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Figure S1. *H-NMR spectrum (400 MHz, CDCls) of compound 1a.
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Figure S2. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 1a.
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Figure S4. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 1b.
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Figure S5. *H-NMR spectrum (400 MHz, CDCls) of compound 1c.
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Figure S6. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 1c.
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Figure S7. *H-NMR spectrum (400 MHz, CDs0OD) of compound 2a.
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Figure S8. *C-NMR and DEPT-135 spectra (101 MHz, CDsOD) of compound 2a.
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Figure S9. *H-NMR spectrum (400 MHz, CD3;OD) of compound 2b.
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Figure S10. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound 2b.
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Figure S11. *H-NMR spectrum (400 MHz, CDCls) of compound 2c.
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Figure S12. ¥*C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 2c.
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Figure S13. *H-NMR spectrum (400 MHz, CDCls) of compound 3a.
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Figure S14. 3C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 3a.
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Figure S15. *H-NMR spectrum (400 MHz, CDCls) of compound 3b.
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Figure S16. 3C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 3b.
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Figure S17. *H-NMR spectrum (400 MHz, CDCls) of compound 3c.
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Figure S18. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 3c.
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Figure S21. *H-NMR spectrum (400 MHz, CDsOD) of compound 4b.
< B O el
T RN B
1N ] |
| il |
1 EIBU 1 IT[J 1 [ISU 1 :ISU 1=‘10 150 12IO 1%0 ﬂlm 90 BI[J TIU Gb SIU 4I0 EIO 2I0 1I0 6

& /ppm

Figure S22. 13C-NMR and DEPT-135 spectra (101 MHz, CD3;OD) of compound 4b.
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Figure S23. *H-NMR spectrum (400 MHz, CDCls) of compound 4c.
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Figure S24. 13C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 4c.
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Figure S25. *H-NMR spectrum (400 MHz, CDCls) of compound 5a.
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Figure S26. 13C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 5a.
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Figure S27. *H-NMR spectrum (400 MHz, CDCls) of compound 5b.
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Figure S28. 13C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 5b.
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Figure S29. *H-NMR spectrum (400 MHz, CDCls) of compound 5c.
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Figure S30. 3C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 5c.
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Figure S31. *H-NMR spectrum (400 MHz, CDCls) of compound 6a.
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Figure S32. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 6a.
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Figure S34. 13C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 6b.
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Figure S36. 13C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 6c.
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Figure S38. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound 7a.
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Figure S39. *H-NMR spectrum (400 MHz, CDCls) of compound 7b.
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Figure S40. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 7b.
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Figure S41. *H-NMR spectrum (400 MHz, CDCls) of compound 7c.
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Figure S42. 13C-NMR and DEPT-135 spectra (101 MHz, CDCl3) of compound 7c.
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Figure S43. *H-NMR spectrum (400 MHz, CDsOD) of compound 8a.
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Figure S44. 13C-NMR and DEPT-135 spectra (101 MHz, CD3;OD) of compound 8a.
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Figure S46. 13C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound 8b.
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Figure S49. *H-NMR spectrum (400 MHz, CDsOD) of compound 9b.
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Figure S52. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound 10b.
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Figure S53. *H-NMR spectrum (400 MHz, CDsOD) of compound la.
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Figure S54. 13C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound la.
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Figure S55. *H-NMR spectrum (400 MHz, CD3;0D) of compound Ib.
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Figure S56. 13C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Ib.
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Figure S57. *H-NMR spectrum (400 MHz, CDsOD) of compound Ic.
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Figure S58. *C-NMR and DEPT-135 spectra (101 MHz, CD3zOD) of compound Ic.
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Figure S59. *H-NMR spectrum (400 MHz, CDsOD) of compound lla.
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Figure S60. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Ila.
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Figure S62. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Ilb.
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Figure S64. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Ilc.
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Figure S65. *H-NMR spectrum (400 MHz, CDsOD) of compound IVa.
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Figure S66. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound IVa.
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Figure S68. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound IVb.
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Figure S69. *H-NMR spectrum (400 MHz, CDClIs) of compound IVc.
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Figure S70. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound IVc.
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Figure S72. 3C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Va.
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Figure S73. *H-NMR spectrum (400 MHz, CD3;0D) of compound Vb.
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Figure S74. *C-NMR and DEPT-135 spectra (101 MHz, CDzOD) of compound Vb.
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Figure S75. *H-NMR spectrum (400 MHz, CDCls) of compound Vc.
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Figure S76. *C-NMR and DEPT-135 spectra (101 MHz, CDCls) of compound Vc.
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Table S1. Calculated Druglike Properties for conjugates lli(a-c) and Vi(a-c).

Conjugate MW2  clogP?  HBA® HBD*  Mrotb” 'PSA2/ A2 BB ratio®
lla 531.66 0.40 9 5 9 133.63 0.635
b 567.68 2.55 9 5 9 133.63 0.710
lllic 623.88 2.80 9 5 9 133.63 0.559
Via 550.71 1.62 9 3 10 110.84 0.633
Vib 595.83 3.78 9 3 10 110.84 0.748
Vic 651.94  4.03 9 3 10 110.84 0.568

2Properties calculated using Cheminformatics software [http://www.molinspiration.com]: MW, molecular weight; N,
number of heavy atoms; clogP, calculated logarithm of the octanol-water partition coefficient; HBA, number of
hydrogen acceptors; HBD, number of hydrogen donors; Nroth number of rotatable bonds; 'PSA, topological polar

surface area. °In silico BBB permeability using Cheminformatics software [http://admet.scbdd.com/calcpre/index/],
Category 0: BBB—; Category 1: BBB+; BB ratio > 0.1: BBB+; BB ratio <0.1: BBB—.
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