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Figure S1. Physicochemical properties, lipophilicity, water solubility, pharmacokinetics,
drug-likeness, and medicinal chemistry of 20 and chidamide predicted using
SwissADME.

Data Filename N_ESIH202306765.d Sample Name D4-H39

Sample ID Position P1-B2

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1imin.m
Acquired Time 11/27/2023 1:34:26 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |~ESI Scan (rt: 0.115 min) Frag=165.0V N_ESTH202306765.d Subtract
4
209, 0931
3.5
3
2.5
2
1.5
1
0.5 210. 0951
o 211.0942 213, 0527 216. 0514

202 203 204 205 206 207 208 209 210 211 212 213 214 215 216 217 218 219 220
Counts vs. Mass—to-Charge (m/z)

Formula Calculator Results
|mlz ICaIc m/z IDiff (mDa) |Diff (ppm) Ilon Formula |Ion
| 209.0931] 209.0932| 0.04] 0.2[C10 H13 N2 03 [(M-H)- |

--- End Of Report ---

Figure S2. HRESIMS spectrum of compound 3a.
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Figure S3. "H NMR spectrum of compound 3a.
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Figure S4. 3C NMR spectrum of compound 3a.
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Data Filename N_ESIH202306766.d Sample Name D4-H30

Sample ID Position P1-B3

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:35:41 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra
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Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Im[z ICaIc m/z |Diff (mDa) IDiff (ppm) IIon Formula |Ion |
| 223.1085] 223.1088] 0.33] 1.47][C11 H15 N2 03 [(M-H)- |

--- End Of Report -

Figure S5. HRESIMS spectrum of compound 3b.
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Figure S6. 'H NMR spectrum of compound 3b.
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Figure S7. °C NMR spectrum of compound 3b.
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--- End Of Report ---

Figure S8. HRESIMS spectrum of compound 3e.
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Figure S9. 'H NMR spectrum of compound 3e.
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Data Filename N_ESIH202306768.d Sample Name D4-H32

Sample ID Position P1-B5

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324 _MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:38:12 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0

x105 |-ESI Scan (rt: 0.154 min) Frag=165.0V N_ESIH202306768.d
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Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) I]un Formula |Ion |
| 251.1399] 251.1401] 0.19] 0.77|C13 H19 N2 03 [(M-H)- |

--- End Of Report ---

Figure S11. HRESIMS spectrum of compound 3d.
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Figure S12. "H NMR spectrum of compound 3d.
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Figure S13. °C NMR spectrum of compound 3d.
Data Filename N_ESIH202306780.d Sample Name D4-D18
Sample ID Position P1-C8
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:53:29 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |~ESI Scan (rt: 0.129 min) Frag=165.0V N_ESTH202306780. d
7
265. 1558
6
5
4
3]
2
1 266. 1584
| 267.1612
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Counts vs. Mass-to—-Charge (m/z)

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) Ilon Formula |Ion |
| 265.1558] 265.1558] -0.02] -0.08[C14 H21 N2 03 [(M-H)- |

--- End Of Report ---

Figure S14. HRESIMS spectrum of compound 3e.
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Figure S15. "H NMR spectrum of compound 3e.
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Data Filename N_ESIH202306794.d Sample Name D4-De4

Sample ID Position P1-E4

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1imin.m
Acquired Time 11/27/2023 2:11:17 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0

%10 6 |"ESI Scan (rt: 0.112-0.129 min, 3 scans) Frag=165.0V N_ESIH202306794. d

61 209. 1298

5

4|

1 210. 1329
‘211.1355

202 203 204 205 206 207 208 209 210 211 212 213 214 215 216 217 218 219 220
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
|mlz ICaIc m/z IDiff (mDa) |Diff (ppm) I]on Formula |Ion |
| 209.1298| 209.1296| -0.28] -1.33[C11 H17 N2 02 [(M-H)- |

--- End Of Report ---

Figure S17. HRESIMS spectrum of compound 5a.
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Figure S18. "H NMR spectrum of compound 5a.
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Figure S19. °C NMR spectrum of compound Sa.
Data Filename N_ESIH202306790.d Sample Name D4-D60
Sample ID Position P1-D9
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:06:10 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165
x10 5 |~ESI Scan (rt: 0.160-0.193 min, 5 scans) Frag=165. 0V N_ESIH202306790. d
265. 1557
4
3
2
L 266. 1587
267. 1565

258 259 260 261 262 263 264 265 266 267 268 269 270 271 272 273 274 275 276
Counts vs. Mass—to-Charge (m/z)

Formula Calculator Results
Im,’z |Calc m/z |Diff (mDa) IDiff (ppm) Ilon Formula |Ion
| 265.1557| 265.1558| 0.04] 0.16[C14 H21 N2 03 [(M-H)- |

--- End Of Report ---

Figure S20. HRESIMS spectrum of compound Sb.
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Figure S22. 3C NMR spectrum of compound 5b.
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Data Filename N_ESIH202306788.d Sample Name D4-D58

Sample ID Position P1-D7
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:03:38 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Tonization Mode

165 0 ESI
x10 6 |~ESI Scan (rt: 0.145-0.162 min, 3 scans) Frag=165. 0V N_ESIH202306788. d
J 305. 1119
5
4
3
2
1 306. 1146
307.1174

298 299 300 301 302 303 3d4 305 366 307 308 309 310 311
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
|mlz ICaIc m/z IDiff (mDa)
| 305.1119] 305.1119]

IIon
[CEDE

I]cn Formula
-0.15[C13 H16 F3 N2 03

Ioiff (ppm)

-0.05

--- End Of Report ---
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Figure S23. HRESIMS spectrum of compound Sc.
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Figure S24. "H NMR spectrum of compoun:
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Figure S25. 3C NMR spectrum of compound 5Se.

N_ESIH202306789.d Sample Name D4-D59

Position P1-D8
Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
11/27/2023 2:04:54 PM DA Method ESI-HR-20231114.m

ESIH by fangsu

L 1300
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L 100

Fragmentor Voltage Collision Energy Ionization Mode
165 0

x10 5 [~ESI Scan (rt: 0.154-0.179 min, 4 scans) Frag=165.0V N_ESIH202306789.d

267. 1350

268. 1382
269. 1399

260 261 262 263 264 265 266 267 268 289 270 271

Counts vs. Mass—to—Charge (m/z

Formula Calculator Results

m/z |Calc mjz

IDiff (mDa) IDiff (ppm) IIon Formula |Ion I

267.135] 267.135) 0.07] 0.27|C13 H19 N2 04 [(M-H)- |

--- End Of Report ---

Figure S26. HRESIMS spectrum of compound 5d.
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Figure S28. 3C NMR spectrum of compound 5d.
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Data Filename N_ESIH202306793.d Sample Name D4-D63

Sample ID Position P1-E3

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324 _MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:10:00 PM DA Method ESI-HR-20231114.m

Comment

User Spectra

ESIH by fangsu

£1 (ppm)

Figure S30. "H NMR spectrum of compound Se.
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Fragmentor Voltage Collision Energy Ionization Mode
165 ESI
x10 5 |~ESI Scan (rt: 0.156 min) Frag=165.0V N_ESIH202306793.d
71 313. 1557
6
5
44
3
g 314. 1592
1
315. 1610
0l - - - L . .
306 307 308 309 310 311 312 313 314 315 316 317 318 319 320 321 322 323 324
Counts vs. Mass—to—Charge (m/z)
Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) IIon Formula |Ion |
| 313.1557] 313.1558] 0.04] 0.13[C18 H21 N2 03 [(M-H)- ]
--- End Of Report -
Figure S29. HRESIMS spectrum of compound Se.
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Figure S31. °C NMR spectrum of compound Se.
Data Filename N_ESIH202306791.d Sample Name D4-D61
Sample ID Position P1-E1
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:07:25 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
165 0
x10 6 [~ESI Scan (rt: 0.141 min) Frag=165.0V N_ESIH202306791.d
4 259. 1452
3.5
3
2.5
21
1.54
1 260. 1483
0.5
| 261. 1512
0

252 253 254 255 256 257 258 259 260 261 262 263 264 265 266 267 268 269 270
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) |Diff (ppm) IIon Formula |Ion |
| 259.1452] 259.1452] 0.04] 0.16]C15 H19 N2 02 [(M-H)- ]

--- End Of Report ---

Figure S32. HRESIMS spectrum of compound 5f.
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Figure S33. '"H NMR spectrum of compound 5f.
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Figure S34. 3C NMR spectrum of compound 5f.
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Data Filename N_ESIH202306784.d Sample Name D4-D54

Sample ID Position P1-D3

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:58:36 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0
%10 6 |~ESI Scan (rt: 0.147-0.180 min, 5 scans) Frag=165.0V N_ESIH202306784.d
1
273. 1608
0.8
0.6
0.4
0.2 274. 1644
275. 1668
0

Counts vs. Mass—to—Charge (m/z

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) IIon Formula |Ion
| 273.1608] 273.1609 0.08| 0.3[c16 H21 N2 02 [(M-H)- |

--- End Of Report ---

Figure S35. HRESIMS spectrum of compound 5g.
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Figure S36. 'H NMR spectrum of compound 5g.
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Figure S37. °C NMR spectrum of compound 5g.
Data Filename N_ESIH202306786.d Sample Name D4-D56
Sample ID Position P1-D5
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:01:06 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 6 |~EST Scan (rt: 0.149 min) Frag=165.0V N_ESTH202306786.d

2.5 277. 1356

2
1.5

1
0.5 278. 1398

| 279. 1416

270 271 272 273 274 275 276 277 278 279 280 281 282 283 284 285 286 287 288
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) I]on Formula |Ion |
| 277.1356] 277.1358] 0.17] 0.61|C15 H18 F N2 02 [(M-H)- |

--- End Of Report -

Figure S38. HRESIMS spectrum of compound 5h.
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Figure S39. '"H NMR spectrum of compound Sh.
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Figure S40. 3C NMR spectrum of compound 5h.




Data Filename N_ESIH202306795.d Sample Name D4-D65

Sample ID Position P1-E5

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324 _MS_ESIH_NEG_imin.m
Acquired Time 11/27/2023 2:12:33 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage
165

Collision Energy Ionization Mode
0

x10 6
3

2.5

—ESI Scan (rt: 0.159 min) Frag=165.0V N_ESIH202306795. d

277. 1356

278. 1395

275. 1208 279. 1417

260 270 271 272 273 274 275 276 277 278 279 280 281 282 283
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results

|m[z

ICaIc m/z

IDiff (mDa) |Diff (ppm) Ilon Formula |Ion

277.

1356 277.1358] 0.23] 0.81[C15 H18 F N2 02 [(m-H)-

|

--- End Of Report ---
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Figure S41. HRESIMS spectrum of compound 5i.
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Figure S42. "H NMR spectrum of compound 5i.
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Figure S43. 3C NMR spectrum of compound 5i.

Data Filename N_ESIH202306785.d Sample Name D4-D55

Sample ID Position P1-D4

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:59:51 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |~ESI Scan (rt: 0.152 min) Frag=165.0V N_ESIH202306785.d
293. 1062

8

6

4

295. 1041
2 294. 1093
296. 1072

286 287 288 289 290 291 292 293 294 295 296 297 298 299 300 301 302 303 304
Counts vs. Mass—to—Charge (m/z

Formula Calculator Results
|m,’z |Calc m/z IDiff (mDa) IDiff (ppm) Ilon Formula |Ion |
| 293.1062] 293.1062] 0.04] 0.12[C15 H18 CI N2 02 [(M-H)- |

--- End Of Report ---

Figure S44. HRESIMS spectrum of compound 5j.
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Figure S45. "H NMR spectrum of compound 5j.
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Figure S46. 3C NMR spectrum of compound 5j.
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Data Filename N_ESIH202306792.d Sample Name D4-D62

Sample ID Position P1-E2

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 2:08:42 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0

x10 5 |~EST Scan (rt: 0.157-0.190 min, 5 scans) Frag=165.0V N_ESIH202306792.d

337. 0556 339.0536

338.0590 340. 0569
341. 0609

O = N W R =~ 00

330 331 332 333 334 335 336 337 338 339 340 341 342 343 344 345 346 347 348

Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Imlz ICaIc m/z IDiff (mDa) IDiff (ppm) Ilon Formula IIon |
| 337.0556] 337.0557 0.13] 0.39[C15 H18 Br N2 02 [(M-H)- |

--- End Of Report ---

Figure S47. HRESIMS spectrum of compound 5k.
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Figure S48. "H NMR spectrum of compound 5k.
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User Spectra
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Figure S49. 3C NMR spectrum of compound 5Kk.

N_ESIH202306787.d Sample Name D4-D57

Position P1-D6
Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
11/27/2023 2:02:21 PM DA Method ESI-HR-20231114.m

ESIH by fangsu

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |~ESI Scan (rt: 0.168-0.193 min, 4 scans) Frag=165.0V N_ESIH202306787.d
8 284, 1403
7
6
5
4
3 |
2 285. 1437
1
286. 1457
0

277 278 279 280 281

Formula Calculator R

Counts vs. Mass—to—Charge (m/z

m/fz ICaIc m/z IDiff (mDa) IDiff (ppm) Ilon Formula |Ion |
|

284.1403]

284.1405] 0.16) 0.56]C16 H18 N3 02 [(M-H)- |

--- End Of Report ---

Figure S50. HRESIMS spectrum of compound 51.
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Figure S52. 3C NMR spectrum of compound 5.
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Data Filename N_ESIH202306782.d Sample Name D4-D36

Sample ID Position P1-D1

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:56:03 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165

x10 5 |~EST Scan (rt: 0.136 min) Frag=165.0V N_ESTH202306782.d

3 271. 1087
2.5

2

0.5 272. 1114
273. 1145

264 265 266 267 268 269 270 271 272 273 274 275 276 277 278 279 280 281
Counts vs. Mass—to—Charge (m/z

Formula Calculator Results
Im_lz |Calc m/z IDiff (mDa) IDiff (ppm) I]on Formula |Ion |
| 271.1087] 271.1088] 0.16] 0.58[C15 H15 N2 03 [(M-H)- ]

--- End Of Report -

Figure S53. HRESIMS spectrum of compound 11.
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Figure S54. "H NMR spectrum of compound 11.
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Figure S55. 3C NMR spectrum of compound 11.
Data Filename N_ESIH202306783.d Sample Name D4-D53
Sample ID Position P1-D2
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:57:18 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
165 0
x10 6 |~ESI Scan (rt: 0.143 min) Frag=165.0V N_ESIH202306783.d
1.6 283. 1086
1.4
1.2
1
0.8
0.6
o 284.1125
0.2
S 285. 1144
276 277 278 279 280 281 282 283 284 285 286 287 288 289 290 291 292 293 294

Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
Im_[z ICaIc m/z |Diff (mDa) |Diff (ppm) |]on Formula |Ion |
| 283.1086] 283.1088] 0.17] 0.53[C16 H15 N2 03 [(M-H)- |

--- End Of Report -

Figure S56. HRESIMS spectrum of compound 14.
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Figure S57. "H NMR spectrum of compound 14.
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Figure S58. >*C NMR spectrum of compound 14.
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Data Filename N_ESIH202306773.d Sample Name D4-H21
Sample ID Position P1-C1
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:44:35 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |~EST Scan (rt: 0.162-0.170 min, 2 scans) Frag=165.0V N_ESTH202306773.d
1.2 427. 1888
1
0.8
0.6
0.4 428.1918
0.2
429. 1934
0 |

420 421 422 423 424 425 426 427 428 429 430 431 432 433 434 435 436 437 438

Counts vs. Mass—to—Charge

Formula Calculator Results

(m/z)

Im,lz ICaIc m/z |Diff (mDa) |Diff (ppm) I]on Formula |Ion
| 427.1888] 427.1888] -0.03]

-0.08[C24 H23 N6 02 [(M-H)-

--- End Of Report ---

Figure S59. HRESIMS spectrum of compound 19a.
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Figure S60. "H NMR spectrum of compound 19a.
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Figure S61. 3C NMR spectrum of compound 19a.

N_ESIH202306774.d

Agilent 6520 Q-TOF
11/27/2023 1:45:52 PM
ESIH by fangsu

Sample Name D4-H40

Position P1-C2

Acq Method 20160324_MS_ESIH_NEG_1min.m
DA Method ESI-HR-20231114.m

L 160

L 150

L 140

L 130

L 120

L11o

L 100

L 9o

L 8o

L 60

Fragmentor Voltage

165

Collision Energy
0

ESI

Ionization Mode

x10 8
4.5

4
3.5
3]
2.5
2
1.5
1
0.5
0

445. 1794

—ESI Scan (rt: 0.152 min) Frag=165.0V N_ESTH202306774. d

446. 1820

447. 1838

438 439 440 441

Formula Calculator Results

Counts vs. Mass—to—-Charge (m/z)

|m_lz

|Calc mjz

|Diff (mDa)

I]on Formula

|zon

445.1794]

445.1794]

[Diff (ppm)
7]

-0.15[C24 H22 F N6 02

[(M-H)-

--- End Of Report ---

Figure S62. HRESIMS spectrum of compound 19b.
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Figure S63. '"H NMR spectrum of compound 19b.
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Figure S64. 3C NMR spectrum of compound 19b.
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Data Filename

Sample ID

Instrument Name
Acquired Time

Comment

User Spectra

N_ESIH202306775.d

Agilent 6520 Q-TOF
11/27/2023 1:47:10 PM

ESIH by fangsu

Sample Name D4-H41

Position P1-C3

Acq Method 20160324_MS_ESIH_NEG_1min.m
DA Method ESI-HR-20231114.m

Fragmentor Voltage

165

Collision Energy
0

Ionization Mode
ESI

x10 5
2.5

-EST Scan (rt: 0.156 min) Frag=165.0V N_ESTH202306775. d

461. 1500

463. 1482

464. 1493

1 (ppm)

Figure S66. '"H NMR spectrum of compound 19e¢.
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454 455 456 457 458 459 460 461 462 463 464 465 466 467 468 469 470 471 472
Counts vs. Mass—to—Charge (m/z
Formula Calculator Results
|m,’z |Calc m/z |Diff (mDa) |Diff (ppm) |Ion Formula |[0n I
| 461.15] 461.1498] -0.16] -0.35]C24 H22 CI N6 02 [(M-H)- |
--- End Of Report ---
Figure S65. HRESIMS spectrum of compound 19¢.
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Figure S67. '°C NMR spectrum of compound 19c.
Data Filename N_ESIH202306776.d Sample Name D4-H42
Sample ID Position P1-C4
Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:48:28 PM DA Method ESI-HR-20231114.m
Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 |ESI Scan (rt: 0.149 min) Frag=165.0V N_ESTH202306776.d
463. 1700
8
6
4|
464. 1734
2
465. 1759
0

456 457 458 459 460 461 462 463 464 465 466 467 468 469 470 471 472 473 474
Counts vs. Mass—to—Charge (m/z

Formula Calculator Results
|m,’z |Calc m/z IDiff (mDa) IDiff (ppm) |Ion Formula |Ion |
I 463.17| 463.17| -0.03] -0.06[C24 H21 F2 N6 02 [(M-H)- |

--- End Of Report ---

Figure S68. HRESIMS spectrum of compound 19d.
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Figure S69. 'H NMR spectrum of compound 19d.
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Figure S70. 3*C NMR spectrum of compound 19d.
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Data Filename N_ESIH202306777.d Sample Name D4-H43

Sample ID Position P1-C5

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1min.m
Acquired Time 11/27/2023 1:49:42 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 ESI
x10 5 |“EST Scan (rt: 0.175 min) Frag=165.0V N_ESTH202306777.d Subtract

1.2 457. 1992

1
0.8
0.6
0.4 458. 2017
0.2

459. 2040
04

450 451 452 453 454 455 456 457 458 459 460 461 462 463 464 465 466 467 468
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
|m]z |Calc m/z IDiff (mDa) IDiff (ppm) Ilon Formula |Ior| |
| 457.1992] 457.1994] 0.14] 0.3]C25 H25 N6 03 [(M-H)- |

--- End Of Report ---

Figure S71. HRESIMS spectrum of compound 19e.
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Figure S72. "H NMR spectrum of compound 19e.
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Figure S73. 3C NMR spectrum of compound 19e.

Data Filename N_ESIH202306778.d Sample Name D4-H44

Sample ID Position P1-Cé

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324 _MS_ESIH_NEG_1imin.m
Acquired Time 11/27/2023 1:50:58 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

L 140

L 130

L120

L11o

L 100

L 60

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 [~EST Scan (rt: 0.182 min) Frag=165.0V N_ESTH202306778. d
1 485. 1945
0.8
0.6
0.4
486. 1968
0.2
487. 2006

478 479 480 481 482 483 484 485 486 487 488 489 490 491 492 493 494 495 496

Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
|mlz |Calc m/z |Diff (mDa) |Diff (ppm) |Ion Formula |Ion |
[ 485.1945| 485.1943| -0.25] -0.53|C26 H25 N6 04 [(M-R)- |

--- End Of Report ---

Figure S74. HRESIMS spectrum of compound 19f.
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Figure S76. 3C NMR spectrum of compound 19f.

43

£1 (ppm)

110

120




Data Filename N_ESIH202306781.d Sample Name D4-D31

Sample ID Position P1-C9

Instrument Name Agilent 6520 Q-TOF Acq Method 20160324_MS_ESIH_NEG_1imin.m
Acquired Time 11/27/2023 1:54:47 PM DA Method ESI-HR-20231114.m

Comment ESIH by fangsu

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
165 0 ESI
x10 5 [~ESI Scan (rt: 0.134-0.159 min, 4 scans) Frag=165.0V N_ESIH202306781.d
1.6
346. 1560

1.4
1.2

1
0.8
0.6
0.4 347. 1588
0-21 348. 1619

0

339 340 341 342 343 344 345 346 347 348 349 350 351 352 353 354 355 356 357
Counts vs. Mass—to—Charge (m/z)

Formula Calculator Results
|m,lz |Calc m/z IDiff (mDa) IDiff (ppm) IIon Formula |[on |
| 346.156] 346.1561] 0.08[ 0.24]C21 H20 N3 02 [(M-H)- |

--- End Of Report -

Figure S77. HRESIMS spectrum of compound 20.
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Figure S78. '"H NMR spectrum of compound 20.
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Figure S79. *C NMR spectrum of compound 20.
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Figure S80. The whole un-cropped images of the original western blots in Figure 3.
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Locus names
Cell Cell D5S81|D13S3 | D7582|D16S5 CSF1P
EV No. | name 8 17 0 39 VWA | THO1 | AM | TPOX o Figsure
Query
(Rem1szze) | V13| 1111 910 | 99 |1618| 88 | XV | 811 | 1212
1.00(3 COLO-
6/36) | 248 | 677 | 1113|1111 910 | 99 1618 88 | XY | 811 1212

1.00(3 | CCL- | RPMI

11,13 (11,11 | 9,10 99 |16,18| 88 XY | 811 |1212 -
6/36) | 155 | 8226 ' ' ' ' ' ' ' ' '

1.00(3 |IFO500| RPMI

11,13 (11,11 | 9,10 29 |16,18| 88 XY | 811 |[1212 -
6/36) 13 8226 ' ' ' ' ' ' ' ' '

1.00(3 | JCRBO |RPMI8&

6/36) | 034 296 11,13 | 11,11 | 9,10 99 |16,18 | 88 XY | 811 (1212 -

Locus names

Cell | Cell
D5581 |D1353 |D7582 | D16S5 CSF1P | .
No. F
EV ©. | hame s 17 0 39 VWA | THO1 | AM | TPOX o |gsl..|re
Query (HCT-

1017 | 1012 | 11,12 | 11,13 | 1722 | 89 Xy 89 Zi10
116Auc-

1.00(3 | CCL- | HCT

1011 (10,12 (11,12 | 11,13 | 17,22 | 8,9 XY 8,9 710 -
6/36) | 247 116 ' ' ' ' ' ' ' ! '

Locus names
Cell No.| Cell name .
EV D55818D135S317|D75820 | D165539| VWA | THO1 | AM | TPOX | CSF1PO | Figures

Query (HL-60) 12,12 811 71,12 11,171 | 1616 | 78 | XX | &171 13,14

1.00(3

s 3 HL-60 1212 | 811 | 1112 | 1111 |1616| 7,8 |XX| 811 | 1314 -
1.00(3
o6 | 1% PLB-985 | 1212 | 811 | 11,2 | 1111 |1616| 7.8 |XX| 811 | 1314 -
1.00(3
6/36) | CCL240|  HL-60 1212 | 811 | 11,12 | 11,11 |1616| 7,8 |XX| 811 | 1314 -

1.00(3| CRL- Clone 15

12,12 8,11 11,12 11,11 [ 16,16 | 7.8 [ XX | 811 13,14 -
6/36) | 1964 HL-60 ' ) ' ' ' ' ' ' '

1.00(3| CRL-
HL-60/MX2 | 1212 | 8211 | 1112 | 11,11 | 1616 | 7,8 | XX | 811 | 13,14 -

6/36) | 2257 / ) . ) . . . ) . .

1.00(31JCRBO0B |, ¢, 1212 | 811 | 11,12 | 11,11 |16,16| 7,8 |XX | 811 | 13,14 -

6/36) 5

100(31JCRBOT6| i ang) | 1212 | 811 | 11,12 | 11,11 |1616| 7.8 |xx | 811 | 1314 -

6/36) 3

1.00(3

6/36) |RCBO04T|  HLEO 1212 | 811 | 1112 | 11,11 |1616 | 7.8 |XX| 811 | 13,14 -

1.003

RCB1550| HL-60-R2 | 12,12 8,11 11,12 11,11 [ 16,16 | 7.8 [ XX | 811 13,14 -

6/36)

Figure S81. The STR identification results of the three cells were correct.
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Table S1. General information about the cells used in the experiments.

Cell code Cell line name Cell source

Human multiple myeloma Nanjing Kebai Biotechnology Co.,
RPMI8226
cells Ltd.

Chinese Academy of Sciences
Human promyelocytic
HL-60 Committee Type Culture Collection
leukaemia cells
cell bank (Shanghai, China)

HCT-116 ~ Human colon cancer cells American Type Culture Collection
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