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Figure S1. Inhibition curves for the novel 1,2,3,4-tetrahydrobenzo[h]naphthyridine-based hybrids used for
ICsp determination against human recombinant AChE and human serum BuChE. Each compound was
assessed in two independent experiments, and data are presented as mean values at each tested
concentration with the corresponding error bars. ICsy values were calculated using data within the 20-80%
inhibition range, corresponding to the most informative and quasi-linear region of the semi-log dose—
response curve, thereby minimizing variability associated with the upper and lower plateaus.
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Figure S2. Top-ranked docking solutions of compounds 15 and 16 bound to AChE. A) The binding mode
of 15 is similar to the binding mode of DP-128; B) While 16 retains a pattern of interactions for the 6-
chlorotacrine unit in the CAS, the benzonaphthyridine unit is rotated by approximately 90 degrees with
respect to DP-128.

Figure S3. Superimposition of the top-ranked docking solutions of compound 34 in AChE (grey) and
BChE (C atoms in teal). The replacement of AChE residues Tyr337 and Tyr124 by GIn119 and Ala328 in
BChE is shown in sticks.
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Figure S4. Cell viability curves for the novel 1,2,3,4-tetrahydrobenzo[h]naphthyridine-based hybrids used
for LDsy determination in SH-SY5Y cells.



