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NMR spectrometry
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Figure S1. 'H NMR (CDCls, 600 MHz) spectrum of compound 1. An impurity peak at 3.96 ppm
arising from the methylating reagent, dimethyl sulfate.
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Figure S2. C NMR (CDCls, 150 MHz) spectrum of compound 1. An impurity peak at 58.65

ppm arising from the methylating reagent, dimethyl sulfate.
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Figure S3. 'H NMR (CDCls, 600 MHz) spectrum of compound 2.
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Figure S4. 3C NMR (CDCls, 150 MHz) spectrum of compound 2.



JE9r2

HH

120 =

16000

15000

14000

13000

12000

11000

10000

-2000

1000

O

F-1000

Figure S5. 'H NMR (CDCls, 600 MHz) spectrum of compound 3.
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Figure S6. 3C NMR (CDCls, 150 MHz) spectrum of compound 3.
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Figure S7. HH-COSY spectrum of compound 3.
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Figure S8. HSQC spectrum of compound 3.
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Figure S9. HMBC spectrum of compound 3.
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Figure S10. *H NMR (CDCls, 600 MHz) spectrum of compound 4.



JE10r

174.67

V1l

—103.56

h
I
i

19000

18000

17000

16000

15000

14000

13000

12000

11000

10000

5000

4000

3000

2000

-0

F-1000

T T T T T T
210 200 190 180 170 160 150 140 130

T
120

T
110

T
100
I'1 (ppm)

Figure S11. 3C NMR (CDCls, 150 MHz) spectrum of compound 4.
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Figure S12. HH-COSY spectrum of compound 4.
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Figure S13. HSQC spectrum of compound 4.
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Table S1. Assignment of *H and 3C NMR chemical shifts of 4.
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'H Chemical Shift 13C Chemical Shift Assignment

- 174.67 1"

- 159.70 8

- 158.85 6

- 155.18 1

; 153.19 (2C) 3/5"

- 137.76 4’

- 133.36 '
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- 99.81 5
6.21 93.32 9
6.11 92.01 7
5.04 77.37 2
5.46 68.40 3
3.84 60.85 4'-OMe
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3.79 55.48 8-OMe
3.78 55.38 6-OMe
1.80 32.03 3"
2.96 25.72 4
0.75 18.81 4"/5"
0.69 16.99 4"/5"




IR spectrometry
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Figure S15. FTIR spectrum of compound 4.



UV spectrometry
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Figure S16. UV spectrum of compound 4.
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Mass spectrometry

x107

+Scan (7.808-7.825 min, 2 Scans) JESr2.d

235.2295 2952779

359.1373

* 4762214

*520.2072

*598.2626

5682311 L‘_ ||, 6392681 6773780 7153335 763.3640

200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500 520 540 560 580 600 620 640 660 680 700 720 740 780 780

Counts vs. Mass-to-Charge (m/z)

Figure S17. Mass spectrum of compound 3. The spectrum was recorded in positive ionization

mode (ESI).
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Figure S18. Mass spectrum of compound 4. The spectrum was recorded in positive ionization

mode (ESI).
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Figure S19. UPLC-UV chromatogram of compound 4 (purity > 95%) at 254 nm.

Table S2. Physicochemical properties of EGCG and derivatives 1 and 4 calculated by SwissADME

[1]
Compound MW iLogP HBA HBD TPSA? nRtB Lipinski’s
rule
violations
EGCG 458.37 1.53 11 8 197.37 4 2
1 570.58 4,95 11 0 109.37 12 2
4 475.53 4,19 9 1 107.70 10 0

MW: Molecular weight. iLogP: n-Octanol/Water Partition Coefficient. nRtB: Number of rotatable bond. HBA: Number of

hydrogen-bond acceptor. HBD: Number of hydrogen-bond donor. TPSA: Topological surface area [2]
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Figure S20. BOILED-Egg graph resuming the predicted properties for EGCG and derivatives 1
and 4.

The overall predicted pharmacokinetic properties were resumed in the BOILED-Egg graph [3] as
reported in Figure S20. The white area indicated the molecules with high probability to be absorbed
by the GI tract, while the yellow area indicated the molecules with high probability to passively
permeate through the blood-brain barrier. The blue dot represents the molecule which is predicted
to be effluxed from CNS by P-glycoprotein. The red dot represents the molecule which is predicted
not to be effluxed from CNS by P-glycoprotein.
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