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Docking and Molecular dynamics simulation studies

Figure S1: Superposition of Ache from Torpedo calirnica in ligand -bound (pdb ID 1ut6, gold) and
apo-(pdb ID 1qt1, brown) form with Ache from Electrophorous Electricus (pdb ID 1c2b, silver). The

ligand N-9-(1',2',3' Tetrahydroacridinyl)-1,8- diaminooctane of the 1ut6 structure is shown in black.
Important active site residues are labelled.
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Figure S2: Binding poses for the different ligand models. For each model, one

docking pose with the tacrine moiety at the CAS (Pose 1) and one with
the iminosugar at the CAS (Pose 2) are shown. The estimated binding affinities of the

respective two poses differ by only 0.4 - 1.0 kcal/mol.
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Figure S3: Median structures as most representative snapshots of the protein-ligand complexes.

Residues Trp86 and Trp286 (el. ectricus numbering) of the CAS and PAS, respectively, are highlighted

in magenta. Oxygen atoms of water molecules around the ligands are shown as red spheres.

The snapshots from the MD simulations (see Figure S3) show the ligands accommodated in the protein
such that with one end (sugar or tacrine) is bound at the CAS, i.e. close to Trp 86, and the other (tacrine

or sugar) in the PAS, close to Trp 286. The two poses can clearly be distinguished from which part is



bound to which site, that is Pose 1 has the tacrine moiety at the CAS and in Pose 2 it is the iminosugar
that is placed at the CAS.



'H-NMR of compound 17 (CDCls, 400.13 MHz)
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13C-NMR of compound 17 (CDClz, 100.61 MHz)
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'H-NMR of compound 18 (CDCls, 400.13 MHz)
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13C-NMR of compound 18 (CDClz, 100.61 MHz)
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'H-NMR of compound 19 (CDCls, 400.13 MHz)
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13C-NMR of compound 19 (CDClIz, 100.61 MHz)
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'H-NMR of compound 21 (CDCls, 400.13 MHz)
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13C-NMR of compound 21 (CDCls, 100.61 MHz)
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'H-NMR of compound 22 (CDCls, 400.13 MHz)
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13C-NMR of compound 22 (CDClz, 100.61 MHz)
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'H-NMR of compound 24a (CDCls, 400.13 MHz)
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13C-NMR of compound 24a (CDCls, 100.61 MHz)
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!H-NMR of compound 24b (CDCl3, 400.13 MHz)
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13C-NMR of compound 24b (CDCls, 100.61 MHz)
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'H-NMR of compound 24c (CDCls, 400.13 MHz)
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13C-NMR of compound 24c (CDCls, 100.61 MHz)

~=OMe
)
NH

99766~ _
ZT 00T~

PEORTT—
F8° 22T
6L e7T N

L8 ve1"
G 0ET—

TTPPT—

P8 EGT
FLBST—

UL

I

L

180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0 ppm

190

21



!H-NMR of compound 24d (CDCls, 400.13 MHz)
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13C-NMR of compound 24d (CDCls, 100.61 MHz)
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'H-NMR of compound 25 (CDCls, 400.13 MHz)
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13C-NMR of compound 25 (CDClz, 100.61 MHz)
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!H-NMR of compound 12a (CD30D, 400.13 MHz)
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13C-NMR of compound 12a (CD30D, 100.61 MHz)
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!H-NMR of compound 12b (D20, 400.13 MHz)
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13C-NMR of compound 12b (D20, 100.61 MHz)
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!H-NMR of compound 12¢ (CDsOD, 400.13 MHz)
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13C-NMR of compound 12¢ (CD3OD, 100.61 MHz)
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!H-NMR of compound 12d (CDsOD, 400.13 MHz)
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13C-NMR of compound 12d (CDsOD, 100.61 MHz)
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'H-NMR of compound 6HCI (D20, 400.13 MHz)
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13C-NMR of compound 6HCI (D20, 100.61 MHz)
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'H-NMR of compound 27a (CDCls, 400.13 MHz)
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13C-NMR of compound 27a (CDCls, 100.61 MHz)
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'H-NMR of compound 27b (CDCls, 400.13 MHz)

OBn

Bno~1:i\:T,osn
o
OBn N

\\
| °N
/
N
s

NH

@O NOVOOFH AL NGO~ OW T
NEOOEOOMEOmMOon oSS

FHACOONO N T F I NAVIMNACTMOCMOO OO YN OO0 SN0
NNNANANNNNNNN A0 0DV NN LIIIINONNANNRGGOMO A @ NN N0 @D~
i el e e e e e e e e e e e e e Sl i il Sl S S

T T T
9 8 7 6

___kuj [ MMULJU_ )

T T T T T T
5 4 3 2 1

0 ppm
Q| I DN I b= S A R N b
|65 S R S I RN SR
o~ O 0O+ (C|r|r|r|Olr~= T N™O N &N
-

38



13C-NMR of compound 27b (CDCls, 100.61 MHz)
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'H-NMR of compound 27¢ (CDCls, 400.13 MHz)
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13C-NMR of compound 27¢ (CDCls, 100.61 MHz)
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'H-NMR of compound 13a (D20, 400.13 MHz)
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13C-NMR of compound 13a (D20, 100.61 MHz)
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'H-NMR of compound 13b (D20, 400.13 MHz)
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13C-NMR of compound 13b (D20, 100.61 MHz)
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'H-NMR of compound 13c (D20, 400.13 MHz)
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13C-NMR of compound 13c (D20, 100.61 MHz)
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