Description of Additional Supplementary Files

File Name: Supplementary Data 1

Description: Spebrutinib COOKIE-Pro abundance ratio double normalized with 5 uM saturation
control sample and ACC1. Group description: (1) 5uM Speb 60 min (2_X) 25 nM Speb (3_X) 50
nM Speb (4_X) 100 nM Speb (5_X) 200 nM Speb (6_X) 400 nM Speb (7) DMSO control. X=1, 2

min; X=2, 4 min; X=3, 6 min.

File Name: Supplementary Data 2

Description: Ibrutinib COOKIE-Pro abundance ratio double normalized with 5 uM saturation
control sample and ACC1. Group description: (1) 5uM IB 60 min (2_X) 12.5 nM IB (3_X) 25 nM IB
(4 X) 50 nM IB (5_X) 100 nM IB (6_X) 200 nM IB (7) DMSO control. X=1, 2 min; X=2, 4 min; X=3,

6 min.

File Name: Supplementary Data 3

Description: Kl values (M) for each cysteine-fragment pair calculated from HCT116 SLC-ABPP

dataset competition ratio (CR). Only CR>2 values were used for Kl conversion.

File Name: Supplementary Data 4

Description: Ligand efficiency for each cysteine-fragment pair reanalyzed from HCT116 SLC-ABPP

dataset.



File Name: Supplementary Data 5

Description: Ligand lipophilic efficiency for each cysteine-fragment pair reanalyzed from HCT116

SLC-ABPP dataset.

File Name: Supplementary Data 6

Description: Two-point COOKIE-Pro kinetic params. Details available in the “Description” tab.



