ELECTRONIC SUPPLEMENTARY MATERIALS

New Oxaliplatin-Pyrophosphato Analogs with Improved In Vitro Cytotoxicity.
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Scheme S1. g) water, dimethyl sulfoxide, room temperature, dark, 24 h; b) water, Ag,COs, 40 °C, 2
h; ¢) water, pH=8, trans-1,2-diamino-cyclohexene (DACHEX), sodium pyrophosphate decahydrate, 55
°C, 18 h.

cl a |? Hz | e Ha 9 on
N N
x| e a) \Pt/ b) N, P c) N\, OR
7\ - VRN Pt\ /¥—O Pt P
cl cl | 7/ /" o—p
N N 0 N I™OH
HZ H2 HZ 0

Scheme S2. a) water, excess Kl (6 fold), 1R,2R-diamino-cyclohexane (DACH), room temperature, 3
h; b) water, Ag.COs3, 40 °C, 2 h; c) water, pH=8, sodium pyrophosphate decahydrate, 55 °C, 3.5 h.
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Figure S1. 3'P NMR spectra at different time intervals of 1 (5 mM) in the presence of 5-GMP (12.5
mM) at pH* = 7.4 (D20, 50 mM HEPES buffer), 4 mM NaCl, and 37 °C.
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Figure S2. a) 3P NMR spectra at different time intervals of 2 (5 mM) in the presence of 5’-GMP (12.5

mM) at pH* = 7.4 (D0, 50 mM HEPES buffer), 4 mM NaCl, and 37 °C. b) 'H NMR spectra at different

time intervals of 2 (5 mM) in the presence of 5’-GMP (12.5 mM) at pH* = 7.4 (D20, 50 mM HEPES

buffer), 4 mM NaCl, and 37 °C.

Table S1. In vitro cytotoxicity?

ICso (uM) * S.D.

Compounds  yer116 PC3

0oVv2008 MDAMB231 Average
1 21+2 2913 152 2613 2313
2 20+2 1006 30+3 39+4 4716
3 1944 100+8 2915 9145 6018
4 4413 10045 4615 1007 7247
CcDDP 9+2 9+3 4+1 2+1 613
OXp 7245 1005 5414 9316 8016

aCells (3-5-103 cells per mL) were treated for 72 h with increasing concentrations of the tested
compounds. Cytotoxicity was assessed by the MTT test. ICso values were calculated by the four
parameter logistic model (p < 0.05). S.D. = standard deviation. OXP = oxaliplatin, CDDP = cisplatin.



