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Figure S1. Time evolution of 3C NMR spectrum of CORM-2 in d®-DMSO, at room temperature, in the carbonyl region at t=0; t=1h; t=18h; t=25h; t=42h. Each
spectrum was acquired over 29min, except t=1h that was acquired over 3h. At the time of dissolution 3 resonances are observed, two at & 184.3 and 188.3 ppm
from the tricarbonyl fac-RuCl2(DMSO)(CO)3 (1) and one peak at & 186.5 ppm from RuCl2(DMSQO)2(CO)2 (2a). After 1h three isomers of dicarbonyl species are
observed and an unknown peak is observed at 6 190.5 ppm. Later in time, after 18h, species 1 and 2a concentrations’ decreased and 2b isomer increased in
solution. This tendency results in the formation of dicarbonyl isomers with the cis, trans,cis- RuClo(DMSO)2(CO):2 as the main species after 42h.
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Figure S2. Time evolution of 13C NMR spectrum of fazc-RuCl2(DMSO)(CO)3 (1) in d®- DMSO, showing the formation of RuCl2(DMS0)2(CO)2 (2). Each
spectrum was acquired over 29 min, at room temperature, in the carbonyl region at t=0; t=6h; t=19h; t=25h; t=4 days. At the time of dissolution 1 has 2
resonances at 6 188.3 and & 184.3 ppm in a 1:2 ratio, corresponding to the tricarbonyl compound and later while 4 new resonances from the dicarbonyl species 2
appeared at 6 193.0 and 187.9 ppm (2b; cis,cis,cis- RuCl2DMSO)2(CO)2) and 186.8 ppm (2a; cis, trans,cis- RuCl2(DMSO)2(CO)2). The resonance at 4 186.5 ppm
cannot be clearly assigned to any species. After 19h the tricarbonyl compound 1 was already totally converted into dicarbonyl species 2. After 4 days in solution
only the 2a and 2b isomers are present in solution and a new peak at & 190.5 ppm is observed, from a newly formed species.
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Figure S3. Time evolution of '"H NMR spectrum of CORM-2 in d*-DMSO,
showing the changes in the water chemical shift from & 4.24 ppm (t=0) to 6
4.26 ppm (t=3h); 6 4.16 ppm (t=7h) and 3.96 ppm (t=24h).
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Figure S4: HPLC traces of CORM-2 (ALF420). Initial concentration 1 mg/ml in Me2CO. Column:
Nucleosil C18 Sum 150mmx4,6mm Supelco (Z226173). Elution gradient 10%MeOH/H20 1ml/min.
Top: Initial chromatogram (t = 0). Bottom: Chromatogram at t = 60 min.

Right table: AUC along time for the three earlier peaks.
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Figure S5. HPLC traces of (5). Initial concentration 1 mg/ml in Me2CO. Column: Nucleosil C18
Sum 150mmx4,6mm Supelco (2226173). Elution gradient 10%MeOH/H20 1mL/min.
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Top: Initial chromatogram (t = 0). Bottom: Chromatogram at t = 60 min.
Right table: relative values of AUC in % of maximum area along time.
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Figure S6. HPLC traces of 4. Initial concentration: 1 mg/ml in 10%DMSO/H>0. Column: Nucleosil C18
Sum 150mmx4,6mm Supelco (Z226173). Elution gradient 10%MeOH/H20 1mL/min.
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Figure S11. Mass spectrum in positive ion mode of the fraction
corresponding to the HPLC peak of 6b with Retention Time 2.0-2.4 min.
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Figure S12. Mass spectrum in negative ion mode of the fraction
corresponding to the HPLC peak of 6b with Retention Time 2.74-3.09 min.
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Figure S13. Mass spectrum in negative ion mode of the fraction corresponding
to the HPLC peak of 6b with Retention Time 9.86-10.89 min.
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Figure S13. Mass spectrum in negative ion mode of the fraction corresponding

to the HPLC peak of 6b with Retention Time 9.86-10.89 min.
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Figure S14. Inhibition of NO induced by LPS in RAW264.7 macrophages
upon treatment with different doses of [Ru''CO)3] based CORMs.
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Atomic coordinates for all the optimized molecules
fac-[RuCl;(CO)3(Me,S0O)]
Ru 0.648492 0.

518063 0.318908

Cl 0.893251 1.026616 -2.032926
S -1.294525 -1.213836 -1.411211
0 0.215181 -0.322975 3.213979
C 0.382109 0.009484 2.134487
H -2.825198 -1.108387 -3.243250

Cl 1.536466 -1.711158 0.034791
0 -0.622621 3.280631 0.504317
C -0.139333 2.247425 0.451184
H -3.454820 -0.241248 -1.791751
0 3.483696 1.494695 0.741689
C 2.406219 1.145143 0.608938
H -2.143352 0.479986 -2.785924
0 -1.265388 -0.288617 -0.152094
C -2.577195 -0.447820 -2.408314
H -2.454401 -3.291052 -1.630235
C -2.199829 -2.636279 -0.792772
H -1.519654 -3.153153 -0.113291
H -3.095301 -2.305618 -0.261927

fac-[RuCl,(CO)s(Me,S0)]

Ru 0.525036 0.654176 0.473499
C -0.063368 1.675942 1.965974
S -1.748162 0.180923 -0.216468

Cl 1.320843 -0.686706 -1.374329
0 -0.404614 2.277069 2.876408
H -1.353733 -2.150391 -0.167816
C 0.597715 2.118989 -0.755850

Cl 0.375044 -1.293810 1.904318
0 0.649963 2.976328 -1.504004
H -2.871464 -1.712425 -1.071110
C 2.391837 0.769790 0.950407
0 3.494433 0.785305 1.224889
H -1.243976 -1.468120 -1.812273
C -1.821035 -1.474464 -0.887677
0 -2.385382 1.155784 -1.144419
H -2.274952 -0.714006 1.921733
C -2.777971 -0.024631 1.239156
H -2.891805 0.960064 1.695896
H -3.753109 -0.399516 0.920464

A

Ru -0.464665 -0.099366 -0.456622
C 1.124621 0.680205 -1.103914
0 2.098302 1.218762 -1.370314
H 0.686113 -1.448356 -3.670095
H 0.915613 0.393602 -3.813495
N 0.208435 0.240765 1.524272
0 1.413268 -0.872316 -3.409137
0 0.536332 1.353050 -4.092171
C 0.267384 -1.822553 -0.417393
H -0.271408 1.138877 -4.570046
N 0.649841 -0.075581 3.633992
0 0.702827 -2.881152 -0.380158
H 1.126225 2.185558 1.368844
C 0.893186 1.339937 1.998212
C 0.079869 -0.599969 2.538536
C 1.177251 1.156940 3.323870
C 1.888747 2.007585 4.308336
H -0.410412 -1.560779 2.511677
C -1.222510 -0.370251 -2.178598
H 0.681456 -0.521662 4.541677
H 2.779611 1.502807 4.696564

Cl -2.513137 -1.052577 0.459265
H 1.247051 2.255350 5.160101
H 2.202444 2.938364 3.831776

Cl -1.452289 2.122706 -0.449169
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