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Figure S1. XRD pattern of sunitinib (Sun, gray), and vanadium(IV) complex (VOSun, in dark red).
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Figure S2. Thermogravimetric analysis (TGA) for VOSun. Weight losses are marked in %.
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Figure S3. Differential Sanning Calorimetry (DSC, in gray) and TGA (in green) for VOSun. Broad endothermic peak at 110 °C is shown.
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Figure S4. LC- single MS spectrum of VOSun (5 ppm) in acetonitrile.
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Figure S5. >V NMR of 2.1 mM VOSun in DMSO-ds immediately after dissolution
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Figure S6. Cyclic voltammetry (vs. Ag./AgCl) of Sun in its basic form (black), the VOSun complex é)red), and VO(acacLz (blue). All at a concentration of 0.001 M in DMSO,
using TBAPF¢ 0.1 M as the supporting electrolyte, preceded by nitrogen bubbling. u= 100 mV/s. The graph highlights the main identified peaks (in mV).
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Figure S7. Sunitinib 'H-NMR SSOO MHz) spectrum in DMSO-d; solution. In blue: chemical shifts (solvent impurities are also shown in blue), in red: integration area for
each peak. a) Full tH-NMR spectrum. b-f) magnification of different regions. b) H-7; c) H-8; d) H-9; e) H-10, H-11 and H-12; f) H-13 and H-14.
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Figure S8. Sunitinib 1>*C-NMR (125 MHz) spectrum in DMSO-d; solution. aLChemlcaI shifts and solvent impurities are shown in blue. Inset: magnification of the 140-100

ppm region. b) Magnification with "J¢; coupling constant (in MHz) for eac|

signal
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Figure S9. Sunitinib *H-13C HSQC spectrum (*H: 500 MHz; 13C: 125 MHz) in DMSO-ds solution. a) full spectrum, b) magnifications. In black: positive sign (-CH- /-CHs); in
red: negative sign (-CH,-).
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Figure S10. Atom numbering for a) proton (H) and b) carbon (C) used in table S1, Fig. 1, 2 and S10. In basic Sun *H-NMR, no H-3 is present.
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Table S1. Comparison and assignment for *H-NMR signals, splittings and areas. Correlation between *H and *3C according to HSQC spectrum.
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Assignation

H-1 (-N-H)
H-2 (-N-H)
H-3 (-N*-H)
H-4 (-C-H)

H-5 (-C=C-H)
H-6 (-N-H)
H-7 (-C-H)
H-8 (-C-H)

H-9 (-CH,-)

H-10 (-CH,-)
H-11 (-CH,-)
H-12 (-CH,-)

H-13 (-CHz)

H-14 (-CH,)

H-15 (-CHz)
H-16 (-CHz)

) o )
Sun / ppm VOSun/ SunH*/ ppm
pp ppm pp
1
Obs. Ref. Obs I({:(f O Ref2 1?;5;
(500 MHz) (400 MHz) My GOMED)
13.69 13.69 1375 13.74 1373
13.75 (s, 1H
(s, 1H) (s, 1H) 3726 A8 s 1H) (s 1H)
10.89 10.90 10.94 10.92 1093
(s, 1H) 1) CPEI gy s 1H) (s, 1H)
9.84
. - 9.28 (br, 1H) a (br, 11) a
7.76 7.78 7.75 7.77 779-776  7.77
(dd, 1H) oy 7@y miH) @ 1H)
7.72 7.72 7.75 (s, 773(s, 773 (s,
(s, 1H) 1) 736G 1H) 1H) 1H) 1H)
7.45 7.46-7.43 7.79 7.89 7.72
(m, 1H) m1m Il i @ 1H)
695-691 695690  695-692  695-692 697-691 693
(td, 1H) (m, 1H) (m, 1H) m, 1H)  (m 1H) (4, 1H)
6.85 6.86-683  686-684 687-684 687-684 687
(dd, 1H) (m, 1H) (m, 1H) m,1H)  (m, 1H)  (d, 1H)
331-329  3.31-326 3.54 360-352 348
(m, 2H) moHy OTORZE oMy mo2H)  (br2H)
270252  257-251 3.09-307 324-320 296
27 (br, 6H
(br, 6H) m oty O CROH) o eH)  (m6H) (s 6H)
245 244 2.48 248 2.51
(s, 3H) 3  ZBESH oy s3H) (s, 3H)
243 243 245 2.46 244
(s 3H) s,30)  ~HGSH g s3H) (s, 3H)
1.01-099  1.00-0.96 1.19 127-123 114
12 H
(t, 6H) (t, 6H) S(r6H) o ep (G 6H)  (t 6H)

2 Chemical shift not informed for this exchangeable H in SunH*.

Corr.
HSQC
(exp)

C-12
C-13

C-18

C-16
C-17
C-15

C-19

C-22

C-20
C-21
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Figure S11. 'H-13C HSQC of selected areas of Sun and VOSun. a) 3(H)= 7.8-6.8, b) 3(H)= 3.6-2.5, signal at 5(C)= 40 is assigned to DMSO solvent, and c) 3(H)= 2.6-0.8. For
Sun: positive peaks are in green and negative in pink. For VOSun: positive peaks insBEd and negative peaks in blue. Hydrogen and carbon numbers are according to Fig.
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Figure S$12. FTIR spectrum of Sun (gray) and VOSun (dark red).
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Figure S13. Raman spectrum of Sun (gray) and VOSun (dark red), in the region 1800 — 100 cm™.
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(Ftl) urf) S14. (a) UV-Vis diffuse reflectance spectra and (b) UV-Vis absorption spectra obtained in DMSO solution of VO(Sun) (light-blue), Sun (gray) and VOSO,-5H,0
ack).

10 |



Journal Name

0.8-
o :
o | >
% ©
o] =
§ 0.6 I %
<

0.4+ —— Diffuse Reflectance

Solution
500 600 700 800 900

Wavelength / nm

Figure S15. Comparison between UV-vis (in DMSO, in gray) and diffuse reflectance (dark red) spectra of VOSun.
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Figure S16. UV-vis spectra of VOSun in DMSO (a) at 60 and 3600 s (room temperature), (b) at 0 and 24 hs (37 °C).
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Figure S17. EPR spectra of complex VOSun measured in (a) solid phase (T = 120 K) and (b) DMSO solution (T = 120 K), in an X-band spectrometer.
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Fisure S18 Cellular viahilitv was evaluated via MTT assav. Cells were incubated in Dillhecca’s modified Fasle’s medinim (DMFM) alane (contral) or with different
concentrations of compounds for 24 h. The results are expressed as the mean + the standard error of the mean (SEM). *p < 0.0001 differences between control and
treatment.
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