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1-(4-(3-(benzylamino)prop-1-yn-1-yl)phenyl)ethenone (1f)
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N-(4-(4-acetylphenyl)-2-methylbut-3-yn-2-yl)-N-benzyl-2-iodobenzamide (2a)
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N-benzyl-2-iodo-N-(4-(4-methoxyphenyl)-2-methylbut-3-yn-2-yl)benzamide (2b)
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N-benzyl-2-iodo-N-(2-methyl-4-(4-(trifluoromethyl)phenyl)but-3-yn-2-yl)benzamide (2c)

F
F

E

Y4

2c
€5 % o3
17 a7

TMS
) /
6.28
Lo28
85 aq 6.5 6.0 55 4.0 35 30 25 20 1.5 1.0 0.5 0.5
&l Shift (ppm)
2c
Chloroform-d
= "% T 2 = i
T FF F % §h
1 ll | ‘ l L |||“L|. J
176 168 160 152 144 136 126 120 112 104 w6 &8 a0 72 64 56 45 40 32 24 16 8 0
Chamical Shift (ppm)



N-benzyl-2-iodo-N-(1-(oct-1-yn-1-yl)cyclohexyl)benzamide (2d)
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N-benzyl-N-(1,3-diphenylprop-2-yn-1-yl)-2-iodobenzamide (complex mixture of slowly interconverting
amide geometric 15,1E/15,1Z and 1R,1E/1R,1Z isomers) (2e)
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spectrum at 303 K
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spectrum at 303 K

Chloroform-d
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N-(3-(4-acetylphenyl)prop-2-yn-1-yl)-N-benzyl-2-iodobenzamide (mixture of slowly interconverting
geometric E/Z isomers) (2f)
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(Z)-4-((4-acetylphenyl) (phenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-dihydroisoquinolin-1(2H)-one
(4aa)

45
250
=110

1.01 2,09 808 197 2.00
[=] e

318 &31
as ao rs ro 65 60 55 50 a5 4.0 35 30 25 20 1.5 10 os o 0.5
Chermical Shift (ppm)
© w O MmN B®ENHO @D N QT o ®®
~ w O DDV W oD D PVWLDIS =SSO @ et =1
3 1 3 3388388393339 9999Y P Qe 8
[N et Il
I
! |
[ |
I
T T T T T T T T T T T T T T T T T T T
200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20

ppm

10



(E)-4-((4-acetylphenyl)(3-methoxyphenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-dihydroisoquinolin-
1(2H)-one (4ab)
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(E)-4-((4-acetylphenyl) (4-fluorophenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-dihydroisoquinolin-

1(2H)-one (4ac)
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(E)-N-(3-((4-acetylphenyl) (2-benzyl-3,3-dimethyl-1-0x0-2,3-dihydroisoquinolin-

4(1H)ylidene)methyl)phenyl)acetamide (4ad)
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(E)-4-((4-acetylphenyl) (4-(dimethylamino)phenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-

dihydroisoquinolin-1(2H)-one (4ae)
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(E)-4-((4-acetylphenyl)(3,5-dimethylphenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-dihydroisoquinolin-
1(2H)-one (4af)
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(E)-3-((4-acetylphenyl)(2-benzyl-3,3-dimethyl-1-0x0-2,3-dihydroisoquinolin-4(1H)-
ylidene)methyl)benzonitrile (4ag)
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(E)-4-((4-acetylphenyl)(3-(trifluoromethyl)phenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-

dihydroisoquinolin-1(2H)-one (4ah)
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(E)-4-((4-acetylphenyl)(3-chloro-4-fluorophenyl)methylene)-2-benzyl-3,3-dimethyl-3,4-
dihydroisoquinolin-1(2H)-one (4ai)
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(E)-2-benzyl-4-((4-methoxyphenyl) (4-(trifluoromethyl) phenyl)methylene)-3,3-dimethyl-3,4-
dihydroisoquinolin-1(2H)-one (4cj)
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(E)-2'-benzyl-4'-(1-phenylheptylidene)-2',4'-dihydro-1'H-spiro[cyclohexane-1,3'-isoquinolin]-1'-one

(4da)
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(E)-2'-benzyl-4'-(1-(3-methoxyphenyl)heptylidene)-2',4'-dihydro-1'H-spiro[cyclohexane-1,3'-isoquinolin]-1'-one
(4db)
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(Z)-2-benzyl-4-((3-methoxyphenyl) (phenyl)methylene)-3-phenyl-3,4-dihydroisoquinolin-1(2H)-one
(4eb)
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(E)-4-((4-acetylphenyl) (4-methoxyphenyl)methylene)-2-benzyl-3,4-dihydroisoquinolin-1(2H)-one (4fj)

4fj
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(E)-4-((4-acetylphenyl) (4-fluorophenyl)methylene)-2-benzyl-3,4-dihydroisoquinolin-1(2H)-one (4fc)
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(E)-2-benzyl-4-((4-methoxyphenyl)(2-phenyl-1H-indol-3-yl)methylene)-3,3-dimethyl-3,4-

dihydroisoquinolin-1(2H)-one (6ba)
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(E)-4-((4-acetylphenyl) (2-phenyl-1H-indol-3-yl)methylene)-2-benzyl-3,4-dihydroisoquinolin-1(2H)-one
(6fa)
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(E)-4-((4-acetylphenyl)(2-(thiophen-2-yl)-1H-indol-3-yl)methylene)-2-benzyl-3,4-dihydroisoquinolin-
1(2H)-one (61b)
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(E)-4-((4-acetylphenyl)(2-((E)-cyclooct-1-en-1-yl)-1H-indol-3-yl)methylene)-2-benzyl-3,4-
dihydroisoquinolin-1(2H)-one (6fc)

L - u' Il al.
0.95 212 683231 1.05 113 205
S O

[y [ ] [ (W i) 1] 1 T Ry W Ml
EI5 8!0 7.5 70 SIS SIU 5': 5ID 4'5 4'0 Y 20 25 2'0 II: IID UI5 6 -0!5
Chermical Shift (pom)
" 0 O EE NN 28OS P NIRRT R
B 8 FSR55838S3R3INVILIRILIINIBG 2~ soyooos
~ o R R R R R R R R EEE NN R R EEE] xS NS00 ena
i g 323233233323 39999333994988803433 22 S28888Y
[ Ny B e == ¥ QU
i
T T T T T T T T T T T T T T T T T T T
200 190 180 170 160 150 140 130 120 110 100 20 80 70 60 50 40 30 20

ppm

28



Determination of double bond configuration:

The absolute stereochemistry of the double bonds for 4fj and 6fa, as model compounds, was assigned by NOESY

experiment, which demonstrated, for both, the E configuration.

In order to assig the correct stereochemistry it is necessary to have the attribution of 1H NMR and 13C NMR signals
that has been performed by homonuclear 2D NMR experiments (Cosy and Noesy) and heteronuclear 2D NMR

experiments (HSQC).

(E)-4-((4-acetylphenyl) (4-methoxyphenyl)methylene)-2-benzyl-3,4-dihydroisoquinolin-1(2H)-one (4fj)

Key NOE interactions to establish the absolute stereochemistry for 4fj were those of proton 7 and methylene 10
(for structure numbering see Fig. S01) of dihydroisoquinolione with the substituents 4-methoxyphenyl and 4-
acetylphenyl. Noesy showed, proximity between proton 7 of dihydroisoquinolin-1(2H)-one and protons 27,31 of

4-methoxyphenyl and proximity of methylene 10 and protons 21,25 of 4-acetylphenyl (see Fig. S01)
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Fig. S01 . Structure numbering and key NOESY and COSY correlations of 4fj. (a) Correlation H1-27,28/H1-7; (b)

correlation H1-21,25/H2-10.
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(E)-4-((4-acetylphenyl)(2-phenyl-1H-indol-3-yl)methylene)-2-benzyl-3,4-dihydroisoquinolin-1(2H)-one
(6fa)

Key NOE interactions to establish the absolute stereochemistry for 6fa were those of proton 7 and methylene 10
(for structure numbering see Fig. S02) of dihydroisoquinolione with the substituents phenylindolyl and 4-
acetylphenyl. The crowded spectra for resonance of phenylindolyl did not allow unequivocal attribution of noesy
signals, instead was clear the proximity between methylene protons, 10, and protons 30,34 of 4-acetylphenyl (see
Fig. S02)
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Fig. SO2. Structure numbering and key NOESY and COSY correlations of 6fb. correlation Hi-30,34 /Hap-10.
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