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X-ray crystallographic structure of compound 9Aa

Bond precision: C-C=0.0046 A Wavelength=0.71073
Cell: a=9.2376(10) b=14.5788(16)  ¢c=14.9383(17)
alpha=66.775(2) beta=74.994(2) gamma=74.785(2)

Temperature: 293 K

Calculated Reported
Volume 1756.3(3) 1756.3(3)
Space group P-1 P-1
Moiety formula C22 H19 N O2
Sum formula C22 H19 N O2 C22 H19 N O2
Mr 329.38 329.38
Dx,g cm-3 1.246 1.246
Z 4 4
Mu (mm-1) 0.080 0.080
FO00 696.0 696.0
FO00* 696.30
h,k,Imax 11,17,18 11,17,18
Nref 6535 6443
Tmin, Tmax 0.987,0.994 0.767,1.000
Tmin' 0.979

Correction method= EMPIRICAL

Data completeness= 0.986

R(reflections)= 0.0516( 2759)

S=0.844

Npar= 453

Theta(max)= 25.500

wR2(reflections)= 0.1038( 6443)

CCDC 755262 contains the supplementary crystallographic data for this paper. These data can be also obtained free

of charge from The Cambridge Crystallographic Data Centre via www.ccdc.cam.ac.uk/data_request/cif.
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General Procedure for Synthesis of Intermediate M1

To a suspension solution of 2-(phenylethynyl)benzoic acid (7A, 0.1 mmol) in H,O (3 mL) were
added BusN"OAC™ (5 mol%). Subsequently, the reaction vial was sealed under Ar protection and the
mixture was heated to 100 °C for 20 min under the participation of microwave irritation. The cold
mixture was concentrated in vaccum, and the resulting residue was purified by flash column
chromatography (petroleum ether/ethyl acetate = 10/1) to afford the expected enol lactone
intermediate 3-benzylideneisobenzofuran-1(3H)-one (M1). The characterization data obtained are as
follows: *H NMR (CDCls, 300 MHz) 6 7.95 (d, J = 7.5 Hz, 1H), 7.86 (d, J = 7.8 Hz, 2H), 7.75 (m,
2H), 7.55 (t, 1H), 7.42 (t, 2H), 7.32 (m, 1H), 6.43 (s, 1H); LRMS (El) m/z 222 (M"). HRMS (EI) m/z
calcd CisH100, (M)* 222.0681, found 222.0690. These spectral data are consistent with previous

reports.[>!

Synthesis of the target product 9Aa from intermediate M1

0 0
Bu;N*OAC S
u C
O + PhW NH, —° N
\ H,O / M.W. OH
Ph Ph
M1 8a 9Aa

To a suspension solution of M1 (0.1 mmol) in H,O (3 mL) was added BusN*OAc™ (5 mol%).
After the mixture was stirred at room temperature for 10 min in the presence of Ar protection, benzyl
amine (8a, 0.2 mmol) was added. Subsequently, the resulting mixture was underwent microwave
irritation at 100 °C under Ar protection for 10 min. And then, the cold mixture was concentrated in
vaccum, the resulting residue was purified by flash chromatography (petroleum ether/ethyl acetate =

4/1, vIv) to afford the expected product 9Aa with 95% vyield.
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Dehydration Reaction Study for Compound 9Aa

OH

CH,OH

O rt,4h

9Aa 11 (E/Z = 101)
(98% yield)

0
b :
O N 6N HCI
N
\

A solution of 9Aa (0.5 mmol) in 6N hydrochloric acid solution (2 mL) and methanol (20 mL)
was stirred at room temperature for 4 h. The solvent was removed under reduced pressure, and the
residue was purified by a flash chromatography (petroleum ether/ethyl acetate = 25/1, v/v, as an
eluent) to product (E)-11 (as major product) and (2)-11, respectively, and the E/Z-isomers were
determined by comparing the *H NMR with the reported spectrum data.l*?

The characterization data are as follows: (E)-11: *"H NMR (CDCls, 300 MHz) § 7.91 (d, J = 7.2
Hz, 1H), 7.32 (m, 13H), 6.47 (s, 1H), 5.14 (s, 2H); LRMS (EI) m/z 311 (M"). (2)-11: 'H NMR
(CDCls, 300 MHz) 6 7.93 (d, J = 7.2 Hz, 1H), 7.74 (d, J = 7.5 Hz, 1H), 7.62 (t, 1H), 7.54 (t, 1H),
7.31 (m, 2H), 7.24 (m, 1H), 7.06 (m, 5H), 6.72 (s, 1H), 6.52 (d, J = 7.5 Hz, 2H), 4.93 (s, 2H); LRMS
(E1) m/z 311 (MY).

[S2] (a) L. Li, M. Wang, X. Zhang, Y. Jiang, D. Ma, Org. Lett. 2009, 11, 1309. (b) K. Cherry, A.
Duchene, J. Thibonnet, J. L. Parrain, E. Anselmi, M. Abarbri, Synthesis, 2009, 2, 257; (c) H. Cao, L.
McNamee, H. Alper, Org. Lett.,, 2008, 10, 5281; (d) N. G. Kundu, M. W. Khan, Tetrahedron, 2000,
56, 4777; () W. W. Khan, N. G. Kundu, Synlett., 1997, 12, 1435.
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2,3-dibenzyl-3-hydroxyisoindolin-1-one (9Aa)
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3-benzyl-3-hydroxy-2-(4-methoxybenzyl)isoindolin-1-one (9Ab)
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3-benzyl-3-hydroxy-2-(3-methoxybenzyl)isoindolin-1-one (9Ac)
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3-benzyl-3-hydroxy-2-(2-methoxybenzyl)isoindolin-1-one (9Ad)
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3-benzyl-3-hydroxy-2-(3,4,5-trimethoxybenzyl)isoindolin-1-one (9Ae)
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3-benzyl-2-(4-fluorobenzyl)-3-hydroxyisoindolin-1-one (9Af)
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3-benzyl-2-(2-fluorobenzyl)-3-hydroxyisoindolin-1-one (9Ag)
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3-benzyl-3-hydroxy-2-(4-(trifluoromethyl)benzyl)isoindolin-1-one (9Ah)
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3-benzyl-3-hydroxy-2-(3-(trifluoromethyl)benzyl)isoindolin-1-one (9Ai)
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3-benzyl-2-(3-chloro-2-fluorobenzyl)-3-hydroxyisoindolin-1-one (9Aj)
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3-benzyl-3-hydroxy-2-(naphthalen-1-ylmethyl)isoindolin-1-one (9Ak)
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3-benzyl-3-hydroxy-2-(pyridin-2-ylmethyl)isoindolin-1-one (9Al)
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3-benzyl-2-butyl-3-hydroxyisoindolin-1-one (9Am)

ndzs iy Hg
$80°00¢
FIMC HT €100 0T-F1
cl

T

Por L 1E:I|
600

ol

Wd
IS

00t

225N '€ 1Al

c0:dd
1

228
—

T

110
9
\

8 WN

$ 0081
1

HO
N

=
=1 &7
= ==
1 = =L
- 3
2
— 5
T [aed
o

F8E9T PISId
4
| 1
f wrr

- e
1 L &
c —_— See— N
& == R
1 &
] 7 L
! =)
= |\ S
=3 <
= -
z| = 4
£ =
7 B
' o
Z2 B
= = ©7
| B
S B o
= B 2
& =

3817
3.501
3.546
3,500
3.271
3196
3.079
3032

y-
f
y-
<
~

1.366
1.341
0.969
0.945
0.920

-0.003

S33




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

0BT

09T

orT

02T

oot

08

09

ov

0z

wdd

ey

165.726

135.261
131.598
131.288
129.6802
128.8839
127 .4B8
126.340
122.836
121.724

90.920

42.422
ap.127
39.918
39.709
39.500
39.291
39.083
38.873
8. 691
31.004

20.121

OSHO 02-¥1

SET-1d30+98

5002 0z bOny

S34




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

3-benzyl-2-(cyclopropylmethyl)-3-hydroxyisoindolin-1-one (9An)
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3-benzyl-3-hydroxy-2-phenethylisoindolin-1-one (9A0)

mdgs :xyq
LROO0LC 14

L80700€ T
900T €T 93 HTOSWA FFUa- 15
ol cl

295N QLM
008¢ -IA\S

7.590
7584
7.572
7.565
7.535
7.510
7.449
7.430
7.365
7.2449
7.323
7.278
7.264
7.256
7.057
7.051
7.039
7.036
7.023
6.822
6.216
6.805
6.792
6.715

235 (' ‘Ud|

FiVN]
"L0ST O]

o
<

001

3,694
3.458
3411
3.344
3.298
3.025
3.008
2.990
2972
2954
2518
2512
2.507

i

v/
€1z

I

B0/

0eZ

FREITPISId]

RSN
1

[

SIIVa -

.02

PU{OSINA)91-H1$ - SINNULM
0
|
I

600T 8T TNF
Wdd

S37




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

08T

09t

ovT

021

00T

08

09

ov

0z

wdd

165

147.

139.
135.
- 131,
129,

128.
lz8.
= 128.
R — 127.
e e . 126.
1' - 126.
— 122.
121,

81.

az
40.
40.
39

33.
39.
39.
3a.
35

.831

018

496
243
ass
B48
999
625
489
505
354
216
520
83z

ola

. 388

653
126

.818
.709

500
292
paz
874

.018

'

9p-0SHO 9T-11

SET-1430+88

G002 T2 LnC

S38




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

3-benzyl-3-hydroxy-2-(4-methylphenethyl)isoindolin-1-one (9Ap)
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3-benzyl-2-(4-fluorophenethyl)-3-hydroxyisoindolin-1-one (9AQ)
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2-(2-(1H-indol-3-yl)ethyl)-3-benzyl-3-hydroxyisoindolin-1-one (9Ar)
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3-benzyl-3-hydroxy-2-(2-(5-methoxy-1H-indol-3-yl)ethyl)isoindolin-1-one (9As)
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2-benzyl-3-hydroxy-3-(4-methoxybenzyl)isoindolin-1-one (9Ba)
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3-hydroxy-3-(4-methoxybenzyl)-2-(naphthalen-1-ylmethyl)isoindolin-1-one (9BKk)
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2-butyl-3-hydroxy-3-(4-methoxybenzyl)isoindolin-1-one (9Bm)
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2-(2-(1H-indol-3-yl)ethyl)-3-hydroxy-3-(4-methoxybenzyl)isoindolin-1-one (9Br)
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3-hydroxy-2-(2-(5-methoxy-1H-indol-3-yl)ethyl)-3-(4-methoxybenzyl)isoindolin-1-one (9Bs)
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3-(4-fluorobenzyl)-3-hydroxy-2-(4-(trifluoromethyl)benzyl)isoindolin-1-one (9Ch)
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3-hydroxy-3-neopentyl-2-(4-(trifluoromethyl)benzyl)isoindolin-1-one (9Dh)
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2,3-dibenzyl-3-hydroxy-6-methoxyisoindolin-1-one (9Ea)
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3-benzyl-2-butyl-3-hydroxy-6-methoxyisoindolin-1-one (9Em)

= :
AT
I
S =
S 2D -
s =
==z =
Rl (]
=
'
___
— [ae]
= B
=
= =
S e
— 2 B
< S
= o
N
s _
__
o
= [ N
==
e
el i
o R
- =
Z =
(17
@ -
oo —
= |
= 4 |
i —_— —_
(=]
" L 2 s \
] 1 0 = — (o]
(e — ._—_'F\') w
' ~N =
w
r—; O
w
Z o . o
',l:."!'l o) =
== I
m\\) -
P
=
=)
e &
= w
o F %)
=
N L
_— e L)
[ Se— —
|' pa—y
- w
=
=
W
NS
= ~— R—
() ~ -
e 4 &
= —r
= [ ®
w
™ 7 L . w2
~ [ N
: -
= <
= -
> =
] 3!
= . o
v -
. > ‘
171 = ;
2 = 4 |
2 o ‘
|
="
= 2 2
=N =

7.307
7.287
7.066
7.060
7.050
7.045
et
7.034
— 6.388
6.882
6.806
6.801
6.792
6.783
6417

-0.019

S63




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

0971

0pT

00T

0e

ns

(1R

0z

wdd

021

VA

Al

e
habdil.

165

160

139,

-135

133

~128

127
126
123

118.

80

5S.

Z0.

-557

050

043

-A69
201
-840
.522

.333
.928

107

.648

491

.561
-129
-818
710
500
.285
. 086
.B76

- 965

120

.844

OSKO LZ-vl

SET-1d30+88

6002 81 Bny

S64




Supplementary Material (ESI) for Green Chemistry
This journal is © The Royal Society of Chemistry 2010

2-(2-(1H-indol-3-yl)ethyl)-3-benzyl-3-hydroxy-6-methoxyisoindolin-1-one (9Er)
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3-benzyl-3-hydroxy-6-methoxy-2-(2-(5-methoxy-1H-indol-3-yl)ethyl)isoindolin-1-one (9Es)
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