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Preliminary experiments for bromination

2-Methoxy-4-propylphenol (10a) has been subjected to preliminary reactions as reported:

1) compound 10a (21 mg; 126 umol) was solubilized in CHsCN (700 uL) and treated with I (7 mg;
20%) and N-bromosuccinimide (NBS; 31.5 mg; 175 umol) at rt;

2) compound 10a (21 mg; 126 umol) was solubilized in CHCls (700 uL) and treated with > (7 mg;
20%) and NBS (31.5 mg; 175 pmol) at rt;

3) compound 10a (21 mg; 126 pumol) was solubilized in CHsCN (700 pL) and treated with AlCls (7
mg; 40%) NBS (31 mg; 170 umol) at rt;

4) compound 10a (21 mg; 126 umol) was solubilized in CHCls (700 uL) and treated with AICls (7
mg; 40%) and NBS (31.5 mg; 175 umol) at rt;

5) the phenol 10a (21 mg; 126 pmol) solubilized in CHsCN (700 puL) was mixed with AICIs (7 mg;
40%) and Br2 (10 uL; 210 pmol) at rt;

6) the phenol 10a (21 mg; 126 pmol) was solubilized in CHCls (700 puL) and treated with Br2 (10 uL;
210 umol) at rt;

7) the phenol 10a (21 mg; 126 pmol) was solubilized in CHCIs (700 uL) and treated with Br2 (10 uL;
210 pmol) at 0 °C;

8) the phenol 10a (21 mg; 126 pmol) was solubilized in acetone (500 pL) and treated with NaBr (26.1
mg; 252 umol) and a solution of oxone (100.2 mg) in water (500 uL) at -10 °C.

The mixtures were stirred at room temperature and monitored by TLC (85:15 n-hexane/acetone) for
6 h. Then each mixture was diluted with CH2CL (1 mL) and partitioned with a saturated Na:5:0s
solution. The organic layer of experiment 7 was purified on silica gel column chromatography
(cyclohexane:EtOAc 98:2 — cyclohexane:EtOAc 96:4) to give 11a. The pure product was used to create
a calibration curve via HPLC-UYV, to determine the yield of other reactions (see Table 1).

Preliminary experiments for Suzuki-Miyaura cross-coupling

Preliminary experiments for S-M reaction were performed employing compound 11a as starting
material (8.3 mg, 50 umol) in presence of 4-hydroxyphenylboronic acid (10.3 mg, 75 umol), dppf (8.3
mg, 15 umol), Pd(OAc): (1.1 mg, 5 umol) as catalyst and K2COs (34.6 mg, 250 umol). The solvent and
temperature were varied as reported:

1) the reaction was carried out in THF (500 uL) at 25 °C;

2) the reaction was carried out in THF (500 pL) at 70 °C;

3) the mixture was stirred in THF:H20O 10:1 (500 pL and 50 pL) at 70 °C;

4) the mixture was stirred in THF:H20 10:1 (910 uL and 90 uL) at 70 °C;

5) the reaction was carried out in 1,4-dioxane (500 uL) at 70 °C;

6) the reaction was carried out in 1,4-dioxane (500 uL) at 180 °C.

The course of the reactions was followed by TLC for 24h, then they were partitioned between
H20:EtOAc (3 x 1 mL). The organic layer obtained from experiment 4) was purified on silica gel column
chromatography (petroleum ether — petroleum ether:acetone 92:8) to furnish the product 12a. The pure
bisphenol was used to create a calibration curve via HPLC-UV, to determine the yield of other reactions
(see Table 2).
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Figure S1. HRESIMS (+) spectrum of 6.
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Figure S2. '"H NMR spectrum (500 MHz, CDCls) of 6.
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Figure S3. °C NMR spectrum (125 MHz, CDCls) of 6.
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Figure S5. '"H NMR spectrum (500 MHz, CDCls) of 12a.

Lyl —

06—
0'6e —
179G ——
6°9L
V21 WNH
Vi
L~
0'Gh~_
VoL ——
Loet /\ (4 2 N
Vel ~
9velL
Levl —
LSy ——
VSl ————

170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
1 (ppm)

180

Figure S6. °C NMR spectrum (125 MHz, CDCls) of 12a.
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Figure S9. HRESIMS (-) spectrum of 12b.
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FigureS12. gCOSY spectrum of 12b.
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Figure S15. '"H NMR spectrum (500 MHz, (CDs)2CO) of 12c.
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Figure S16. *C NMR spectrum (125 MHz, (CDs)2CO) of 12c.
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Figure S21. '"H NMR spectrum (500 MHz, CDCls) of 13a.

6'9L
¢LL A

445N
N;iv.

»JAL.AH

6'7C ——

8'6C ——=

0'GE——

96—

069 ~—
VoL

QNN\

6°CLL
m.v:,/

8'GLL ~
8 L1
m.t_,W

§goel

g'eel
9veElL

22/\
m_m_&% 3
reg)

i

LSyl ——
Gyl ——

GG ——

160 150 140 130 120 110 80 70 60 50 40 30 20 10
f1 (ppm)

170

Figure S22. 3C NMR spectrum (125 MHz, CDCls) of 13a.

12



5 @
L)

4
2 (ppm)

Figure 523. gCOSY spectrum of 13a.

]

[l |

[

|

of

f1 (ppm)

20
30
40
50
60
F70
80
90

f1 (ppm)

100
110
120
130
140
150
160

75 70 65 6.0 55 50

Figure S24 gHMBC spectrum of 13a.

4.5

4.0
f2 (ppm)

1.0 05

13



(=3
]
o
&
]
&
o
=R
=R=) 160
= 860 A Fore
00’} /S
o
©
Feez
8
~
(=]
@
Fsee
=
(=]
2
o
8
N
E
o
2
2
<
5 -

400

350

FosT
Fest

331.1683

300

Foct

250

=it
6T

150

0T
00T

100

A T T T T T G
S w g w 9o w o W o W o W o W 9 W o Ww o Ww o
8 @ & @ @ ~ ~ ©® ® w » ¥ F o & o &6 = -

- SIUBPUNAY BANE|SY

R39diallilato39 #1-10 RT:0.00-0.15 AV: 10 NL: 1.70E6
T: FTMS + ¢ ESI Full ms [S0.0000-1000.0000]

Figure 525 HRESIMS (+) spectrum of 13b.

14

70 65 60 55 50 45 40 35 30 25 20 15 10 05
f1 (ppm)

75

8.0

Figure $26. '"H NMR spectrum (500 MHz, CDCls) of 13b.



oNTaNON® now®
38885888 RRR
)2 e Bgsl S~
1%
o © © ; -
23 g §
|
I i !
N |
538
v |
“ ‘
| . |
80 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
1 (ppm)
Figure 527. °C NMR spectrum (125MHz, CDCls) of 13b.
JU] il .
Lo.5
8 1.0
0 1.5
L2.0
L2.5
— @ [']
3.0
4 § r3.5
Lao §
e
_ @ 0o o 4.5 =
5.0
] 5.5
6.0
6.5
00 o F7.0
o 75
8.0
T T T T T T
8 7 6 5 4 1

Figure 528. gCOSY spectrum of 13b.

15



‘l ‘ '
o

1l

85 80 75 70 65 6.0 55 50 40 35 30 25 20 15 10 05

4.5
f2 (ppm)

Figure 529. gHSQC spectrum of 13b.

M_MLLJL

®
Selon

M
o
@
oo
E-3

®
®
a

r100
110
120
130

140

1 (ppm)

< o

T T T T T T T T T T T T T
80 75 70 65 60 55 50 45 40 35 30 25 20
f2 (ppm)

Figure S30. gHMBC spectrum of 13b.

1.5

1.0

0.5

10
20
30
-40
50
60
70
80
90
100
F110
120
130
140
150
160
170

f1 (ppm)

16



v0'Z |
50T
50T
50T
90'C

e
602\ T peee
08'Z
182

8G°¢
65°€
09'¢
eL'e
Gl / _
SL'€
9.'¢

Bst

LLe

6'T
6T

10T
0T

AR11#5-25 RT:0.00-0.18 AV: 10 NL: 1.21E6
T: FTMS - ¢ ESI Full ms [50.0000-1000.0000]

‘ i i FETVIIYE (RRTTRON Ao q
J
350 400 450 500 550 600 650 700 750 800 850 900 950 1000
miz
o mmm
© 1010019
A
|
JLa
ELEL
=t

309.1501
300

ml

969

il

ol al ‘\ J;HL i
150 200 250

n

2 w o w o w o w o w o w 9 w o w o
S @& & @ @ ~ R~ ©® ® w » ¥ F I & o &6 = -
- sauBpUNqY BARE|BY

Figure S31. HRESIMS (-) spectrum of 13c.

17

3.2 2.8 2.4 2.0

3.6

8.0 7.6 7.2 6.8 6.4 6.0

8.4

Figure S32. '"H NMR spectrum (500 MHz, (CDs)2CO) of 13c.



N 9o
©w ‘ 2233 o
@ E C ! \uH v T
‘ ‘ | |
N L Al L]
9 80 70 60 50 40 30 20

T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100
f1 (ppm)

Figure S33. *C NMR spectrum (125 MHz, (CDs)2CO) of 13c.

18



Figure S34. gCOSY spectrum of 13c.
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Figure S50. *C NMR spectrum (125 MHz, (CDs)2CO) of 14c.
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Figure S52. gHSQC spectrum of 14c.
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Figure S53. gHMBC spectrum of 14c.
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Figure S54. HRESIMS (-) spectrum of 15a.
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Figure S55. '"H NMR spectrum (500 MHz, CDCls) of 15a.
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Figure S§56. °C NMR spectrum (125 MHz, CDCls) of 15a.
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Figure S57. gCOSY spectrum of 15a.

)\ HlJl‘l'l'
o

4.0
2 (ppm)

Figure S58. gHMBC spectrum of 15a.

F20
F30
F40
+50
- 60
-70
80
90
100
110
=120
k130
140
150

160

=170

1 (ppm)

31



