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Figure S1. The Isolation scheme of C. timoriensis and C. grandis.
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Fig. S2. Mass spectra of compounds 1-7.
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Cont. Fig. S2. Mass spectra of compounds 1-7.
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Cont. Fig. S2. Mass spectra of compounds 1-7.




< aNnNeennT oo N o
~ ~— OO O O O OY O O OO O O O WO LN N <+
~— M AN AN AN AN AN AN AN NN AN AN AN AN AN A
, ~ MEENEN PO
A O
AN AN
A
' 29.9 29.7 29.5 29.3 29.1 28.9 i
\
PR ——— " . 4
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
LN (@) ~—i [o'e]
S S © &
<+ o i o [oe)
| | | i =3
— <t o
LN o |
o o o
- ~N
oN
.
— 2.00 2.20
_ 220
4.06 4.04 ! 2.30 2.28 ‘,L
2.00 2.20
4.5 4.0 3.5 3.0 2.5 2.0 1.5

Figure S3. 'H-NMR [CDCls, 500MHz] and *C-NMR of [CDCls, 125 MHz] of

compound 1.
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Figure S4. 'H-NMR [CDCI3, 700MHz] and ¥C-NMR of [CDCI13, 175 MHz] of 2.
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Figure S6. 'H-NMR [CDCI13, 700MHz] and C-NMR of [CDCI13, 175 MHz] of 5.
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Figure S7. 'H-NMR [CDsOD, 700MHz] and *C-NMR of [CDsOD, 175 MHz] of 6.
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Figure S8. 'H-NMR [CDCL3, 500MHz] and 3C-NMR of [CDCL3, 125 MHz] of7.



Interactions
- Hydrogen bond
- Pi-Pi T-shaped

[] pi-Angyt

Figure S9. 2D-Molecular interaction binding models, as well the superimposed co-
crystallized structural pose (blue) with the docked structure (red) of TcAChE-
galantamine derivative (a and b) with RMSD = 0.72 A. And (c and d) for HsBChE-
tacrine (RMSD =1.32 A).
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Figure S10. All docked compounds 1 (green), 2 (brown), 3 (orange), 4 (red), 5 (yellow),
6 (purple), 7 (gold), and the in vitro assay control (galantamine (grey)) were
superimposed into the binding sites of TcAChE (PDB ID: 1W6R) (a) and HsBChE (PDB
ID: 4BDS) (b). The co-crystalized ligands for TcAChE (galantamine derivative) and



HsBChE (tacrine) are in blue colour. Parts of the ribbon structure were removed to

improve visualization.

Table S1. Interaction analysis for galantamine and chosen compounds 2- 6 after
docking into TcAChE and HsBChE binding sites.

Ligand Enzyme Bindingsite Residue  Interaction Distance  Ligand interacting
(A) moiety
Galantamine TcAChE Catalytic SER200 H-bond 2.15 Tetrahydrofuran ring
tried H-bond 2.40 Methoxy
HIS440 H-bond 2.70 Methoxy
H-bond 2.73 Tetrahydrofuran ring
TRP84  Hydrophobic 6.42 Cyclohexene ring
Anionicsite  PHE330 Hydrophobic 5.10 Cycloheptane ring
PHE331 Hydrophobic 5.00 Aromatic ring
GLY118 Hydrophobic 4.03 Aromatic ring
Oxyanion PHE288 Hydrophobic 4.66 c17
hole PHE290 Hydrophobic 4.60 C17
Acyl pocket  GLU199 H-bond 1.72 Hydroxyl at C10
TRP233  Hydrophobic 4.47 C17
Another
region
HsBChE Catalytic SER198 H-bond 2.01 Tetrahydrofuran ring
tried HIS438 H-bond 2.18 Tetrahydrofuran ring
TRP82  Hydrophobic 3.88 Cycloheptane ring
Anionic site Hydrophobic 4.70 Cyclohexene ring
Hydrophobic 5.30 C16
TYR128 H-bond 1.98 Hydroxyl at C10
PHE329 Hydrophobic 4.60 C17
PHE398 Hydrophobic 4.66 C17
Another
region
2 TcAChE  Anionicsite =~ TRP84  Hydrophobic 4.47 Cyclohexadiene ring
PAS TYR121 H-bond 2.05 Hydroxyl at C2
Hydrophobic 5.40 Aromatic ring
Another ASNS85 H-bond 1.73 Hydroxyl at C7
region GLY117 H-bond 2.89 Hydroxyl at C13
GLU199 H-bond 1.85 Hydroxyl at C13
H-bond 1.85 Hydroxyl at C14
HsBChE Catalytic HIS438 H-bond 2.05 Hydroxyl at C14
tried TRP82  Hydrophobic 4.20 Aromatic ring
Anionic site Hydrophobic 4.37 Cyclohexadiene ring
GLY115 H-bond 2.74 Hydroxyl at C5
GLU197 H-bond 2.19 Hydroxyl at C5




Another
region

TcAChE  Anionicsite =~ TRP84  Hydrophobic 3.82 C18
Hydrophobic 4.30 Cyclohexene ring
Hydrophobic 6.24 Cyclohexane ring
PHE330 Hydrophobic 5.46 Cyclohexane ring
PHE331 Hydrophobic 5.33 C24
PAS TYR70  Hydrophobic 4.52 C29
TYR121 Hydrophobic 5.15 Cyclopentane ring
Hydrophobic 5.15 C27
Hydrophobic 5.18 Cyclohexane ring
TRP279  Hydrophobic 4.44 c27
TYR334 Hydrophobic 5.13 C24
Another GLU199 H-bond 2.35 Hydroxyl at C2
region
HsBChE  Anionicsite ~ TRP82  Hydrophobic 4.16 Cycloheptane ring
Hydrophobic 491 C24
Another ASNG68 H-bond 2.31 Hydroxyl at C2
region ALA328 Hydrophobic 3.49 C27
TYR440 Hydrophobic 5.41 C24
TcAChE  Anionicsite ~ TRP84  Hydrophobic 3.81 Cyclohexene ring
Hydrophobic 3.93 C18
Hydrophobic 6.06 Cyclohexane ring
PHE330 Hydrophobic 4.58 C18
Hydrophobic 4.75 C24
PHE331 Hydrophobic 4.96 C24
PAS TYR70  Hydrophobic 4.73 29
TYR121  Hydrophobic 5.18 Cyclopentane ring
TYR334 Hydrophobic 4.50 C24
Hydrophobic 5.44 C29
Another GLU199 H-bond 3.06 Hydroxyl at C2
region
HsBChE  Anionicsite =~ TRP82  Hydrophobic 4.15 Cyclopentane ring
Hydrophobic 5.11 c27
Another ASNG68 H-bond 2.55 Hydroxyl at C2
region ALA328 Hydrophobic 3.40 C24
TRP430 Hydrophobic 5.14 c27
MET  Hydrophobic 5.29 c27
TYR440 Hydrophobic 4.59 c27




TcAChE Catalytic HIS440  Hydrophobic 4.88 Aromatic ring
tried TRP84  Hydrophobic 4.98 Aromatic ring
Anionicsite  PHE330 Hydrophobic 4.66 Aromatic ring
GLY118 H-bond 1.77 Hydroxy at
Oxyanion carboxylate
hole
HsBChE  Anionicsite  TYRI128 H-bond 2.00 Carboxylate
Another GLY115 H-bond 1.77 Carboxylate
region THR122 H-bond 2.18 Carboxylate
TcAChE Catalytic HIS440 H-bond 2.09 Hydroxyl at C1
tried Hydrophobic 4.85 Cyclohexadiene ring
TRP84 H-bond 3.04 Hydroxyl at C1
Anionic site Hydrophobic 5.20 Cyclohexadiene ring
PHE330 Hydrophobic 4.46 Cyclohexadiene ring
GLY118 H-bond 1.79 Carboxylic acid
Oxyanion
hole
HsBChE Another ASNS3 H-bond 1.96 Hydroxyl at C1
region GLY115 H-bond 1.84 Carboxylic acid
THR122 H-bond 2.19 Carboxylic acid




