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The synthesis of 1H-indol-6-yl acetate (2).

In a round bottom flask, 1H-indol-6-ol (1.0 g, 7.52 mmol)
was disssolved in dichloromethane (DCM, 20 mL), and
acetic anhydride (782 pL, 8.27 mmol) and triethylamine
(2.09 mL, 15.04 mmol) were added. The mixture was stirred
at room temperature for 3 hours. Upon completion of the
reaction, water (100 mL) and DCM (50 mL) were added
for extraction. The organic phase was separated, and the
aqueous layer was extracted with DCM (3 x 30 mL). The
combined organic extracts were dried over anhydrous sodium
sulfate (Na2SOs), and the solvent was removed under reduced
pressure using a rotary evaporator. The crude product was
purified by column chromatography using a gradient of
hexane and ethyl acetate (from 3:1 to 1:1) to afford compound
2 as an off-white solid (1.25 g, 7.14 mmol, 95% yield).
The solid were dried in high vacuum for at least 8h for the
next reaction.

The synthesis of 3-(1-naphthoyl)-1H-indol-6-yl ace-
tate (3).

A solution of compound 2 (600 mg, 3.42 mmol) in
anhydrous toluene (10 mL) was cooled to 0 °C under a
nitrogen atmosphere and treated with 1-naphthoyl chloride
(535 pL, 2.85 mmol). The mixture was stirred at 0 °C for
30 minutes, followed by the dropwise addition of ethyl-
aluminum dichloride (0.9 M in heptane, 4.8 mL, 19.1 mmol,
5.58 equiv.) while maintaining the same temperature. The
reaction was then allowed to warm to room temperature
and stirred overnight. Upon completion, water (100 mL)
and ethyl acetate (50 mL) were added. The organic phase
was separated, and the aqueous layer was extracted with
ethyl acetate (3 x 30 mL). The combined organic extracts
were washed with brine (100 mL), dried over anhydrous
sodium sulfate (Na2SO4), and concentrated under reduced
pressure using a rotary evaporator. The resulting crude

product was dissolved in 20 mL of ethyl acetate, and the
precipitated solid was collected by filtration and washed
with ethyl acetate (3 x 5 mL) to yield compound 3 as an
off-white solid (595 mg, 1.81 mmol, 53% yield). The solid
was dried with high vacuum for 8h.

The synthesis of 3-(1-naphthoyl)-1-(5-fluoropentyl)-1H-
indol-6-yl acetate (4).

Compound 3 (500 mg, 1.52 mmol) was dissolved in
anhydrous dimethylformamide (DMF, 10 mL) and cooled
to 0 °C under a nitrogen atmosphere. Sodium hydride (73
mg, 1.82 mmol) was added, and the reaction mixture was
stirred at 0 °C for 20 minutes. Subsequently, 1-bromo-5-
fluoropentane (282 pL, 2.28 mmol) was added dropwise
while maintaining the temperature. The reaction was then
allowed to reach room temperature and stirred for an addi-
tional 2 hours. Upon completion, water (100 mL) and ethyl
acetate (50 mL) were added for extraction. The organic
phase was separated, and the aqueous layer was extracted
with ethyl acetate (3 < 30 mL). The combined organic extracts
were washed with brine (100 mL), dried over anhydrous
sodium sulfate (Na2SOs4), and concentrated under reduced
pressure using a rotary evaporator. The crude product was
purified by column chromatography using a gradient elu-
tion of hexane and ethyl acetate (from 5:1 to 3:1), yielding
compound 4 as a white solid (285.2 mg, 0.68 mmol, 45%
yield). The solid was dried with vacuum pump for 8h.

The synthesis of (1-(5-fluoropentyl)-6-hydroxy-1H-indol-
3-yl)(naphthalen-1-yl)methanone (5).

Compound 4 (285.2 mg, 0.68 mmol) was dissolved in
methanol (3 mL) and treated with 1 N sodium hydroxide
solution (3 mL). The reaction mixture was stirred at room
temperature for 1 hour. Upon completion, the solvent was
removed under reduced pressure, and the resulting resi-
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due was acidified to pH 4 using 1 N hydrochloric acid.
Water (50 mL) and ethyl acetate (50 mL) were then added
for extraction. The organic phase was separated, and the
aqueous layer was extracted with ethyl acetate (3 x 30 mL).
The combined organic layers were dried over anhydrous
sodium sulfate (Na.SO.) and concentrated using a rotary
evaporator. The crude product was purified by column
chromatography using a hexane:ethyl acetate gradient
(from 3:1 to 1:1), affording compound 5 as a yellow solid
(234.6 mg, 0.63 mmol, 92% yield). The product was dried
under high vacuum overnight.
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The synthesis of (1-(5-fluoropentyl)-6-methoxy-1H-indol-
3-yl)(naphthalen-1-yl)methanone (7).

Compound 6 (30 mg, 0.3 mmol) was dissolved in DMF
(3 mL), and 60% sodium hydride (4.8 mg) was added under
stirring. Subsequently, 1-bromo-5-fluoropentane (18.5 pL)
was introduced to the reaction mixture. Upon completion,
the mixture was subjected to extraction with ethyl acetate
and water. The organic phase was separated, dried over
anhydrous sodium sulfate (NaSQO.), and concentrated under
reduced pressure. The crude product was purified by col-
umn chromatography to yield compound 7 (15.6 mg, 40%
yield).
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Figure S1. "H-NMR of 1H-indol-6-yl acetate (2).
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"H-NMR of 3-(1-naphthoyl)-1H-indol-6-yl acetate (3).
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Figure S4. C-NMR of 3-(1-naphthoyl)-1H-indol-6-yl acetate (3).
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Figure S5. "H-NMR of 3-(1-naphthoyl)-1-(5-fluoropentyl)-1H-indol-6-yl acetate (4).
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Figure 86. 3C-NMR of 3-(1-naphthoyl)-1-(5-fluoropentyl)-1 H-indol-6-yl acetate (4).
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Figure S7. "H-NMR of (1-(5-fluoropentyl)-6-hydroxy- 1 H-indol-3-yl)(naphthalen- 1-yl)methanone (5).
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Fiure S8. >*C-NMR of (1-(5-fluoropentyl)-6-hydroxy-1H-indol-3-yl)(naphthalen- 1-yl)methanone (5).
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Figure 89. "H NMR of (1-(5-fluoropentyl)-6-methoxy-1H-indol-3-yl)(naphthalen-1-yl)methanone (8).

Journal of the Korean Chemical Society



Synthesis of a 6-Hydroxyindole Metabolite of AM2201

6=OMe=Indol=Acyl=Akyl STD4 1 0.018

-0.017

|-0.016

7743 CHLOROFORM=0
_27 12 CHLOROFORM-0|
76.80 CHLOROFORM-0

192.06

167.52
30,
38,

-0.015

55.91
47.02

[NXPCNNPI

— 11184

94.10
_84.50
8286
2285

-0.014

-0.013

-0.012

0.011

-0.010

}-0.009

{-0.008

{-0.007

[-0.006

{-0.005

}-0.004

{-0.003

f-0.002

{-0.001

{-0.000

{-—0.001

—-0.002

190 180 170 160 150 140 130 120 110 100 S0 80 70 60 50 4o 30 20 ) o
f1 (ppm)

Figure S10. *C NMR of (1-(5-fluoropentyl)-6-methoxy-1 H-indol-3-yl)(naphthalen-1-yl)methanone (8).
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