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(57) Abstract: Disclosed in the present invention is a method for preparing 2-iodo aryl ether under the action of alkali metal hydride:
adding alkali metal hydride and phenol to a solvent, then adding 1,2-diiodoarene, and reacting at 0-100°C to obtain a 2-iodo aryl ether
product. The coupling process of the present invention does not require the addition of a transition metal catalyst, and does not cause
metal contamination to the product; the method of the present invention can be performed at room temperature and has high functional
group compatibility, and solves the problem that existing metal-catalysed coupling to aryl ether reactions need to be performed at a
relatively high temperature.
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[0023] HEALEN (60% in oil, 36 mg, 0.9 mmol, 3 eq.) EIFTTHF (1 mL) i,
WIPEEE T IONEY 2a (36 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) VAW
, NSESGZEBEFEL1080, SREMA 1la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) AR, FERB2/NE, BHIKEK, HROERER =
K BIFANE, MR, &1, HErgl, {30758 3aa
, WZE99%, SRERLIEE WL, LR-MS (ESI): m/z 322.1 [M+H] *
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[0025]  HEAHSEEE R &8 8 EREW, HRAZ, B3-SR 3aa

» YREE39%,
[0026] HEAETFE/RES B FREMM, HRAE, TERR YIS T 3aa.
[0027]  HEMNASEFERELH FREN, HRAE, TEBR WA SHE 3aa.
[0028]  H BA=IEBBONVOKIE, HRAZ, B WHACSRE 3aa, YRFES51%.
[0029] # EREMWHEE Hy2eq, HRAE, B[R YHACITEE 3aa, ULZE81%,
[0030] K bk 2l s B2 2/ NI B 4 oy 2R SORE LN, HEARANAR 15 387 A 5 TRk
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3aa, WF9I6%.
[0031]  SEZjK]2:

[0032] HEALAN (60% in oil, 36 mg, 0.9 mmol, 3 eq.) EIEFTTHF (1 mL) i,
WIEEE T IOANEY 2a (28 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) VAW
, NSESGZEBEFEL1080, SREMA 1la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) HHIVEML, BT SOBL LN, BNaKVK, H 282 ZBRAEER
= BIFANE, AR, &1, HEail, SR ios i
3ba, W& 35%.

[0033]  SLafs3:

[0034] S ALEH (60% in oil, 36 mg, 0.9 mmol, 3 eq.) EIETTHF (1 mL) T,
WHEE NI 2b (42 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) HIIEWR
, NsEEEEBFEI0958, REMA la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) HVER, =IREHAT B0, 57NN, KR, H 2R R
W=k, GIFANE, BRI TE, AT, HEIrsid, 5307 sy
3ab, WtZ97%. 'H NMR (400 MHz, CDCl ;) &: 8.22 (d, J = 7.8 Hz, 2H),
7.92 (d, J =7.5Hz, 1H), 7.43 (t, J =7.5Hz, 1), 7.09 (d, J = 7.5
Hz, 1H), 7.03 (t, J = 7.2 Hz, 1H), 6.96 (d, J = 7.8 Hz, 2H). LR-MS

(EST) : m/z 342.1 [M+H] .
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WS (60% in oil, 36 mg, 0.9 mmol, 3 eq.) BIFTTHF (1 mL) w1,
WHEE N IS 2¢ (28 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) THIIEWR
, NsEEEEBFEI0958, REMA la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) HVER, =IREHAT B0, 57NN, KR, H 2R R
W=k, GIFANE, BRI TE, AT, HEIrsid, 5307 sy
3ac, W#98%. 'H NMR (400 MHz, CDCl ;) & 7.87 (dd, J = 7.8, 1.5 Hz,
1), 7.42-7.32 (m, 2H), 7.32-7.26 (m, 1H), 7.18-7.07 (m, 1H),
7.02-6.94 (m, 2H), 6.94-6.83 (m, 2H). LR-MS (ESI): m/z 297.1 [M+H] *.
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e
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WS (60% in oil, 36 mg, 0.9 mmol, 3 eq.) BIFTTHF (1 mL) w1,
WHEE N IS 2d (37 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) AW
, NsEEEEBFEI0958, REMA la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) WA, BT RN, DKER, HEOEEFER
=R BIFANE, HBRBRN T, &1, FENaifl, 15307 Y o5 mE
3ad, Wr#E89%. 'H NMR (400 MHz, CDCl ;) 6:7.84 (dd, J = 7.8, 1.5 Hz,
1), 7.24 (ddd, J =8.8, 5.7, 1.5 Hz, 1H), 7.02-6.92 (m, 2H),
6.92-6.86 (m, 2H), 6.81 (td, J =7.7, 1.4 Hz, 1H), 6.76 (dd, J = 8.2,
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1.3 Hz, 1H), 3.81 (s, 3H). LR-MS (ESD): m/z 327.2 [M+H] -
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[0040] HEAbEH (60% in oil, 36 mg, 0.9 mmol, 3 eq.) EIETTHF (1 mL) T,
WHEE NI 2¢ (38 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) THIIEWR
, NsEEEEBFEI0958, REMA la (148 mg, 0.45 mmol, 1.5 eq.)
FETHE (0.2 mL) WA, BT RN, DKER, HEOEEFER
=R BIFANE, HBRBRN T, &1, FENaifl, 15307 Y o5 mE
3ae, W#E9I1%. 'H NMR (400 MHz, CDCl ;) & 8.31 (d, J = 8.5 Hz, 1H),

-J

.89 (t, J =7.1Hz, 1H), 7.82 (dd, J = 17.9, 8.5 Hz, 2H), 7.64 (t, J
= 7.6 Hz, 1H), 7.52 (t, J = 7.4 Hz, 1H), 7.23 (d, J = 8.1 Hz, 1H),
7.11 (d, J =8.7 Hz, 1H), 6.87 (t, J =7.4 Hz, 1H), 6.71 (d, J = 8.1
Hz, 1H). LR-MS (ESD): m/z 424.7 [M+H] *,
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[0042] BEA4LE (60% in oil, 36 mg, 0.9 mmol, 3 eq.) =FFTHF (I mL) H,
FIRPCEE TR 2 (34mg, 0.3 mmol, 1 eq.) 7ZEDMA (0.3 mL) YA,
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[0043]

[0044]

[0045]

e EE BP0 8, RGN la (148 mg, 0.45 mmol, 1.5 eq.) fETHF
(0.2 mL) HHRIVERL, FBEBAT RN, KK, R GEEFER=IK,
GHAVZE, MBI TS, &1, HEsl, 2307 WA 5RE 3ar, 1k
%85%, 'H NMR (400 MHz, CDCl ,) 8:7.85 (d, J = 7.6 Hz, 1H),
7.19-7.04 (m, 4H), 6.74 (dd, J = 15.2, 7.7 Hz, 1H), 6.30 (d, J = 8.1
Hz, 1H), 2.13 (s, 6H). LR-MS (ESI): m/z 325.1 [M+H] *.

L8

o

WEAEN (60% in oil, 36 mg, 0.9 mmol, 3 eq.) E¥FTTHF (1 mL) H,
WRPEEE T IO 2¢ (38 mg, 0.3 mmol, 1 eq.) FEDMA (0.3 mL) T AIVEW
, NsEEEEBFEI0958, REMA la (148 mg, 0.45 mmol, 1.5 eq.)

FETHF (0.2 mL) HEVER, ZIRFAT R0, 5/, Ik R, H B2
W=k, GIFANE, BRI TE, AT, HEIrsid, 5307 sy
3ag, UWCZEI6%. 'H NMR (400 MHz, CDCl ;) &: 7.88 (dd, J = 7.9, 1.5 Hz,

1H), 7.36-7.30 (m, 1H), 7.26 (dd, J =9.2, 7.1 Hz, IH), 7.08 (ddd, J
= 8.0, 1.9, 0.8 Hz, 1H), 7.01-6.89 (m, 3H), 6.85 (ddd, J = 8.3, 2.4,
0.8 Hz, 1H). LR-MS (ESD): m/z 331.0 [M+H] *.
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[0046] HEALEH (60% in oil, 72 mg, 1.8 mmol, 6 eq.) EIETTHF (1 mL) T,
WHEE NI 2h (86 mg, 0.3 mmol, 1 eq.) FEDMA (0.4 mL) VAW
, INsEfE = BSEHL1093 8, SRS la (297 mg, 0.9 mmol, 3 eq.) fETHF
(0.6 mL) PIRVAER, ZIRHAT NN, KK, 8B OEEER =R,
IR, FRBRW T, AT, RN, [B207 W5 3ah, Uk
#89%. 'H NMR (400 MHz, CDCl ;) & 7.90 (t, J = 7.4 Hz, 4H), 7.66 (d,
J=7.7He 2H), 7.47 (d, J =84 Hz, 2H), 7.41 (dd, J =152 7.6
Hz, 2H), 7.33 (t, J = 7.5 Hz, 2H), 7.13 (d, J = 9.0 Hz, 2H), 7.04 (t,
J=7.6Hs 2H), 6.70 (t, J =69 Hz, 4H). LR-MUS (ESI): m/'z 690.8
[M+H] *.

[0047]  SEjfEf10:

/”””zo;
i
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[0048] HEALEH (60% in oil, 36 mg, 0.9 mmol, 3 eq.) EIETTHF (1 mL) T,
WHEE T IAE 2k (43mg, 0.3 mmol, 1 eq.) £EDMA (0.3 mL) HHIVEVR,
e o FEMFEL080, ARG 1a (148 mg, 0.45 mmol, 1.5 eq.) {ETHF
(0.2 mL) PIER, ZIRHAT NN, KK, BB =R,
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[0049]

10

FIHAIZ, RN T, 2T, BRI, G2 mmilorm 3aj, &
#85%. 'H NMR (400 MHz, CDCl ;) & 8.25-8.16 (m, 1), 7.89 (ddd, J =
9.4, 7.4, 2.6 Hz, 2H), 7.63 (d, J=8.3 Hz, 1H), 7.58-7.45 (m, 2H),
7.41-7.32 (m, 1H), 7.28-7.20 (m, 1H), 6.91-6.76 (m, 3H). LR-MS
(EST): m/z 347.2 [M+H] -

EIR S B AR B I E A A B S 7 M YIRS
DAL, AR R ZM AL 1, 2- 35 e A e a4 s S e
F SR B [ gt a] A3 2025 BE, A M A EokF, #
WRT AT,
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