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Method 1

To a solution of 2-bromopyridine (25 mmol, 2.38 mL) in anhydrous THF (25 mL) at -78
°C, was added dropwise n-BuLi (1M) solution in hexane (30 mmol, 30 mL, 1.2 eq) under
argon. The mixture was stirred during 1 h 30 min at -78 °C and p-anisaldehyde (27.5
mmol, 3.45 mL, 1.1 eq) was then added dropwise and the reaction was stirred at room
temperature during 6 days. After reaction completion, the mixture was poured into the
water and extracted with DCM. The combined organic extracts were dried over
anhydrous MgSO4, filtered and concentrated under vacuum. The oily crude was purified
by FCC on silica gel (CyHex/ EtOAc, 50:50) to afford the (4-methoxyphenyl)(pyridin-2-
yl)methanol 3 as a white solid in 22% yield (1163 mg). A by-product 4 was also isolated
as a white solid in 2% yield (96 mg).

Method 2

To a solution of 2-bromopyridine (10 mmol, 0.97 mL) in anhydrous THF (10 mL), was
added 2M iPrMgCl solution in THF (1 eq, 10 mmol, 5 mL) under argon. The reaction was
stirred at room temperature during 2 h and p-anisaldehyde (1.2 eq, 12 mmol, 1.48 mL)
was added then dropwise and the reaction was stirred at room temperature during 2 h.
After reaction completion, the mixture was poured into the water and extracted with DCM.
The combined organic extracts were dried over anhydrous MgSOas, filtered and
concentrated under vacuum. The oily crude was purified by FCC on silica gel
(CyHex/EtOAc, 50:50) to afford the desired compound 3 as a white solid in 63% vyield
(2.33 9).

TLC: Cyhex/EtOAc: 50:50, Rf = 0.3

'H NMR (400 MHz, DMSO-ds) & (ppm) : 8.43 (ddd, Ji2-11 = 4.7 Hz, J12-10= 1.9 Hz, J129=
0.9 Hz, 1H, H12), 7.76 (td, J10-11, 109= 7.7 Hz, J10-12= 1.8 Hz, 1H, H10), 7.53 (d, Jo-10= 7.9
Hz, 1H, H9), 7.29 — 7.26 (m, 2H, H3, H7), 7.22 - 7.19 (m, 1H, H11), 6.86-6.82 (m, 2H, H4,
H6), 5.95 (d, J113=4.2 Hz, 1H, H1), 5.65 (d, J13.1= 4.2 Hz, 1H, OH), 3.69 (s, 3H, CH?3).
13C NMR (100 MHz, DMSO-d6) & (ppm) : 164.7 (C5), 158.69 (C8), 148.7 (C12), 137.2
(C10), 136.9 (C2), 128.0 (C3, C7), 122.4 (C9), 120.3 (C11), 113.8 (C4, C6), 75.6 (C13),
55.7 (C1).
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LRMS: (ES+, CV=30) m/z: 215.23 [M] *; 214.15 [M-H]*; 198.16 [M-OH]".
IR v (cm™) : 3170 (von); 3078, 3015 (Vcspz2-H); 2962 (Vcsps-H); 2840 (Vo-chz); 1593, 1591,
1514 and 1465 (VC=C); 1256 (VC-O); 817 (6Csp2-H p-substitution).

1,2-bis(4-methoxyphenyl)-1-(pyridin-2-yl)ethane-1,2-diol 4

C,yHy NOy
351.40 g/mol

TLC: Cyhex/EtOAc: 50:50, Rf = 0.5

'H NMR (400 MHz, DMSO-dsé) & (ppm) : 8.57 (ddd, Ji2-11 = 4.7 Hz, Ji2-10= 1.9 Hz, J129=
0.9 Hz, 1H, H12), 7.76 — 7.69 (m, 2H, 2H, H9, H10), 7.36 - 7.34 (m, 2H, H14, H18), 7.25
—7.23 (m, 1H, H11), 7.09 (d, Ja, 7.6 = 8.6 Hz, 2H, H3, H7), 6.68-6.62 (M, 4H, H4, H6,
H15, H17), 5.72 (s, 1H, H23, OH), 5.69 (d, Ji3.22 = 5.3 Hz, 1H, H13), 5.41 (d, J22.13 = 5.3
Hz,1H, OH) 3.64 (s, 3H, CHa), 3.62 (s, 3H, CH3).

13C NMR (100 MHz, DMSO-ds) & (ppm) : 165.8 (C8), 158.2 (C5), 157.9 (C17), 147.7
(C12), 137.01 (C10), 136.7 (C14), 134.3 (C2), 130.15 (C15, C19), 127.76 (C3, C7),
122.03 (C9), 121.77 (C11), 113.04 (C4, C6), 112.54 (C16, C18), 80.64 (C1), 77.3 (C13),
55.27 (C21), 55.25 (C20).

LRMS: (ES+, CV=30). m/z : 352 [M+H]*, 374 [M+23+H]*; 334 [M-OH][".

IR v (cm™) : 3375 (von), 3113, 3005 (Vcspz-H); 2972, 2932 (Vcsps-H); 2840 (vowme); 1610,
1511 and 1461 (vc=c); 1173 (vc-0); 840 (Ocsp2-H p-substitution).

HRMS: calcd. for C21H21NO4H [M+H]* (352.1543); found (353.1385).



