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'H NMR (400 MHz, DMS O-ds) 8 11.09 (s, 1), 7.58 (dd, J=8.5, 7.1 Hz, 1H),
7.14 (d, J=8.6 Hz, 1H), 7.04 (d, J=7.0 Hz, 1H), 6.77 — 6.68 (m, 1H), 6.60 (t, J=
5.9 Hz, 1H), 5.05 (dd, J=12.9, 5.4 Hz, 1H), 3.66 — 3.38 (m, 10H), 3.05 (q. J=6.0
Hz, 2H), 2.62 —2.51 (m, 2H), 2.05 — 1.97 (m, 2H), 1.35 (s, 9H).
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Figure S1. 'H NMR of intermediate 1.
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30 NMR (101 MHz, DMSO-dg) § 173.18, 170.46, 169.42, 167.74, 156.04,
146.88, 136.62, 132.56, 117.82, 111.12, 109.79, 78.03, 70.19, 70.00, 6972,
69.37,60.19, 49.07, 42.21, 31.47, 28.65,22.63, 21.15, 14.50.
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Figure S2. 3C NMR of intermediate 1.
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Figure S3. MS spectrum of intermediate 1.
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Figure S4. HPLC of intermediate 1.
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'H NMR (400 MHz, DMS O-ds) 5 11.10 (s, 1), 8.07 (s. 2E). 7.59 (dd, J= 8.6,
7.1 Hz, 1H), 7.15 (d, J= 8.6 Hz, 1H), 7.04 (d, J= 7.0 Hz, 1H), 6.60 (s, 1H), 5.07
(dd, J=12.7, 5.4 Hz, 1H), 3.75 — 3.56 (m, 12H), 2.96 — 2.91 (m, 2H), 2.67 - 2.51

184 1

(m, 2H).
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Figure S5. 'H NMR of intermediate 2.
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BC NMR (101 MHz, DMSO-dg) § 173.25, 170.53, 169.47, 167.74, 146.88, 136.74, 132.57,
117.93, 111.18. 109.77, 70.13, 70.07, 69.31, 67.13, 66.82, 49.07, 42.18, 31.48, 22.63.
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Figure S6. *C NMR of intermediate 2.

1004 405.360
75—2
E 50*;
251 406. 460
42.030 §3- 120 809i660
0- = T T T T by T T T T — m/z
100.0 200.0 300.0 400.0 500.0 600.0 700.0 800.0 /
Figure S7. MS spectrum of intermediate 2.
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Figure S8. HPLC of intermediate 2.
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IH NMR (400 MHz, DMSO-ds) 3 11.10 (s, 1H), 8.23 — 8.17 (m. 2H), 8.13 (dd,J
=89,2.4 Hz, 1H), 7.55 (dd, J= 8.6, 7.1 Hz, 1H), 7.34 (d. J= 9.0 Hz, 1H), 7.10
(d, J=8.7 Hz. 1H), 7.00 (d, J="7.0 Hz, 1H), 6.59 (t, J=5.8 Hz, 1H), 5.05 (dd, J=
12.9, 5.4 Hz, 1H), 3.65 — 3.36 (m, 14H), 2.57 (s, 3H), 2.12 — 2.00 (m, 2H), 1.23 —
1.21 (m, 3H), 1.02 (d, J= 6.7 Hz, GH).
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Figure S9. 'H NMR DeXOD.
QO0JdQO0Q
DOUYPNNOD
3343333
NhSRIJILEIIRBBEZIZIZ=RS oV rIrIndroPWOL-~OY
DOONTNCWOCOONCTNONG S DN N NQNOY QOO MY QT ¥ D
NREOOUOOOUIMMOMANNT 0O LOOWPOPNO OGOV DB ND N
B - L NRROOOITITTITOOOONN~ —
SN\ e | SN S NI = | eSS e—me———————
15C NMR (101 MHz, DMSO-dg) 3 173.22. 170.51, 169.40, 167.73, 164.04, 162.24, 161.40, 155.06,
146.84, 136.64, 133.23, 132.53, 131.60, 127.09, 125.99, 117.82, 115.88, 114.38, 111.11, 109.74,
102.01, 75.58, 70.19, 70.09, 69.35, 69.19, 60.21, 49.04, 42.21, 31.46, 28.05,22.61, 19.17, 17.40,
14.54.
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Figure S10. *C NMR DeXOD.
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Figure S11. MS spectrum of DeXOD.
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Figure S12. HPLC of DeXOD.

250
DeXOD
= ann A Intermediate (2)
ide 3 <4uu4 Thalidomide fluor
E/ Febuxostat
>
=
2 150 _ /\‘\
[0}
S
= |
8
2 1004

[42]
o
1

luoresce

500 777 SV I 00 : 400
Wavelength (nm)

Figure S13. Fluorescence diagram of DeXOD, Intermediate, Thalidomide fluoride,

febuxostat
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Figure S15. Laser confocal images showing the uptake of different concentrations of

DeXOD by HePG?2 cells.
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Figure S16. Western blotting image after pretreating the cells with febuxostat and then

adding DeXOD and only DeXOD alone.
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Figure S17. Western blotting image of XOD protein recovery following DeXOD

washout.
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Figure S18. Western blotting image of re-degradation of XOD by DeXOD in a re-

challenge assay in cells.



