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1. Table S1. Crystal data and structure refinement for 3a.

Identification code 3a
Empirical formula Ci17H1205S
Formula weight 296.33
Temperature 293(2) K
Wavelength 0.71073 A
Crystal system, space group Triclinic, P-1
a = 8.2863(10)A o = 87.057(10) deg. b
Unit cell dimensions 8.9590(11) A B = 70.068(11) deg. c
10.6474(12) A y=71.080(11) deg.
Volume 701.38(15) A3
Z, Calculated density 2, 1.403 mg/m™
Absorption coefficient 0.237 mm’!
F(000) 308
Crystal size 0.12x0.10 x 0.08 mm
Theta range for data collection 2.04 to 25.00 deg.
Limiting indices -9<=h<=9, -10<=k<=6, -12<=I<=12
Reflections collected / unique 3368 /2470 [R(int) =0.0226]
Completeness to theta = 25.00 99.9 %
Absorption correction Semi-empirical from equivalents
Max. and min. transmission 1.00000 and 0.84063
Refinement method Full-matrix least-squares on F"2
Data / restraints / parameters 2470/0/192
Goodness-of-fit on F/2 1.084
Final R indices [I>2sigma(I)] R1=0.0450, wR2 =0.1096
R indices (all data) R1=0.0685, wR2 =0.1364
Largest diff. peak and hole 0.249 and -0.236 e.A"-3
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2. Cytotoxicity assay

The cytotoxicities of all the compounds were evaluated by a modified MTT assay. MGC-803,
T-24, NCI-H460, HepG2, Hep-3B and SMMC-7721 cell lines used in this study were all
purchased from the Institute of Biochemistry and Cell Biology, China Academy of Sciences. All

were supplemented with 10% heat-inactivated fetal bovine serum in a humidified atmosphere of 5%

C02/95% air at 37°C. The cells were cultured in 96-well plates containing 100 pl of the growth

medium per well at a concentration of 5000 cells/well. After 24 h, a series of concentrations of

compounds in dimethylsulfoxide (DMSO, Sigma) was added to triplicate wells at doses of 2.5, 5,
10, 15, 20, 25, 30, 40, 50 uM. The final concentration of DMSO in the culture medium was
maintained at 1.0% (v/v) to avoid toxicity of the solvent. After 48 h, cells were treated with 20 pl
of 3-(4,5-dimethylthiazole-2-yl)-2,5-diphenyltetrazolium bromide (MTT, 5 mg/ml, Sigma) and
incubated for 4 h at 37°C. The medium was removed and 100 pl of DMSO was added to each
well. After shaking for 10 min, the absorbance was measured at 490 nm. Cytotoxicity is expressed

as the concentration of samples inhibiting cell growth by 50% (IC50), compared with the control

(using cells treated with 1.0% DMSO). All tests and analyses were run in triplicate and averaged.

3. Table S2. IC50 values of thiochromenones towards six selected tumor cell lines.?!

1Cs0 (uM)
Compounds SMMC-772
MGC-803  T-24 NCI-H460 HepG2 Hep-3B |

3a >50 15.81£1.65 >50 15.65¢3.31 >50 18.234£2.54
3b 6.80+0.93  4.24+0.34 >50 >50 >50 16.48+0.63
3c 8.29+0.99 12.02+0.26 >30 14.5342.59  >30 >30

3d 6.79£0.48  4.13+0.61 >20 >20 8.41+1.07  5.16+0.57
3e 7.94£2.14  7.94+1.64 >20 >20 >20 >20

3f 6.93+1.40  5.01+0.15 25.20+£2.56  5.26+0.17 9.58+0.60  7.34+0.88
3g >50 >50 >50 >50 >50 >50

3h >50 >50 >50 46.57+£2.95 47.27£1.58 >50

3i >25 >25 >25 23.7240.25 >25 >25

3j >50 >50 >50 10.56+0.77 30.15+£3.36 >50

3k >50 >50 >50 >50 >50 >50

31 >50 >50 >50 >50 >50 >50

3m >50 35.69+3.75 >50 24.52+3.87  >50 11.38+1.07
3n >50 >50 >50 >50 >50 15.99+1.53
30 >50 >50 >50 34.6243.59 >50 11.76+2.39
3p >25 >25 >25 >25 >25 >25

3q >50 44.95+2.09 47.93+0.17 38.02£2.02 >50 >50

3r >50 24.91+2.75 42.62+1.66 25.79+£1.41 >50 >50

3s >50 >50 >50 >50 >50 >50

3t >50 >50 >50 28.36+£2.23  >50 >50

[a] ICso values are presented as the mean = SD (standard error of the mean) from three separated

experiments.
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4. Copies of 'H NMR and “C NMR spectra of all new compounds

[4 3 2

0TTL
8LE'L |
T8E'L
86€°L |
€0V'L 1
€8Y°L 1
10S°L 1
0TS'L
€LS°LY
985'L 1
16sL
609'Lf
LTo'L T
8Y9°L

S0T'8

802’8

97z’ /
$95'8

evLs/
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3j, "TH NMR, Pyridine-ds, 400 MHz
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3s, "H NMR, CDCl;, 400 MHz

N

0€8°¢ —

10597

097'L
LEV'L§

LSY L~ _
visL]
YES'L
0118~

49 B e

99T'8

S40

BN

Fo¢

Foe |

Foo't

4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0

4.5
f1 (ppm)

5.0

5.5

6.0

8.5 8.0 7.5 7.0 6.5

9.0



0€T 1T —

Yr0°CS —
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