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1. Table S1. Optimization studies®

Entry Amout of Amout of Temp.
Additive Solvent Yield” (%)
1la (x mmol)  2a (y mmol) (°C)
1 04 0.2 TFA EtOH 110 27
2 04 0.2 MSA EtOH 110 31
3 0.4 0.2 Hexanoic acid EtOH 110 0
4 04 0.2 Acetic anhydride EtOH 110 0
5 04 0.2 HOAc EtOH 110 0
6 04 0.2 MSA HFIP 110 5
7 04 0.2 MSA DME 110 11
8 04 0.2 MSA n-Octanol 110 0
9 04 0.2 MSA IPE 110 26
10 04 0.2 MSA dioxane 110 18
11 04 0.2 MSA THF 110 29
12 04 0.2 MSA MOE 110 2
13 04 0.2 MSA DMSO 110 0
14 04 0.2 / DMSO 110 0
15 04 0.2 MSA/KBr EtOH 110 58
16 04 0.2 MSA/KBr EtOH 110 37
17 04 0.2 MSA/KI EtOH 110 89
18 04 0.2 MSA/Nal EtOH 110 90
19 04 0.2 MSA/K:S:0s EtOH 110 16
20 04 0.2 MSA/Nal EtOH 70 43
21 04 0.2 MSA/Nal EtOH 80 65
22 04 0.2 MSA/Nal EtOH 90 84
23 04 0.2 MSA/Nal EtOH 120 90

aReaction conditions: 1a (x mmol), 2a (y mmol), additive (1 .5 equiv), solvent (2 mL), 110 °C, under air 12 h. PIsolated yield.
2.Gram-scale Preparation of 3aa

A mixture of benzo[c]isoxazole (1a) (12 mmol, 2.0 equiv),
(E)-3-(dimethylamino)- 1-phenylprop-2-en-1-one (2a) (1050.6 mg, 6.0 mmol, 1.0 equiv) and Nal
(1350 mg, 1.5 equiv) were added in a 100 mL round bottom flask equipped with a stirring bar. Dry
EtOH (20 mL) and methanesulfonic acid (MSA) (9 mmol, 1.5 equiv) were added and the mixture
was stirred at 110 °C in a preheated oil bath for 12 h under air atmosphere. Then the mixture was
cooled to room temperature and concentrated in vacuo and the resulting residue was purified by
flash column chromatography on silica gel with EtOAc/petroleum ether, affording product 3aa as
a yellow solid in 85% yield (1.192 g, 5.1 mmol).
3.Competition Experiments

A mixture of (E)-3-(dimethylamino)-1-(p-tolyl)prop-2-en-1-one (2b) (37.8 mg, 0.2 mmol, 1.0
equiv), (E)-3-(dimethylamino)-1-(4-fluorophenyl)prop-2-en-1-one (2g) (38.6 mg, 0.2 mmol, 1.0
equiv), benzo[c]isoxazole (1a) (23.8 mg, 0.2 mmol, 1.0 equiv) and Nal (45 mg, 0.3 mmol,1.5
equiv) were added in a Schlenk sealed tube equipped with a stirring bar. Dry EtOH (2.0 mL) and
MSA (0.3mmol, 1.5 equiv) were added and the mixture was stirred at 110 °C in a pre-heated oil
bath for 12 h under air atmosphere. Then, the mixture was cooled to room temperature and
concentrated in vacuo and the resulting residue was purified by flash column chromatography on
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silica gel with EtOAc/petroleum ether to give a mixture of products 3ab and 3ag at a ratio of
1:0.64.

A mixture of (E)-3-(dimethylamino)-1-(p-tolyl)prop-2-en-1-one (2b) (37.8 mg, 0.2 mmol,
1.0 equiv), (E)-3-(dimethylamino)-1- (4-(trifluoromethyl)phenyl)prop-2-en-1-one (2m) (48.6 mg,
0.2 mmol, 1.0 equiv), benzo[c]isoxazole (1a) (23.8 mg, 0.2 mmol, 1.0 equiv) and Nal (45 mg, 0.3
mmol,1.5 equiv) were added in a Schlenk sealed tube equipped with a stirring bar. Dry EtOH (2.0
mL) and MSA (0.3mmol, 1.5 equiv) were added and the mixture was stirred at 110 °C in a
pre-heated oil bath for 12 h under air atmosphere. Then the mixture was cooled to room
temperature and concentrated in vacuo and the resulting residue was purified by flash column
chromatography on silica gel with EtOAc/petroleum ether to give a mixture of products 3ab and
3am at a ratio of 1:0.62.
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4.NMR Spectra
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'H NMR of the mixture of 3ab and 3ag for the competition experiment
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'"H NMR and '*C NMR for 3aa
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'"H NMR and '*C NMR for 3ab

LT —

0€°6
0€°6

=0T

0" L
U\M:.N
=101
u/wo.—

=701

=101

£1 (ppm)

69°1T —

89°9L /

00°LL
TELL

v9° 921
E€S°LTT
LO°6T1
e6T1
6€°671
yTogr
EP0EL
0L IET
SEPEL
09°8€1
L 44t
LT6V1
LTost

PN

9 re1 —

-10

(ppm)

S6



"H NMR and '3C NMR for 3ac
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'"H NMR and '*C NMR for 3ad
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"H NMR and '3C NMR for 3ae
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"H NMR and "*C NMR for 3af
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'H NMR, '*C NMR and '°F NMR for 3ag
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'"H NMR and *C NMR for 3ah
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'"H NMR and "*C NMR for 3ai
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'"H NMR and '*C NMR for 3aj
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'"H NMR and >C NMR for 3ak

9L
S9°L
LYL
8L
¥8°L
L8L
68°L
06°L
w6°L
ve'L—
Lrg~
6187

—m.wv.

158

8T°6
876 v.

(ppm)

f1

ETITL ~
e ="

9€°9T1
L8'LTT #
LL8TI —%
61671
1$°621

L4151
LETEL
wer
00°6€1 \‘

ool
69°6¥1
8L76¥1

LTE61 —

CN

£1 (ppm)

S16



'"H NMR and "*C NMR for 3al
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'"H NMR, *C NMR and '’F NMR for 3am
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'"H NMR and *C NMR for 3an
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"H NMR and *C NMR for 3ao
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'"H NMR, 3C NMR and '’F NMR for 3ap
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'"H NMR and '3C NMR for 3aq
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'"H NMR and '*C NMR for 3ar
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'"H NMR and *C NMR for 3as
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'"H NMR and *C NMR for 3at
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'"H NMR and *C NMR for 3au
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'"H NMR, *C NMR and '°F NMR for 3av
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'H NMR and *C NMR for 3aw
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'"H NMR and >C NMR for 3da
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"H NMR and *C NMR for 3ea
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"H NMR and '*C NMR for 3ga
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"H NMR and "*C NMR for 3ha
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"H NMR and "*C NMR for 3ia
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"H NMR and "*C NMR for 3ja
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"H NMR and "*C NMR for 3na
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