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Figure S1.'H NMR, 3C NMR and '95Pt NMR spectra of cis-[Pt(ipa)2Cl2] in DMSO-db.
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Figure S2. 'H NMR, 3C NMR, "%5Pt NMR spectra of iproplatin in DMSO-ds.
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Figure S3. FTIR spectrum of iproplatin.
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Figure S4. 5Pt NMR spectrum of oxoplatin in D20.
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Figure S5. FTIR spectrum of oxoplatin.
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Figure S6. 'H NMR, 3C NMR and %Pt NMR spectra of Pt(IV)-biSi-1 in DMSO-ds.
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Figure S7. FTIR spectrum of Pt(IV)-biSi-1.
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Figure S8. HPLC chromatogram of Pt(IV)-biSi-1.
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Figure S9.'H NMR, 3C NMR, "%Pt NMR and "H-19Pt NMR spectra of Pt(IV)-biSi-2 in DMSO-ds.
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Figure S10. FTIR spectra of Pt(IV)-biSi-2.
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Figure S11. HPLC chromatogram of Pt(IV)-biSi-2.

Figure S12. Images of A) Pt(1V)-biSi-1 and B) Pt(IV)-biSi-2 performed with a camera coupled to an X-
Ray diffractometer.
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Figure S$13. 9Pt NMR spectra in the Pt(IV) region of the reduction kinetics at different times of: A)
Pt(IV)-biSi-1 and AsA; B) Pt(IV)-biSi-2 and AsA; C) Pt(IV)-biSi-1 and GSH; D) Pt(IV)-biSi-2 and GSH.
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Figure S14. (A) Dose-response curve and (B) ICso values for cisplatin on tumor (HCT 116) and healthy
(HIEC®6) human intestinal cell lines. (C-D) Dose-response curve for Pt(1V)-biSi-1 (C) and Pt(IV)-biSi-2
(D) on tumor (HCT 116) and healthy (HIEC6) human intestinal cell lines. In all panels HCT 116 (red)
and HIECG6 (black) are shown. Cell viability was assessed after 48 h of treatment with Cisplatin (range
0-50 uM) by MTT assay. Cell viability is expressed as percentage. ICso values are mean + SEM of three
independent experiments. 95% CI: confidence interval. Data are expressed as mean + sem of three
independent experiments. (E) MTT in HCT 116 cell after 5 days treatment with 5 yM cisplatin, Pt(IV)-
biSi-1 or Pt(IV)-biSi-2. Cell viability is expressed as percentage. Values are meanstSEM of three
independent experiments.
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Figure S15. Viability estimation using exclusion of Trypan blue staining in viable cells. Representative
pictures to show blue (dead) cells and brightfield to show the total. Quantification of three independent
biological replicas and statistical analysis using ANOVA; *p<0.05; ** p<0.01; *** p<0.001.
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Figure S16. Side effects related to cisplatin and Pt(IV)-biSi-2 treatment at high (A) and low (B)
concentrations in in vivo models. The graphs (top) shows the evolution of the average weight of the
mice for each of the groups throughout the treatments (day of treatment indicated by red arrows). The
tables (bottom) show for each of the treatments the number of animals that suffered some side effect
related to the treatment (weight loss greater than 5% or abnormal postures), and the number of animals
that survived. The drug concentration used depended on the results obtained in in vitro experiments.
(A) Shows the results with acute treatment with 3 intraperitoneal injections using 4170 uM cisplatin
(green triangles) or 1370 uM Pt(1V)-biSi-2 (red diamonds) are shown in (A). In (B) the results are shown
for the chronic treatment with intraperitoneal injections using 417 uM of cisplatin (green triangles), 137
MM (red diamonds) or 417 uM (purple squares) of Pt(IV)-biSi-2. The tables show in blue background
those days in which any of the above-mentioned events occurred.
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Scheme S1. Biomolecules used in this work to study the rate of reduction of the complexes Pt(IV)-biSi-

1 and Pt(IV)-biSi-2.

Table S1. Chemical shift (8) in ppm of the 'H signals of the isopropylamine ligands of the complexes
cis-[Pt(ipa)2Cl2] and iproplatin.

Complexes 6 (ppm) -NH 6 (ppm) -CH- 6 (ppm) —(CHs),-
cis-[Pt(ipa)2Cl2] 4.76 3.11 1.21
iproplatin 5.95 3.16 1.25
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