A Derivative of Piperlongumine and Ligustrazine as a Potential Thioredoxin

Reductase Inhibitor in Drug-resistant Hepatocellular Carcinoma

Jiangiang Qian,"+# Zhongyuan Xu,*# Peng Zhu,™* Chi Meng,* Yun Liu,¥ Wenpei Shan,} Ang He,}
Yipeng Gu,* Fansheng Ran,* Yanan Zhang,""* and Yong Ling"*

fMedical college, Nantong University, Nantong 226001, People's Republic of China.

School of Pharmacy and Jiangsu Province Key Laboratory for Inflammation and Molecular Drug
Target, Nantong University, Nantong 226001, People's Republic of China.

Supporting Information

1. 'H NMR spectrum for compound 4, 8, and 9..............coooviiiiiiiiiiiiiiiiiiieeeene, S2

2. ' NMR and '3C NMR spectrum for compound

3. 'HNMR and 3C NMR spectrum for compound 11................ccoiiiiiiiiiiiiis, S4
4. HPLC analysis of compounds 6 and 11.............ooiiiiiiiiiiiiiiiii e, S5
5. IR analysis of compounds 6 and 1.t e S6

6. UV analysis of compounds 6 and 1. i, S7



1. '"H NMR spectrum for compound 4, 8, and 9
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Figure S1. 'TH NMR spectrum of compound 4
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Figure S2. 'TH NMR spectrum of compound 8
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Figure S3. 'TH NMR spectrum of compound 9

2. TH NMR and 3C NMR spectrum for compound 6
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Figure S4. 'TH NMR spectrum of the target compound 6
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Figure S5. 13C NMR spectrum of the target compound 6

3. TH NMR and 3C NMR spectrum for compound 11
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Figure S6. 'H NMR spectrum of the target compound 11
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Figure S7. 13C NMR spectrum of the target compound 11

4. HPLC analysis of compounds 6 and 11.
Method: 75% methanol aqueous solution, flow rate =1 ml/min, Agilent Eclipse Plus-C18 4.6*250
mm, 5 um, temp 25 °C, wavelength 254 nm.

Compound 6: Purity 98.2%.
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Figure S8. HPLC analysis of compound 6



Compound 11: Purity 96.6%.
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Figure S9. HPLC analysis of compound 11

5. IR analysis of compounds 6 and 11.
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Figure S10. IR spectrum of the target compound 6
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Figure S11. IR spectrum of the target compound 11
6. UV analysis of compounds 6 and 11.
300 350 400 450 500

Wavelength (nm)

Figure S12. UV spectrum of the target compound 6
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Figure S13. UV spectrum of the target compound 11

500



