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'H-NMR (500 MHz, DMSO) and *C-NMR (126 MHz, DMSO) spectra of all synthesized compounds. 14
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Figure S1: Molecular docking of compound 5a (green) in the ATP binding pocket of Clk1 (PDB
code of the coordinates: 1Z57) using MOE. Depicted is the least impaired potential binding pose.
Although H-bonds were predicted with Lys191 (indicated in black), and CH-n interactions
between the benzothiophene core and Val324, the steric clash with Leul67 (indicated in orange)
is expected to strongly compromise the potential binding affinity. In addition, no H-bond was

formed between Leu244 and the carbonyl oxygen of 5a.
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Figure S2: Molecular docking of compounds 3a (S) (blue) and 6a (green). 3a (S) and 6a were
docked in the ATP binding pocket of Clk1 (PDB code: 1Z57) using MOE, and the binding poses
with the lowest steric interferences were selected. (A) 3a (S) (blue) was predicted to form H-bonds
with Leu244 and Lys191 (indicated by black dashed lines) and CH-=n interactions with Leul67,
Leu264 and Val324 (red lines). However, steric clashes (orange) with Leu244 and Glu242 were
also inherent to this pose. (B) 6a (green) was predicted to form H-bonds with Leu244 and Lys191
(black dashed lines), in addition to a CH-n interaction between the benzothiophene core and
Val324 (red line). However, steric clashes with Leul67 and Vall75 as well as intramolecular steric

interference also occurred with this pose (indicated in orange).



Figure S3

Figure S3: Molecular docking of compound 9b (dark grey) in the binding pocket of Clk1 (PDB
code 1Z57) using MOE. 9b was predicted to interact through an H-bond with Lys191 (indicated
by black dashed lines), CH-m interactions with Leul67, Vall75, Lys191 and Val324 residues (red
dashed lines), and an edge-to-face CH-m interaction with Phe241. However, the H-bond between
Leu244 and the carbonyl oxygen could not form, suggesting a strong reduction of the overall

binding affinity.



TH-NMR (500 MHz, DMSO) and '3C-NMR (126 MHz, DMSO) spectra of all synthesized
compounds.
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