uM
100 + 0
95.0 + 2.9
95.0 + 2.9
933+ 0
933 + 2.9

30 uM
0.0
0.0

383 + 2.9

56.7 + 5.8

80.0 + 8.2

45 uM
100 + 0
917 £ 55
91.7 5.5
90.0 £ 5.8
867+ 0

45 uM
0.0
0.0
283+ 55
35.0 + 5.5
45.0 + 87

45 uM
100 + 0
95.0 + 5.5
933+ 47
90.0 + 2.9
90.0 + 3.3

45 uM
0.0
0.0
283+ 55
53.3 + 4.7
66.7 + 6.7

60 uM
100 + 0
933+ 47
90.0 + 5.8
88.3 £ 2.9
85.0+ 29

60 uM
0.0
0.0

183 + 55

25.0 + 2.9

283+ 29

60 uM
100 + 0
933 +47
917 £55
933 + 58
90.0 + 2.9

60 uM
0.0
0.0

283 + 8.7

483 + 55

65.0 + 9.9

75 uM
100 + 0
91.7 £ 55
883+ 73
833 L 75
783 £ 55

75 uM
0.0
0.0
23.3 + 3.3
25.0 + 2.9
267+ 0

75 uM
100 + 0
933+0

90.0 + 3.3

90.0 + 2.9

86.7 + 2.9

75 uM
0.0
0.0
200 + 12.5
35.0 + 87
55.0 + 9.9

90 uM
100 + 0
933+ 47
85.0 + 2.9
81.7 £ 29
75.0+ 29

90 uM
0.0
0.0
1.7+ 2.9
67 + 6.7
100 + 11.1

90 uM
100 + 0
917+ 73
883+ 55
867 + 5.5
833+ 29

90 uM
0.0
0.0
15.0 + 15.2
250 + 128
50.0 + 3.3
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