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Table S1 The L02 cells cytotoxicity of compounds 5a-5u

Comp. Inhibition % at 10 μM or IC50 (μM）

5a 72.9%

5b 84.0%

5c 6.28

5d 4.61

5e 7.04

5f 0.91

5g 94.0%

5h 2.64

5i 2.87

5j > 10

5k 71.3%

5l > 10

5m 100%

5n 93.4%

5o 74.8%

5p 38.4%

5q 67.4%

5r (ZLWT-48) 3.83

5s 60.0%

5t 63.7%

5u 72.9%

Tacrine > 100

ZLWT-37 0.26

Dinaciclib 0.014
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Fig. S1 Docking pose of compound ZLWT-48 in the binding site of CDK2 (PDB code:3EID).
Docking was performed with Glide, and images were generated with Pymol. Green-dashed lines
indicate H-bond interactions, red-dashed lines indicate hydrophobic interactions. The compound
binding pocket with interacting residues was shown in stick mode (wheat).
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1H NMR Spectra, 13C NMR Spectra, HR-MS, and HPLC traces of Representative Compounds.

1H NMR spectrum of 5a in DMSO-d6.

13C NMR spectrum of 5a in DMSO-d6.



S5

1H NMR spectrum of 5b in DMSO-d6.

13C NMR spectrum of 5b in DMSO-d6.
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1H NMR spectrum of 5c in DMSO-d6.

13C NMR spectrum of 5c in DMSO-d6.
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1H NMR spectrum of 5d in DMSO-d6.

13C NMR spectrum of 5d in DMSO-d6.
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1H NMR spectrum of 5e in DMSO-d6.

13C NMR spectrum of 5e in DMSO-d6.
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1H NMR spectrum of 5f in DMSO-d6.

13C NMR spectrum of 5f in DMSO-d6.
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1H NMR spectrum of 5g in DMSO-d6.

13C NMR spectrum of 5g in DMSO-d6.
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1H NMR spectrum of 5h in DMSO-d6.

13C NMR spectrum of 5h in DMSO-d6.
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1H NMR spectrum of 5i in DMSO-d6.

13C NMR spectrum of 5i in DMSO-d6.
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1H NMR spectrum of 5j in DMSO-d6.

13C NMR spectrum of 5j in DMSO-d6.
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1H NMR spectrum of 5k in DMSO-d6.

13C NMR spectrum of 5k in DMSO-d6.
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1H NMR spectrum of 5l in DMSO-d6.

13C NMR spectrum of 5l in DMSO-d6.
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1H NMR spectrum of 5m in DMSO-d6.

1H NMR spectrum of 5m in DMSO-d6.
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1H NMR spectrum of 5n in DMSO-d6.

13C NMR spectrum of 5n in DMSO-d6.



S18

1H NMR spectrum of 5o in DMSO-d6.

1H NMR spectrum of 5o in DMSO-d6.
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1H NMR spectrum of 5p in DMSO-d6.

13C NMR spectrum of 5p in DMSO-d6.
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1H NMR spectrum of 5q in DMSO-d6.

13C NMR spectrum of 5q in DMSO-d6.
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1H NMR spectrum of 5r in DMSO-d6.

13C NMR spectrum of 5r in DMSO-d6.
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1H NMR spectrum of 5s in DMSO-d6.

13C NMR spectrum of 5s in DMSO-d6.
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1H NMR spectrum of 5t in DMSO-d6.

13C NMR spectrum of 5t in DMSO-d6.
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1H NMR spectrum of 5u in DMSO-d6.

13C NMR spectrum of 5u in DMSO-d6.
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HR-ESI-MS of compound 5a: 388.2118 [M+H]+, (calcd for C23H25N5O, 388.2132).

HR-ESI-MS of compound 5b: 456.2741 [M+H]+, (calcd for C28H33N5O, 456.2758).
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HR-ESI-MS of compound 5c: 402.2279 [M+H]+, (calcd for C24H27N5O, 402.2288).

HR-ESI-MS of compound 5d: 442.2592 [M+H]+, (calcd for C27H31N5O, 442.2601).
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HR-ESI-MS of compound 5e: 456.2747 [M+H]+, (calcd for C28H33N5O, 456.2758).

HR-ESI-MS of compound 5f: 470.2909 [M+H]+, (calcd for C29H35N5O, 470.2914).
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HR-ESI-MS of compound 5g: 464.2437 [M+H]+, (calcd for C29H29N5O, 464.2445).

HR-ESI-MS of compound 5h: 374.1974 [M+H]+, (calcd for C22H23N5O, 374.1975).
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HR-ESI-MS of compound 5i: 374.1972 [M+H]+, (calcd for C22H23N5O, 374.1975).

HR-ESI-MS of compound 5j: 374.1983 [M+H]+, (calcd for C22H23N5O, 374.1975).
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HR-ESI-MS of compound 5k: 344.2113 [M+H]+, (calcd for C23H25N3, 344.2121).

HR-ESI-MS of compound 5l: 374.2212 [M+H]+, (calcd for C24H27N3O, 374.2227).
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HR-ESI-MS of compound 5m: 388.2005 [M+H]+, (calcd for C24H25N3O2, 388.2020).

HR-ESI-MS of compound 5n: 402.2165 [M+H]+, (calcd for C25H27N3O2, 402.2176).
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HR-ESI-MS of compound 5o: 374.2213 [M+H]+, (calcd for C24H27N3O,

374.2227).

HR-ESI-MS of compound 5p: 345.2076 [M+H]+, (calcd for C22H24N4, 345.2074).
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HR-ESI-MS of compound 5q: 345.2071 [M+H]+, (calcd for C22H24N4, 345.2074).

HR-ESI-MS of compound 5r: 345.2063 [M+H]+, (calcd for C22H24N4, 345.2074).
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HR-ESI-MS of compound 5s: 331.1918 [M+H]+, (calcd for C21H22N4, 331.1917).

HR-ESI-MS of compound 5t: 331.1903 [M+H]+, (calcd for C21H22N4, 331.1917).
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HR-ESI-MS of compound 5u: 348.2180 [M+H]+, (calcd for C21H25N5, 348.2183).
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The corresponding data of purity was estimated by HPLC (Essentia SIL-16, UV detection at

λ =254 nm) using Agilent ZORBAX Extend C18 (4.6 × 250 mm, 5 μM) column. And the elution

method used for target compounds was shown below. Mobile phase A (aqueous phase) was 1000

mL purified water. Mobile phase B (organic phase) was chromatographic grade methanol.

Gradient elution was set as 30% B for 0-5 min, 50% B for 5-10 min, 70% B for 10-15 min, 95% B

for 15-18 min, 30% for 18-21 min. The flow rate and injection volume were set as 1.0 mL/min,

and 10 μL, respectively.

For compounds 5a, 5d, 5e, 5g, 9j, 5l, 5o, and 5p: Mobile phase A (aqueous phase) was 1000

mL purified water. Mobile phase B (organic phase) was chromatographic grade methanol.

Gradient elution was set as 50% B for 0-10 min. The flow rate and injection volume were set as

1.0 mL/min, and 10 μL, respectively.

The HPLC spectra of representative hybrids were as follows.

The HPLC trace of 5a
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The HPLC trace of 5b

The HPLC trace of 5d
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The HPLC trace of 5e

The HPLC trace of 5g
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The HPLC trace of 5h

The HPLC trace of 5i
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The HPLC trace of 5j

The HPLC trace of 5k
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The HPLC trace of 5l

The HPLC trace of 5o
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The HPLC trace of 5p

The HPLC trace of 5r
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The HPLC trace of 5s

The HPLC trace of 5t
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The HPLC trace of 5u


