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Figure S1: 'H (in CDCl), 3C (in CDCls) NMR, HR-MS and IR data for compound 3a
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Figure S2: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 3b
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Single Mass Analysis

Tolerance = 5.0 PPM / DBE: min =-1.5, max = 100.0
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Figure S3: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 3¢
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Figure S4: HR-MS and IR data for compound 3d
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Figure S5: 'H (in CDCls) ,»*C (in CDCls) NMR and IR data for compound 3e
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Figure S6: 'H (in CDCls), *C (in CDCls) NMR HR-MS and IR for compound 3f
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Single Mass Analysis
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Figure S7: 'H (in CDCl), *C (in CDCls) NMR, HR-MS and IR data for compound 3g
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Single Mass Analysis
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Single Mass Analysis
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Figure S9: 'H (in CDCls), *C (in DMSO-ds) NMR, HR-MS and IR data for compound
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'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 3
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Figure S11: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 3k
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Figure S12: 'H (in in CDCl),"C (in in CDCls) NMR, HR-MS and IR data for

compound 4b
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Single Mass Analysis
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Figure S13: 'H (in in CDCl), *C (in in CDCls) NMR, HR-MS and IR data for
compound 4c
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Single Mass Analysis
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Figure S14: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 4d
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Single Mass Analysis
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Figure S15: 'H (in CDCls),C (in CDCls) NMR, HR-MS and IR data for compound 4f
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Single Mass Analysis

Tolerance =5.0 PPM / DBE: min = -1.5, max = 100.0
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Figure S16: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 4g

Jl4pp90s.12.fid

479
478
478
451
451
450
4322
P
4.13
412
411
409
4.08
1
1
1
1
1
B
160 H20

<
<
k
s
X

788
787
786
785
773
e
772
Sl

!
¥

-—7.26 CDCI3

:] ()
T
=
z

C

I I N Ul L»/U W - )J |U“l |L_,\W_,%J| k_%ﬁﬁ_._JJL,WJ

T TT 77T T 10

- -
9.0 8.3 8.0 7.5 7.0 6.3 6.0 5.3 5.0 4.5 4.0 3.3 3.0 2.3 2.0 1.5
f1 (ppm)
j14pp905.10.fid

=]

~1600

77.58 COCI3
7674 CDCH
7204

78.64
_/TU.U4

~1500

16832
—134.14
—132.29

12342
—569.42
—37.73
-—33.75

7

-1400
o -1300
1200
L1100
-1000

: ~a00

~800
—700
-600
~500

400

WMWLWJWWWWWM RS

100

170 165 160 155 150 145 140 135 130 125 120 115 110 105 100 95 a0 85 80 75 70 65 a0 55 50 45 40 35 30
f1 (ppm)

30



Single Mass Analysis
Tolerance =5.0 PPM / DBE: min =-1.5, max = 100.0
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Figure S17: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound 4h
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Single Mass Analysis

Tolerance =5.0 PPM / DBE: min =-1.5, max = 100.0

Element prediction: Off 0
Number of isotope peaks used for i-FIT =9
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'H (in DMSO-ds), *C (in DMSO-ds), COSY (in DMSO-ds) NMR, NMR,

HR-MS and IR data for compound 6a

Figure S18
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Figure S19: 'H (in DMSO-ds), *C (in DMSO-ds), COSY (in DMSO-ds), HMQC (in
DMSO-ds) NMR and IR data for compound 7a
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Figure S20: 'H (in DMSO-ds) NMR for compound 6b
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Single Mass Analysis

Tolerance =5.0 PPM / DBE: min =-1.5, max = 100.0
Element prediction: Off

Number of isotope peaks used for i-FIT = 9
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'H (in DMSO-ds), *C (in DMSO-ds) NMR, HR-MS and IR data for

compound 6g

Figure S24
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Single Mass Analysis
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'H (in DMSO-ds) and *C (in DMSO-ds) NMR and HR-MS data for

compound 6h

Figure S25
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Single Mass Analysis

Tolerance = 5.0 PPM / DBE: min =-1.5, max = 100.0
Element prediction: Off

Number of isotope peaks used for i-FIT =9

Monoisotopic Mass, Odd Electron lons

412 formula(e) evaluated with 3 results within limits (all results (up to 1000) for each mass)
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Figure S26: 'H (in DMSO-ds), *C (in DMSO-ds) NMR, HR-MS and IR data for

compound 6i
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Figure 527: 'H (in CDCls), COSY (in CDCls) NMR data for compound 6j
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Figure S28: 'H (in CDCls),

BC (in CDCls) NMR and IR data for compound 7j
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Figure S29: 'H (in CDCL), *C (in CDCL), COSY (in CDCL), HMQC (in CDCls) NMR

and IR data for compound 8;j
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Figure S30: 'H (in CDCls), *C (in CDCls) NMR and IR data for compound 9j
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Figure $31: 'H (in CDCls),*C (in CDCls), COSY (in CDCls),HMQC (in CDCL:) NMR,

HR-MS and IR data for compound 10b
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Figure §32: 'H (in CDCls), *C (in CDCls) NMR, HR-MS and IR data for compound

10e
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Experimental/theoretical isotopic pattern MS spectrum

Error = -1.0 ppm; Relative Intensity (%) 100

HRMS (ESI) m/z: [M]+ Calcd for C20H19FeNO2 361.0760 . Found 361.0756; (Error: -1.0 ppm).
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Experimental/theoretical isotopic pattern MS spectrum

Error = 0.2 ppm; Relative Intensity (%) 100

HRMS (ESI) m/z: [M+H]+ Calcd for C21H21FeNO2H 376.0994. Found 376.0995; (Error: 0.2 ppm).
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Single Mass Analysis
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Figure S36: 'H (in DMSO-ds), *C (in CDCls), COSY (in DMSO-ds) NMR, HR-MS and
IR data for compound 11
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Figure S37: 'H (in DMSO-de), 3C (in DMSO-ds) NMR, HR-MS and IR data for

compound 13
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Experimental/theoretical isotopic pattern MS spectrum

Error = 0.0 ppm; Relative Intensity (%) 100

HRMS (ESI) m/z: [M]+ Calcd for C19H18FeN20 346.0763 . Found 346.0763; (Error: 0.0 ppm).
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Figure S39: 'H (in CDCl), *C (in CDCls), COSY (in CDCls), HMQC (in CDCls) NMR,
HR-MS and IR data for compound 15
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Figure $40: 'H (in CDCls), ®*C (in CDCls), COSY (in CDCls), HMQC (in CDCls) NMR,

HR-MS and IR data for compound 16
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'H (in DMSO-ds), *C (in DMSO-ds) and COSY (in DMSO-ds) NMR and

IR data for compound 17
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Figure 44: COSY (in acetone-ds), H (in acetone-ds), °C (in acetone-ds) NMR, HR-MS

and IR data for compound 22
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Figure S46: 'H (in CDCl:), *C (in CDCls), COSY (in CDCls), HMQC (in CDCls) NMR,

HR-MS and IR data for compound 24
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Figure 548: COSY (in DMSO-ds), 'H (in DMSO-ds), 3C (in DMSO-ds) NMR, HR-MS

and IR data for compound 26
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Figure 549: 'H (in acetone-ds), 1*C (in acetone-ds), COSY (in acetone-ds), HMQC (in

acetone-ds) NMR, HR-MS and IR data for compound 27
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Table S1. Crystallographic data and structure

23eacetone and 25eacetone.

refinement parameters for 15,

Parameters 15 23e¢0.5acetone 25eacetone

Chemical formula CisH17FeNO Ca15Ha0FeNOss Co2HusFeNOsS

Formula weight (g.mol?) 295.15 680.59 745.68

Crystal system monoclinic monoclinic triclinic

Space group P2i/c P2i/n P-1

Crystal size (mm?) 0.37x0.27x0.06  0.2x0.1x0.05 0.3x0.2x0.1

Crystal color and shape Yellow prism Orange prism Orange plate

a(A) 14.6466(7) 9.8118(3) 10.7220(5)

b (A) 7.1923(3) 17.2893(6) 13.2436(6)

c(A) 12.0545(6) 20.2760(6) 15.3329(6)

a(A) 90 90 97.196(3)

B (A) 94.662(4) 91.557(2) 103.916(4)

v (A) 90 90 113.797(4)

Cell volume (A3) 1265.65(10) 3438.33(19) 1872.10(16)

T (k) 200(1) 200(1) 200

Wavelength 1.54178 1.54178 0.71073

Z 4 4 2

Qcaled (g.CcmM-3) 1.549 1.315 1.323

K (mm) 9.458 3.874 0.507

Scan rage (°) 6.063 < 0 < 66.571 4.37 <0 <6647 1.9360 < 6 <32.2830

Index ranges -17<h<16 -11<h<10 -14<h<14
-5<k<8 -20<k<20 -17 k<17
-14<1<14 -24<1<21 -20<1<20

Reflections (all / independent) 9310 /2242 26640 / 6066 25312 /9219

Completeness (%) 99.9 99.8 99.3

Rint 0.0471 0.0505 0.0892

Data / parameters / restraints 2242 /173 /0 6066 /455 /27 9219/471/0

Goodness-of-fit on F2 1.025 1.031 1.102

R1 [I>20(1)] (%) 3.50 3.82 6.30

wR2 (all data) (%) 9.04 9.82 16.76

Largest difference peak and hole (A-3) 0.247, -0.290 0.265, -0.341 1.517, -0.588
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Figure S50: Solubility studies by RP-HPLC analysis of compounds 18 (A), 20 (B) and
22 (C), 24 (D) and 27 (E)

A given amount of compounds 18, 20 and 22 was weighted and suspended in a given
volume of tested solvent (DMSO, MeOH, PBS and H20) to reach a theoretical
concentration of 1 mM. Suspensions were sonicated for 1 min and shaken at R.T. for
18 h. The resulting solutions were filtrated (pore size 0.2 um) and diluted to 100 uM
in MeCN (for the solutions in organic solvents). HPLC analysis was performed on
Nucleodur C18 column, (100 A, 5 um, 4.6 x 150 mm, Macherey-Nagel) using
MeCN/H20 65:35 at 1 mL/min with detection at 302 nm (18, 20 and 22) or MeCN/H20
55:45 at 1 mL/min with detection at 254 nm (24 and 27).
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Figure S51. UV-vis spectra of compounds 19, 20, 22, 23 and 25 (50 uM) treated by
HRP (46 nM) and H202 (200 uM) in 0.2 M TRIS buffer pH 8.1. Conversion to the
phenolate form of the quinone methides is assessed by the appearance of the
characteristic bands at ca. 570 and 360 nm.
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Figure §52: MTT cell viability assay for compounds Fc-OH-TAM-3, 3h, 20, 22, 23 and

25.
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A: Fitting of dose-response curves for compounds Fc-OH-TAM-3, 3h, 20, 22, 23, 25 on
MCEF-7 cells using Dr-Fit Software (Di Veroli et al. Sci. Rep. 2015, 5, 14701) or GraphPad

Prism.
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B: Fitting of dose-response curves for compounds Fc-OH-TAM-3, 3h, 20, 22, 23, 25 on
MDA-MB-231 cells using Dr-Fit Software (Di Veroli et al. Sci. Rep. 2015, 5, 14701) or
GraphPad Prism.
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B: Fitting of dose-response curves for compounds Fc-OH-TAM-3, 3h, 20, 22, 23, 25 on
hTERT-RPE1 cells using Dr-Fit Software (Di Veroli et al. Sci. Rep. 2015, 5, 14701) or
GraphPad Prism.
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Figure S53: HPLC traces for compounds 3h, 20, 22, 23 and 25 (100 uM, acetonitrile,
DMSO 1%; method loaded for all with acetonitrile/H-O = 65/35, except 3h with
acetonitrile/H20 = 75/25)
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