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Figure S1. ESI-MS spectra of Cu(II)-RA system recorded in (A) negative and (B) positive ion mode.
Molar ratio M:L 1:2; [L] =5.0 x 10~ M. The complex was prepared in a mixture of MeOH:H:O (1:1) at
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pH 7. For chosen complexes, a comparison of the experimental a) and simulated b) signals was
performed.
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Figure S2. EPR spectra of RA-Cu(II) system in phosphate buffer (20% of ethylene glycol) at pH 7.4. T = 77K (X-
band - 9.5 GHz). [Cu(II)] = 1.0 x 10°* M, molar ratio M:L a) 1:1 and b) 0.5:1.



30f11

———RA-0,10 Cu(ll)eq. = ——RA-0,25 Cu(ll) eq. ———RA - 0,38 Cu(ll) eq. ——RA - 0,50 Cu(ll) eq.

0,039

0,034

- " ' mv”"j'f‘\l‘\olﬁ'v i W I .‘\'

A
0,024 F \

Abs

0,019

0,014

0,009

0,004

-0,001 N
550 600 650 700 750 800

nm

Figure S3. UV-VIS spectra (d—d transitions) of RA at pH 7.4 in presence of increasing Cu(II) concentrations. [RA]
=2.0 x 103 M; [phosphate buffer] = 1.8 x 102 M.
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Figure S4. Comparison between UV-VIS spectra of RA-Cu(Il) complex at pH 7.4 and of RA at basic pH. [RA] =
5.0 x 10~ M; [Cu(II)] = 2.5 x 10+ M; [phosphate buffer] = 1.8 x 102 M.
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Figure S5. Superimposition of '"H NMR spectra in absence (apo, black line) and in presence of increasing
concentration of Cu(Il) ions (colored lines). [RA] = 5.0 x 10 M; [phosphate buffer] = 1.8 x 102 M.
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Figure S6. Rip values of RA protons measured in solutions with 0.01 Cu(Il) egs. (dark grey) and 0.02 Cu(II) egs.
(light grey). [RA] = 5.0 x 10# M; [phosphate buffer] =1.8 x 102 M.
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Figure S7. Ames test performed on S. typhimurium strain TA98, with and without S9 fraction, for RA (a, b), Cu(II)
(¢, d) and RA-Cu(Il) complex (e, f). The Cu(Il) concentration in the RA-Cu(II) complex was 10 pM for each RA
concentration(10, 15, 30, 60, 90, and 300 pM).
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Figure S8. Ames test performed on S. typhimurium strain TA100, with and without S9 fraction, for RA (a, b),
Cu(M) (¢, d) and RA-Cu(Il) complex (e, f). The Cu(Il) concentration in the RA-Cu(Il) complex was 10 uM for
each RA concentration (10, 15, 30, 60, 90, and 300 uM).
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Figure S9. EPR spectra of (a) RA-Cu(ll), (b) AB16-RA-Cu(Il), (c¢) AB28-RA—-Cu(ll) systems in
phosphate buffer (20% of ethylene glycol) at pH 7.4. T = 77K (X-band - 9.5 GHz). [Cu(II)] = 1.0 x 103
M; [RA] =[AP] =2.0 x 103 M; [phosphate buffer] =1.8 x 102 M.
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Figure S10. Superimposition of 2D NMR 'H-'H TOCSY of AB16-RA (black contours) and APB16-RA-Cu(II)
(magenta contours) systems. [RA] =[AB] =1.0 x 10 M; [Cu(Il)] = 4.0 x 10° M; [phosphate buffer] = 1.8 x 102 M.
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Figure S11. Rip values of RA protons measured in AB16-RA solutions with 0.02 Cu(II) eqgs. (dark grey) and 0.04
Cu(Il) egs. (light grey). [RA]=[Ap] = 5.0 x 10 M; [phosphate buffer] = 1.8 x 102 M.
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Figure S12. Comparisons between Rip values of RA protons measured for AB16-RA-Cu(II) (black squares) and
RA-Cu(Il) (grey circles) solutions. [RA] = [AB] = 5.0 x 10 M; [Cu(Il)] = 1.0 x 10-° M; [phosphate buffer] = 1.8 x
102 M.



