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1. Lineweaver-Burk and Double Reciprocal Analysis Plots ESI-2
2. NMR spectra for all new compounds and HPLC chromatograms  ESI-3 to ESI-28

3. Molecular Dynamic simulations ESI-29 to ESI-30
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Lineweaver-Burk Plot for K; ctermination (9.2 uM) of APP11 against 3-galactosidase (povine
liver) (pH 7.3). We have performed two replicas of each experiment.

Table 51. I1Csg values (uM) against human GCase for APP
derivatives 4, 6, 8 and 11.
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COSY in CDCls
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COSY in CDClIs
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Compound 4

"H NMR 400
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COSY in CD30OD

N

52 50 48 46 44 42 40 38 36 34 32 30 28 26 24 22 20
f2 (ppm)

HSQC in CD30D

N

1.8

1.6 14

1.2

0.5

r2.0

r2.5

r3.0

3.5

r4.0

r4.5

5.0

1.0 08 06

T T T T T T T T T T T T
52 50 48 46 44 42 40 38 3.6 34 32 30 28 26 24 22
f2 (ppm)

2.0

18

16

14

12

T T
1.0 08

20

r25

30

35

r40

45

50

55

60

65

r70

r7s

80

f1 (ppm)

f1 (ppm)



ESI-9

Compound 5
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COSY in CDCIs
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Compound 6

"H NMR 400 MHz in CD30D
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COSY in CD30OD
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Compound 7
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COSY in CDCls
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Compound 8
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COSY in CDClIs
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"H NMR 400 MHz in CD30D
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COSY in CDs0OD
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Compound 12

"H NMR 400 MHz in CDCl3
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"H NMR 400 MHz in D20
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Compound 14

"H NMR 400 MHz in D20
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COSY in D20

J/ Hkﬁ JM

r3.9

- -
F4.0
- 4.1

F4.2
F4.3

ris
r3.6

44
45
46
4.7
48

F5.0
r5.1
r5.2

F5.3

52 51 S50 49 48 47 46 45 44 43 42 41 40 39 38 37 36 35
f2 (ppm)

HSQC in D20
[

o M L/“L

50

e
55

| —
60
——
65
-
70
e—
| —

F75

-
80
85

55 54 53 52 51 50 49 48 47 4 44 43 42 41 40 39 38 37 36

6 45
2 (ppm)

f1 (ppm)

f1 (ppm)



ESI-27

Compound 4. Analytical HPLC (H,0 + 0.1% TFA / MeCN, 2:98), 60 min, 1 ml/min, tg 7.3 min.
Column: Phenomenex Luna 5 wm C18 (2) 100 A, 250 x 4.60 mm. UV detection at 206 nm.

Compound 6. Analytical HPLC (H,0 + 0.1% TFA / MeCN, 5:95), 42 min, 1 ml/min, tz 8.8 min.
Column: Phenomenex Luna 5 mm C18 (2) 100 A, 250 x 4.60 mm. UV detection at 206 nm.
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Compound 8. Analytical HPLC (H,0 + 0.1% TFA / MeCN, 50:50), 60 min, 1 ml/min, tz 16.4 min.
Column: Phenomenex Luna 5 mm C18 (2) 100 A, 250 x 4.60 mm. UV detection at 206 nm.

Compound 11. Analytical HPLC (H20 + 0.1% TFA / MeCN, 70:30), 60 min, 1 ml/min, tg 9.8 min.
Column: Phenomenex Luna 5 mm C18 (2) 100 A, 250 x 4.60 mm. UV detection at 206 nm.
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Distances between compound 6 in complex with the p-glucosidase (PDB code: 2WCG) and
some residues of the enzyme obtained from the first 10 ns of the MD simulations in explicit

water.
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Ensembles obtained from the unrestrained 100 ns MD simulations performed on 6:p3-
glucosidase complex. The electrostatic potential surface of the protein is also represented.

Red represents a net negative surface potential, and blue denotes a net positive surface
potential. Compound 6 is shown as a stick model colored according to atom type.





