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Extraction and isolation
[bookmark: OLE_LINK72][bookmark: OLE_LINK74][bookmark: _Hlk37958544][bookmark: _Hlk37958702][bookmark: OLE_LINK75]The air-dried fruits of Solanum xanthocarpum (9 kg) were crushed and extracted with 70% ethanol (54 L × 3, each for 2 h) under reflux. The extract was filtered and then concentrated in vacuo to get the crude extract (2473.6 g). Then the crude extract was suspended in water and subsequently partitioned with petroleum ether, EtOAc, and n-BuOH to obtain 34.0, 150.1, 393.8, and 1605.0 g of extracts, respectively.
[bookmark: _Hlk37958725][bookmark: _Hlk37958762][bookmark: _Hlk37958783][bookmark: OLE_LINK76]The crude EtOAc fraction (100.0 g) was separated by open column chromatography over silica gel eluted with CH2Cl2-MeOH (1:0 to 0:1, v/v) to yield fractions Ⅰ-Ⅴ. Fr. Ⅴ (15.3 g) was subjected to the ODS-MPLC and eluted with a gradient of MeOH-H2O (1:9 to 1:0, v/v) to get 43 subfractions (Fr. Ⅴ-1 to Fr. Ⅴ-43). Fr. Ⅴ-8 was further isolated and purified by preparative HPLC with MeOH-H2O (30:70, 5.0 mL/min) to obtain 33 (1.2 mg, tR = 50.5 min). Fr. Ⅴ-11 was further isolated and purified by semipreparative HPLC with MeOH-H2O (47:53, 3.0 mL/min) to obtain 32 (7.6 mg, tR = 25.5 min). Fr. Ⅴ-12 was further isolated and purified by semipreparative HPLC with MeOH-H2O (31:69, 3.0 mL/min) to obtain 22 (1.8 mg, tR = 53.4 min) and 24 (2.1 mg, tR = 50.0 min). Fr. Ⅴ-13 was further isolated and purified by preparative HPLC with MeOH-H2O (45:55, 5.0 mL/min) to obtain 26 (10.1 mg, tR = 29.6 min). Fr. Ⅴ-14 was further isolated and purified by semipreparative HPLC with MeOH-H2O (34:66, 3.0 mL/min) to obtain 23 (6.1 mg, tR = 13.4 min) and 28 (28.1 mg, tR = 21.3 min). Fr. Ⅴ-16 was further isolated and purified by semipreparative HPLC with MeOH-H2O (42:58, 3.0 mL/min) to obtain 40 (5.0 mg, tR = 17.6 min). Fr. Ⅴ-17 was further isolated and purified by semipreparative HPLC with MeOH-H2O (41:59, 3.0 mL/min) to obtain 21 (4.3 mg, tR = 33.6 min), 25 (11.4 mg, tR = 40.8 min), and 37 (2.6 mg, tR = 74.8 min). Fr. Ⅴ-18 was further isolated and purified by semipreparative HPLC with MeOH-H2O (46:54, 3.0 mL/min) to obtain 27 (7.3 mg, tR = 17.6 min).
The crude n-BuOH fraction (280.0 g) was subjected to column chromatography over silica gel eluted with CH2Cl2-MeOH (10:1 to 0:1, v/v) to yield fractions Ⅰ-Ⅶ. Fr. Ⅱ (66.3 g) was subjected to the ODS-MPLC and eluted with a gradient of MeOH-H2O (1:9 to 1:0, v/v) to get 35 subfractions (Fr. Ⅱ-1 to Fr. Ⅱ-35). Fr. Ⅱ-1 was separated and purified by preparative HPLC with MeOH-H2O (15:85, 5.0 mL/min) to obtain 41 (5.6 mg, tR = 82.7 min). Fr. Ⅱ-2 was separated and purified by preparative HPLC with MeOH-H2O (16:84, 6.0 mL/min) to obtain 43 (15.4 mg, tR = 54.1 min) and 46 (2.4 mg, tR = 27.7 min). Fr. Ⅱ-4 was separated and purified by preparative HPLC with MeOH-H2O (17:83, 6.0 mL/min) to obtain 38 (6.8 mg, tR = 47.4 min). Fr. Ⅱ-5 was separated and purified by preparative HPLC with MeOH-H2O (25:75, 5.0 mL/min) to obtain 44 (2.4 mg, tR = 36.3 min). Fr. Ⅱ-7 was separated and purified by semipreparative HPLC with MeOH-H2O (28:72, 3.0 mL/min) to obtain 39 (2.4 mg, tR = 80.2 min). Fr. Ⅱ-8 was separated and purified by semipreparative HPLC with MeOH-H2O (26:74, 3.0 mL/min) to obtain 42 (2.8 mg, tR = 99.3 min). Fr. Ⅱ-10 was further applied to an ODS column and purified by preparative HPLC with MeOH-H2O (32:68, 5.0 mL/min) to obtain 9 (25.5 mg, tR = 16.2 min), 10 (38.0 mg, tR = 19.4 min), and 11 (15.4 mg, tR = 44.4 min), purified by preparative HPLC with MeOH-H2O (34:66, 6.0 mL/min) to obtain 49 (23.4 mg, tR = 33.5 min), purified by preparative HPLC with MeOH-H2O (36:64, 5.0 mL/min) to obtain 12 (2.3 mg, tR = 36.5 min), purified by preparative HPLC with MeOH-H2O (39:61, 5.0 mL/min) to obtain 48 (12.4 mg, tR = 42.2 min), purified by preparative HPLC with MeOH-H2O (42:58, 5.0 mL/min) to obtain 13 (18.4 mg, tR = 23.1 min). Fr. Ⅱ-12 was separated and purified by preparative HPLC with MeOH-H2O (36:64, 6.0 mL/min) to obtain 16 (15.1 mg, tR = 27.5 min). Fr. Ⅱ-16 was 14 (48.1 mg). Fr. Ⅱ-17 was separated and purified by preparative HPLC with MeOH-H2O (40:60, 5.0 mL/min) to obtain 29 (22.6 mg, tR = 26.7 min). Fr. Ⅱ-19 was separated and purified by preparative HPLC with MeOH-H2O (53:47, 5.0 mL/min) to obtain 36 (2.8 mg, tR = 40.2 min). Fr. Ⅱ-20 was separated and purified by preparative HPLC with MeOH-H2O (45:55, 5.0 mL/min) to obtain 19 (2.4 mg, tR = 42.7 min) and 20 (1.6 mg, tR = 57.9 min). Fr. Ⅱ-22 was separated and purified by preparative HPLC with MeOH-H2O (46:54, 5.0 mL/min) to obtain 17 (27.3 mg, tR = 73.4 min) and 18 (2.7 mg, tR = 48.8 min). Fr. Ⅱ-23 was separated and purified by preparative HPLC with MeOH-H2O (50:50, 6.0 mL/min) to obtain 15 (27.3 mg, tR = 35.5 min). Fr. Ⅱ-24 was separated and purified by preparative HPLC with MeOH-H2O (50:50, 5.0 mL/min) to obtain 31 (53.9 mg, tR = 48.7 min). Fr. Ⅱ-26 was separated and purified by preparative HPLC with MeOH-H2O (49:51, 6.0 mL/min) to obtain 47 (4.2 mg, tR = 53.6 min).
Fr. Ⅴ (38.5 g) was subjected to chromatography on an ODS column and eluted with a gradient of MeOH-H2O (1:9 to 1:0, v/v) to get 12 subfractions (Fr. Ⅴ-1 to Fr. Ⅴ-12). Fr. Ⅴ-2 and Fr. Ⅴ-3 were further applied to an ODS column and purified by preparative HPLC with MeOH-H2O (29:71, 5.0 mL/min) to obtain 1 (10.0 mg, tR = 42.7 min), purified by preparative HPLC with MeOH-H2O (25:75, 5.0 mL/min) to obtain 2 (7.7 mg, tR = 39.0 min), purified by preparative HPLC with MeOH-H2O (34:66, 5.0 mL/min) to obtain 4 (78.3 mg, tR = 27.3 min), purified by preparative HPLC with MeOH-H2O (28:72, 5.0 mL/min) to obtain 5 (33.2 mg, tR = 60.6 min) , purified by preparative HPLC with MeOH-H2O (22:78, 5.0 mL/min) to obtain 6 (84.4 mg, tR = 33.2 min), purified by preparative HPLC with MeOH-H2O (35:65, 5.0 mL/min) to obtain 7 (6.4 mg, tR = 22.5 min). 
Fr. Ⅵ (12.9 g) was subjected to the ODS-MPLC and eluted with a gradient of MeOH-H2O (1:9 to 1:0, v/v) to get 20 subfractions (Fr. Ⅵ-1 to Fr. Ⅵ-20). Fr. Ⅵ-2 was separated and purified by preparative HPLC with MeOH-H2O (38:62, 5.0 mL/min) to obtain 8 (5.2 mg, tR = 56.4 min). Fr. Ⅵ-4 was separated and purified by preparative HPLC with MeOH-H2O (38:62, 5.0 mL/min) to obtain 34 (3.9 mg, tR = 38.8 min). 
Fr.Ⅶ (15.0 g) was subjected to the ODS-MPLC and eluted with a gradient of MeOH-H2O (0:1 to 1:0, v/v) to get 17 subfractions (Fr. Ⅶ-1 to Fr. Ⅶ-17). Fr. Ⅶ-2 was separated and purified by preparative HPLC with MeOH-H2O (3:97, 6.0 mL/min) to obtain 50 (5.6 mg, tR = 62.3 min) and 51 (18.4 mg, tR = 95.6 min). Fr. Ⅶ-6 was separated and purified by preparative HPLC with MeOH-H2O (13:87, 5.0 mL/min) to obtain 35 (28.5 mg, tR = 35.7 min).
The crude water fraction (1000.0 g) was dissolved in water (2.0 L) and 95% alcohol (8.0 L) was added to it with full stirring. Then the supernatant was filtered after that the mixture was refrigerated at 4 ℃ for 12 h. The supernatant was concentrated in vacuo to get the crude extract (86.6 g). The crude extract was separated by AB-8 macroporous resin column chromatography eluted with H2O-MeOH (1:0, 9:1, 8:2, 7:3, 6:4, 5:5, 4:6, 3:7, 2:8, 1:9, and 0:1, v/v) to yield fractions Ⅰ-Ⅳ. Fractions Ⅰ (8.9 g) was subjected to MCI column chromatography and eluted with a gradient of H2O-MeOH (1:0 to 0:1, v/v) to get 15 subfractions (Fr. Ⅰ-1 to Fr. Ⅰ-15). Fr. Ⅰ-5 was separated by semipreparative HPLC with MeOH-H2O (22:78, 3.0 mL/min) to obtain 45 (3.2 mg, tR = 82.4 min). Fr. Ⅰ-8 was separated by semipreparative HPLC with MeOH-H2O (25:75, 3.0 mL/min) to obtain 3 (17.2 mg, tR = 19.9 min). Fractions Ⅲ (23.6 g) was subjected to MCI column chromatography and eluted with a gradient of H2O-MeOH (9:1 to 0:1, v/v) to get 25 subfractions (Fr. Ⅲ-1 to Fr. Ⅲ-25). Fr. Ⅲ-11 was 30 (5.2 mg).
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Figure S2. 13C NMR spectrum of 1 (100 MHz, methanol-d4).
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Figure S3. DEPT 135 spectrum of 1.
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Figure S4. HSQC spectrum of 1.
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Figure S5. 1H-1H COSY spectrum of 1.
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Figure S6. HMBC spectrum of 1.
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Figure S7. HRESIMS spectrum of 1.
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Figure S8. IR spectrum of 1.
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Figure S9. 1H NMR spectrum of 2 (400 MHz, methanol-d4).
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Figure S10. 13C NMR spectrum of 2 (100 MHz, methanol-d4).
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Figure S11. DEPT 135 spectrum of 2.
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Figure S12. HSQC spectrum of 2.
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Figure S13. 1H-1H COSY spectrum of 2.
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Figure S14. HMBC spectrum of 2.
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	Figure S15. HRESIMS spectrum of 2.
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Figure S16. IR spectrum of 2.
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Figure S17. 1H NMR spectrum of 9 (400 MHz, methanol-d4).
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Figure S18. 13C NMR spectrum of 9 (100 MHz, methanol-d4).
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Figure S19. DEPT 135 spectrum of 9.
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Figure S20. HSQC spectrum of 9.
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Figure S21. 1H-1H COSY spectrum of 9.
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Figure S22. HMBC spectrum of 9.
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	Figure S23. HRESIMS spectrum of 9.
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Figure S24. IR spectrum of 9.
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Figure S25. CD spectrum of 9.
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Figure S26. 1H NMR spectrum of 13 (400 MHz, methanol-d4).
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Figure S27. 13C NMR spectrum of 13 (100 MHz, methanol-d4).
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Figure S28. DEPT 135 spectrum of 13.
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Figure S29. HSQC spectrum of 13.
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Figure S30. 1H-1H COSY spectrum of 13.
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Figure S31. HMBC spectrum of 13.
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	Figure S32. HRESIMS spectrum of 13.
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Figure S33. IR spectrum of 13.
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Figure S34. CD spectrum of 13.
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Figure S35. 1H NMR spectrum of 17 (400 MHz, methanol-d4).
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Figure S36. 13C NMR spectrum of 17 (100 MHz, methanol-d4).

[image: ]
Figure S37. DEPT 135 spectrum of 17.
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Figure S38. HSQC spectrum of 17.
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Figure S39. 1H-1H COSY spectrum of 17.
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Figure S40. HMBC spectrum of 17.
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	Figure S41. HRESIMS spectrum of 17.
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	Figure S42. IR spectrum of 17.
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Figure S43. 1H NMR spectrum of 22 (600 MHz, methanol-d4).
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Figure S44. 13C NMR spectrum of 22 (150 MHz, methanol-d4).
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Figure S45. DEPT 135 spectrum of 22.
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Figure S46. HSQC spectrum of 22.
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Figure S47. 1H-1H COSY spectrum of 22.
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Figure S48. HMBC spectrum of 22.
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	Figure S49. HRESIMS spectrum of 22.
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Figure S50. IR spectrum of 22.
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Figure S51. 1H NMR spectrum of 40 (600 MHz, methanol-d4).
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Figure S52. 13C NMR spectrum of 40 (150 MHz, methanol-d4).
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Figure S53. DEPT 135 spectrum of 40.
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Figure S54. HSQC spectrum of 40.
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Figure S55. 1H-1H COSY spectrum of 40.
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Figure S56. HMBC spectrum of 40.
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	Figure S57. HRESIMS spectrum of 40.
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	Figure S58. IR spectrum of 40.
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Figure S59. 1H NMR spectrum of 3 (600 MHz, methanol-d4).
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Figure S60. 13C NMR spectrum of 3 (150 MHz, methanol-d4).
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Figure S61. 1H NMR spectrum of 4 (600 MHz, methanol-d4).
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Figure S62. 13C NMR spectrum of 4 (150 MHz, methanol-d4).
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Figure S63. 1H NMR spectrum of 5 (600 MHz, methanol-d4).

[image: ]
Figure S64. 13C NMR spectrum of 5 (150 MHz, methanol-d4).
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Figure S65. 1H NMR spectrum of 6 (400 MHz, methanol-d4).
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Figure S66. 13C NMR spectrum of 6 (100 MHz, methanol-d4).
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Figure S67. 1H NMR spectrum of 7 (400 MHz, methanol-d4).
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Figure S68. 13C NMR spectrum of 7 (100 MHz, methanol-d4).
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Figure S69. 1H NMR spectrum of 8 (600 MHz, methanol-d4).
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Figure S70. 13C NMR spectrum of 8 (150 MHz, methanol-d4).

[image: ]
Figure S71. 1H NMR spectrum of 10 (400 MHz, methanol-d4).
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Figure S72. 13C NMR spectrum of 10 (100 MHz, methanol-d4).
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Figure S73. CD spectrum of 10.
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Figure S74. 1H NMR spectrum of 11 (400 MHz, methanol-d4).
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Figure S75. 13C NMR spectrum of 11 (100 MHz, methanol-d4).
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Figure S76. 1H NMR spectrum of 12 (400 MHz, methanol-d4).
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Figure S77. 13C NMR spectrum of 12 (100 MHz, methanol-d4).
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Figure S78. 1H NMR spectrum of 14 (400 MHz, methanol-d4).
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Figure S79. 13C NMR spectrum of 14 (100 MHz, methanol-d4).
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Figure S80. 1H NMR spectrum of 15 (400 MHz, methanol-d4).
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Figure S81. 13C NMR spectrum of 15 (100 MHz, methanol-d4).
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Figure S82. 1H NMR spectrum of 16 (400 MHz, methanol-d4).
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Figure S83. 13C NMR spectrum of 16 (100 MHz, methanol-d4).
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Figure S84. 1H NMR spectrum of 18 (400 MHz, methanol-d4).
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Figure S85. 13C NMR spectrum of 18 (100 MHz, methanol-d4).
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Figure S86. 1H NMR spectrum of 19 (600 MHz, methanol-d4).
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Figure S87. 13C NMR spectrum of 19 (150 MHz, methanol-d4).
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Figure S88. 1H NMR spectrum of 20 (600 MHz, methanol-d4).
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Figure S89. 13C NMR spectrum of 20 (150 MHz, methanol-d4).
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Figure S90. 1H NMR spectrum of 21 (600 MHz, methanol-d4).
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Figure S91. 13C NMR spectrum of 21 (150 MHz, methanol-d4).
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Figure S92. 1H NMR spectrum of 23 (600 MHz, methanol-d4).
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Figure S93. 13C NMR spectrum of 23 (150 MHz, methanol-d4).
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Figure S94. 1H NMR spectrum of 24 (600 MHz, methanol-d4).
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Figure S95. 13C NMR spectrum of 24 (150 MHz, methanol-d4).
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Figure S96. 1H NMR spectrum of 25 (600 MHz, methanol-d4).
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Figure S97. 13C NMR spectrum of 25 (150 MHz, methanol-d4).
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Figure S98. 1H NMR spectrum of 26 (600 MHz, methanol-d4).
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Figure S99. 13C NMR spectrum of 26 (150 MHz, methanol-d4).
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Figure S100. 1H NMR spectrum of 27 (600 MHz, methanol-d4).
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Figure S101. 13C NMR spectrum of 27 (150 MHz, methanol-d4).
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Figure S102. 1H NMR spectrum of 28 (600 MHz, methanol-d4).
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Figure S103. 13C NMR spectrum of 28 (150 MHz, methanol-d4).
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Figure S104. 1H NMR spectrum of 29 (400 MHz, methanol-d4).
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Figure S105. 13C NMR spectrum of 29 (100 MHz, methanol-d4).
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Figure S106. 1H NMR spectrum of 30 (600 MHz, methanol-d4).
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Figure S107. 13C NMR spectrum of 30 (150 MHz, methanol-d4).
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Figure S108. 1H NMR spectrum of 31 (400 MHz, methanol-d4).

[image: ]
Figure S109. 13C NMR spectrum of 31 (100 MHz, methanol-d4).
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Figure S110. 1H NMR spectrum of 32 (600 MHz, methanol-d4).
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Figure S111. 13C NMR spectrum of 32 (150 MHz, methanol-d4).
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Figure S112. 1H NMR spectrum of 33 (600 MHz, methanol-d4).
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Figure S113. 13C NMR spectrum of 33 (150 MHz, methanol-d4).
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Figure S114. 1H NMR spectrum of 34 (400 MHz, methanol-d4).
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Figure S115. 13C NMR spectrum of 34 (100 MHz, methanol-d4).
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Figure S116. 1H NMR spectrum of 35 (400 MHz, methanol-d4).
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Figure S117. 13C NMR spectrum of 35 (100 MHz, methanol-d4).
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Figure S118. 1H NMR spectrum of 36 (400 MHz, methanol-d4).
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Figure S119. 13C NMR spectrum of 36 (100 MHz, methanol-d4).
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Figure S120. 1H NMR spectrum of 37 (600 MHz, methanol-d4).
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Figure S121. 13C NMR spectrum of 37 (150 MHz, methanol-d4).
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Figure S122. 1H NMR spectrum of 38 (400 MHz, methanol-d4).
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Figure S123. 13C NMR spectrum of 38 (100 MHz, methanol-d4).
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Figure S124. 1H NMR spectrum of 39 (600 MHz, methanol-d4).
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Figure S125. 13C NMR spectrum of 39 (150 MHz, methanol-d4).
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Figure S126. 1H NMR spectrum of 41 (400 MHz, methanol-d4).

[image: ]
Figure S127. 13C NMR spectrum of 41 (100 MHz, methanol-d4).
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Figure S128. 1H NMR spectrum of 42 (600 MHz, methanol-d4).
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Figure S129. 13C NMR spectrum of 42 (150 MHz, methanol-d4).
[image: ]
Figure S130. 1H NMR spectrum of 43 (400 MHz, methanol-d4).
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Figure S131. 13C NMR spectrum of 43 (100 MHz, methanol-d4).
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Figure S132. 1H NMR spectrum of 44 (600 MHz, methanol-d4).
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Figure S133. 13C NMR spectrum of 44 (150 MHz, methanol-d4).
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Figure S134. 1H NMR spectrum of 45 (600 MHz, methanol-d4).
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Figure S135. 13C NMR spectrum of 45 (150 MHz, methanol-d4).
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Figure S136. 1H NMR spectrum of 46 (400 MHz, methanol-d4).
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Figure S137. 13C NMR spectrum of 46 (100 MHz, methanol-d4).
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Figure S138. 1H NMR spectrum of 47 (400 MHz, methanol-d4).
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Figure S139. 13C NMR spectrum of 47 (100 MHz, methanol-d4).
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Figure S140. 1H NMR spectrum of 48 (600 MHz, methanol-d4).
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Figure S141. 13C NMR spectrum of 48 (150 MHz, methanol-d4).
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Figure S142. 1H NMR spectrum of 49 (400 MHz, methanol-d4).
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Figure S143. 13C NMR spectrum of 49 (100 MHz, methanol-d4).
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Figure S144. 1H NMR spectrum of 50 (400 MHz, DMSO-d6).
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Figure S145. 13C NMR spectrum of 50 (100 MHz, DMSO-d6).
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Figure S146. 1H NMR spectrum of 51 (400 MHz, methanol-d4).
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Figure S147. 13C NMR spectrum of 51 (100 MHz, methanol-d4).
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Figure S148. UV spectrum of 1.
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Figure S149. UV spectrum of 2.
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Figure S150. UV spectrum of 9.
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Figure S151. UV spectrum of 13.

[image: ]
Figure S152. UV spectrum of 17.
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Figure S153. UV spectrum of 40.


[image: ]
Figure S154. The TIC of the 70 % methanol extract of Solanum xanthocarpum fruits containing compound 1 (RT: 8.00).
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Figure S155. The TIC of the 70 % methanol extract of Solanum xanthocarpum fruits.
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Figure S156. NOESY spectrum of 17.

[image: C:\Users\87282\AppData\Local\Temp\WeChat Files\b3d1aa5a1f9d17843840147e3655bda.png]
Figure S157. Detailed DP4+ probability of compound 22 (in gas phase).

[image: C:\Users\87282\AppData\Local\Temp\WeChat Files\905effdec157b7c1484cb4dbd783c23.png]
Figure S158. Detailed DP4+ probability of compound 22 (in methanol with PCM model).

Table S1. The degree of the compounds and targets in the compound-target network.
	No.
	Name
	Degree
	No.
	Name
	Degree
	No.
	Compound
	Degree

	1
	P29274
	18
	57
	P24941
	2
	1
	27
	25

	2
	P30542
	16
	58
	P23458
	2
	2
	12
	25

	3
	P08253
	15
	59
	P17516
	2
	3
	11
	20

	4
	P0DMS8
	14
	60
	P15090
	2
	4
	17
	19

	5
	P14780
	13
	61
	P14207
	2
	5
	33
	17

	6
	P35354
	12
	62
	P13945
	2
	6
	28
	17

	7
	P23219
	11
	63
	P13726
	2
	7
	26
	17

	8
	P34972
	10
	64
	P09960
	2
	8
	41
	16

	9
	P00533
	10
	65
	P09211
	2
	9
	37
	16

	10
	P35372
	9
	66
	P05121
	2
	10
	36
	16

	11
	P09917
	9
	67
	P03372
	2
	11
	18
	16

	12
	P78536
	8
	68
	O43826
	2
	12
	34
	15

	13
	P42330
	8
	69
	O14746
	2
	13
	25
	13

	14
	P19367
	7
	70
	O00206
	2
	14
	45
	12

	15
	P48736
	6
	71
	Q9Y2T6
	1
	15
	48
	10

	16
	P29466
	6
	72
	Q9Y2R2
	1
	16
	47
	10

	17
	P21554
	6
	73
	Q9Y251
	1
	17
	13
	10

	18
	P17252
	6
	74
	Q9UNA0
	1
	18
	4
	10

	19
	P05067
	6
	75
	Q9UHI8
	1
	19
	15
	8

	20
	Q16665
	5
	76
	Q9H6Z9
	1
	20
	31
	7

	21
	Q14790
	5
	77
	Q9BZP6
	1
	21
	30
	7

	22
	P33527
	5
	78
	Q16539
	1
	22
	6
	7

	23
	P29275
	5
	79
	Q16236
	1
	23
	29
	6

	24
	P04062
	5
	80
	Q15858
	1
	24
	16
	6

	25
	P43405
	4
	81
	Q15746
	1
	25
	9
	6

	26
	P16581
	4
	82
	Q13464
	1
	26
	21
	5

	27
	P16109
	4
	83
	Q13093
	1
	27
	20
	5

	28
	P11142
	4
	84
	Q07817
	1
	28
	19
	5

	29
	P08183
	4
	85
	Q06418
	1
	29
	43
	4

	30
	P04406
	4
	86
	Q05513
	1
	30
	14
	4

	31
	P00813
	4
	87
	P49137
	1
	31
	10
	4

	32
	P00734
	4
	88
	P43116
	1
	32
	51
	3

	33
	O60674
	4
	89
	P40763
	1
	33
	42
	3

	34
	Q9Y5Y4
	3
	90
	P35968
	1
	34
	38
	3

	35
	Q9Y263
	3
	91
	P35408
	1
	35
	8
	3

	36
	Q9NPH5
	3
	92
	P23946
	1
	36
	3
	3

	37
	Q06187
	3
	93
	P18054
	1
	37
	2
	3

	38
	P60568
	3
	94
	P17931
	1
	38
	49
	2

	39
	P55072
	3
	95
	P17706
	1
	39
	1
	2

	40
	P43119
	3
	96
	P17612
	1
	40
	50
	1

	41
	P43088
	3
	97
	P16444
	1
	41
	46
	1

	42
	P25105
	3
	98
	P16050
	1
	42
	44
	1

	43
	P23526
	3
	99
	P14902
	1
	
	
	

	44
	P08246
	3
	100
	P14174
	1
	
	
	

	45
	P07900
	3
	101
	P12931
	1
	
	
	

	46
	P07333
	3
	102
	P10415
	1
	
	
	

	47
	P06241
	3
	103
	P0DMS9
	1
	
	
	

	48
	P01375
	3
	104
	P09769
	1
	
	
	

	49
	O14920
	3
	105
	P07948
	1
	
	
	

	50
	O14684
	3
	106
	P07947
	1
	
	
	

	51
	Q16831
	2
	107
	P06746
	1
	
	
	

	52
	Q13526
	2
	108
	O60885
	1
	
	
	

	53
	Q05655
	2
	109
	O43353
	1
	
	
	

	54
	P52333
	2
	110
	O00329
	1
	
	
	

	55
	P31749
	2
	111
	O00182
	1
	
	
	

	56
	P29317
	2
	
	
	
	
	
	




Table S2. Logarithms of free binding energies (FBE, kJ/mol) of NO inhibitors to the active cavities of iNOS (PDB ID: 3E6T).
	Compound
	Log (FBE)
	Compound
	Log (FBE)
	Compound
	Log (FBE)
	Compound
	Log (FBE)

	3
	-4.8 
	17
	-19.5 
	28
	-16.9 
	42
	-14.3 

	4
	-3.6 
	18
	-20.7 
	29
	-9.2 
	43
	-6.3 

	5
	-14.0 
	19
	-20.8 
	30
	-4.7 
	45
	-11.5 

	6
	-15.5 
	20
	-20.3 
	32
	-20.7 
	48
	-11.2 

	7
	-12.2 
	21
	-16.8 
	33
	-15.7 
	49
	-11.4 

	11
	-7.4 
	22
	-14.4 
	34
	-18.6 
	50
	-12.5 

	12
	-9.8 
	23
	-15.8 
	35
	-11.6 
	51
	-5.0 

	13
	-5.8 
	24
	-11.3 
	36
	-6.0 
	indomethacin
	-23.1 

	14
	-9.5 
	25
	-17.4 
	37
	-15.1 
	
	

	15
	-5.9 
	26
	-18.7 
	39
	-11.7 
	
	

	16
	1.0 
	27
	-21.6 
	40
	-15.8
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Functional Solvent? Basis Set Type of Data
mPW1PW91 Gas Phase 6-31G(d) Shielding Tensors
Isomer 1| Isomer 2 | Isomer 3 | Isomer 4 | Isomer 5 | Isomer 6

sDP4+ (H data) |ill31.76% |al68. 24% = = = =
sDP4+ (C data) |ill49. 15% |ii50. 85% = = = =
sDP4+ (all data) |ill31.02% |al68.98% = = = =
ubP4+ (H data) |l 25. 18% |l 74. 82% = = = =
ubP4+ (C data) |ill49.40% |l 50. 60% = = = =
uDP4+ (all data) il 24. 74% |l 75. 26% = = = =
il 13. 54% |l 86. 46% - - - -
il 48. 55% |ail 51. 45% - - - -
il 12. 88% |all 87. 12% = = = =
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mPW1PW91 PCM 6-31G(d, p) Shielding Tensors
Isomer 1| Isomer 2 | Isomer 3 | Isomer 4 | Isomer 5 | Isomer 6

sDP4+ (H data) il 9.11% |all90.89% = = = =
sDP4+ (C data) |ill39.38% il 60. 62% = = = =
sDP4+ (all data) |dl 6.11% |all93.89% = = = =
ubP4+ (H data) il 12.93% |all87.07% = = = =
ubP4+ (C data) |ill47.27% |l 52. 73% = = = =
uDP4+ (all data) il 11.74% |ail88. 26% = = = =
al 1. 47% 98. 53% - - - -
il 36. 80% |uil 63. 20% - - - -
l 0. 86% 99. 14% = = = =
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 +TOF MS: 6.3060 min from Sample 13 (HGQ-236) of 20190322 XZP.wiff

a=7.02318108419898340e-004, t0=2.13243996170397300e-001 (DuoSpray ())
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 +TOF MS: 4.1192 min from Sample 13 (XZP-29) of 20200918 XZP.wiff

a=7.02359980307854700e-004, t0=2.10850733706858200e-001 (DuoSpray ())
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