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Figure S1. The 'H-NMR spectrum of Compd. A1
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Figure S2. The 'TH-NMR spectrum of Compd. A2
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Figure S3. The 'H-NMR spectrum of Compd. A3
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Figure S4. The '"H-NMR spectrum of Compd. A4
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Figure S5. The 'H-NMR spectrum of Compd. A5
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Figure S6. The 'H-NMR spectrum of Compd. A6
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Figure S7. The 'H-NMR spectrum of Compd. A7
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Figure S8. The 'H-NMR spectrum of Compd. A8
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Figure S9. The 'H-NMR spectrum of Compd. A9
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Figure S10. The 'H-NMR spectrum of Compd. A10
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Figure S11. The '"H-NMR spectrum of Compd. A1l
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Figure S12. The "H-NMR spectrum of Compd. A12
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Figure S13. The '"H-NMR spectrum of Compd. A13
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Figure S14. The "H-NMR spectrum of Compd. A14
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Figure S16. The '3C-NMR spectrum of Compd. A1
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Figure S17. The '*C-NMR spectrum of Compd. A2
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Figure S18. The '3C-NMR spectrum of Compd. A3
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Figure S19. The '*C-NMR spectrum of Compd. A4
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Figure S20. The '*C-NMR spectrum of Compd. AS
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Figure S21. The '*C-NMR spectrum of Compd. A6
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Figure S22. The '*C-NMR spectrum of Compd. A7
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Figure S23. The '*C-NMR spectrum of Compd. A8
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Figure S24. The *C-NMR spectrum of Compd. A9
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Figure S25. The '*C-NMR spectrum of Compd. A10
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Figure S26. The '*C-NMR spectrum of Compd. A1l
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Figure S27. The *C-NMR spectrum of Compd. A12
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Figure S28. The '*C-NMR spectrum of Compd. A13
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Figure S29. The '*C-NMR spectrum of Compd. A14
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Figure S30. The *C-NMR spectrum of Compd. A15

140
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Figure S31. The HRMS spectrum of Compd. Al
Fragmentor Voltage Collision Energy Tonization Mode
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Figure S32. The HRMS spectrum of Compd. A2
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Figure S33. The HRMS spectrum of Compd. A3
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Figure S34. The HRMS spectrum of Compd. A4
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Figure S35. The HRMS spectrum of Compd. A5
Fragmentor Volitage Collision Energy Ionization Mode
200 0 €51
x10 4 |*ESI Scan (0.089 min) Frag=200.0V V-8.d Subtract
1.4 905.3394
3.2 ([C43 HA7 F3 N10 O7 Sj+H)+
14
0.8/
0.64
0.4
883.6020
0.2
830 840 850 860 870 880 890 000 910 920 930 940 950 960 970
Counts vs, Mass-to-Charge (m/z)
Figure S36. The HRMS spectrum of Compd. A6
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Figure S37. The HRMS spectrum of Compd. A7
Fragmentor Voltage Collision Energy Ionization Mode
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Figure S38. The HRMS spectrum of Compd. A8
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Figure S39. The HRMS spectrum of Compd. A9
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Figure S40. The HRMS spectrum of Compd. A10
Fragmentor Voltage Collision Energy Ionization Mode
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Figure S41. The HRMS spectrum of Compd. A11
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Figure S42. The HRMS spectrum of Compd. A12
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Figure S43. The HRMS spectrum of Compd. A13
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Figure S44. The HRMS spectrum of Compd. A14
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Figure S45. The HRMS spectrum of Compd. A15




We split compound A13 into two parts for docking. Firstly, we docked the FAK ligand-
linker moiety with the FAK protein. Molecular docking studies showed that the 2,4-
diaminopyrimidine core formed two donor-acceptor interactions with Cys502 in the hinge
region, N-methyl sulfonamide fragment formed a hydrogen bond interaction with Asp564 in
the DFG-motif, the trifluoromethyl group contained a hydrophobic interaction with the
gatekeeper residue Met499, the linker extended from the solvent region to the outside of the
protein pocket (Fig. S46). Secondly, we docked the Pomalidomide-linker moiety with the
CRBN protein. Molecular docking studies showed that piperidine-2,6-dione formed three
donor-acceptor interactions with His380 and Trp382, the linker also extended from the solvent

region to the outside of the protein pocket (Fig. S47).

Fig. S46 Molecular docking model of FAK ligand-linker moiety of compound A13 with FAK protein (PDB ID:

3BZ3)

Fig. S47 Molecular docking model of pomalidomide-linker moiety of compound A13 with CRBN protein (PDB ID:

4C13)



