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Scheme S1. Comparison of the E-factor of some alternative methods for synthesis of quinazolines

and this work

(a) Previously reported methods for synthesis of quinazolines from amines

« Chem. Commun. 2011, 47, 7818.
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Figure S1. *H NMR spectrum of crude 3aa after the reaction (entry 17 in Table 1, in CDCls)
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Table S1. Optimization of reaction conditions for salicylic acid-catalyzed oxidation of benzylamine

to the corresponding imine
OH
@ (5 mol%), additive
COOH

N
NH, N
toluene (1.5 mL), 90 °C, time,

0, (0.1 MPa)
2a (3.0 mmol) 4a
Entry Additive (mg) Time (h) Yield 4a (%)?
1 - 2 14
2 - 4 26
3 - 16 79
4 - 24 73
5 4A MS (100) 16 98 (87)

aYields were determined by *H NMR spectroscopy (isolated yield)
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Figure S2: Copies of *H and *C{*H} NMR spectra of compound 3aa

16.0
L

13.0 140 150

[P I I
P4
0

3aa (400 MHz, CDCls)

9.0 10.0 0 120
FEFENES RN A TR B AR il
2.03

7.0

6.0
1
100
LOS
T

3.0 40 50
Ll

.0

0
o
|
C
r

10 2

abundance

T T T
12.0 1.0 10.0 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0

=
=
o
=

0469
0.000

X : parts per Million : Proton

0‘5
z

3aa (100 MHz, CDClj)

0.3

0.2

0.1

abundance
0

T T T T T T T T T T
1200 110.0 100.0 90.0 80.0 700 600 350.0 400 300 200 100 0 -10.0 -20.0

T T T T T T T T T
220.0 210.0 200.0 190.0 180.0 170.0 160.0 150.0 140.0 130.0
| L I
Al TN AN
% 0§ ZEEEiREE gag
=z = ® xS =g
TZ 7 Rkl =

X : parts per Million : Carbon13

S4




Figure S3: Copies of *H and *C{*H} NMR spectra of compound 3ab
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Figure S4: Copies of *H and 3 C{*H} NMR spectra of compound 3ac
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Figure S5: Copies of *H and *C{*H} NMR spectra of compound 3ad
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Figure S6: Copies of *H and **C{*H} NMR spectra of compound 3ae
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Figure S7: Copies of *H and *C{*H} NMR spectra of compound 3af
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Figure S8: Copies of *H and *C{*H} NMR spectra of compound 3ag
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Figure S9: Copies of *H and **C{*H} NMR spectra of compound 3ah
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Figure S10: Copies of *H and *C{*H} NMR spectra of compound 3aj
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Figure S11: Copies of *H and *C{*H} NMR spectra of compound 3ak
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Figure S12: Copies of *H and *C{*H} NMR spectra of compound 3al
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Figure S13: Copies of *H and *C{*H} NMR spectra of compound 3am
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Figure S14: Copies of *H and **C{*H} NMR spectra of compound 3an
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Figure S15: Copies of *H and *C{*H} NMR spectra of compound 3ao
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Figure S16: Copies of *H and 3C{*H} NMR spectra of compound 3ap

"y.y p-CNre" 1 1 CiUsers'yuuch'\Desktop E
IERAEARCANRRAINCECRRRRNGEAR SN £ "
IIlI‘",L_’J__IJf |
—
N
CN
3ap (400 MHz, CDCly)
+8
Le
r r ‘ DMSO e
|
H |
y { JHMW L Lo
g B e
1‘: ILI lI ] a‘ z" 0 [ppm]
"y.y p-CNre" 2 1 CiUsers'yuuch'\Desktop I E
8 i ERECERE 2 . [
o0 ] Mgl Bl SN N
|| LN T T S _
N
CN e
3ap (100 MHz, CDCl3)
le
-8
La
‘ DMSO
- O A .
zéu 15‘0 I;ﬂ s:: 0 [ppm]

S18



Figure S17: Copies of *H and *C{*H} NMR spectra of compound 3aq

fref]

"y.y p-NOZ dryer” 1 1 C:\Usersiyuuch\Desktop
TN N ¢
| [ | |
~
N
NO,
3aq (400 MHz, CDCl3)
( [
’f /" /" /U /”
f f
I‘L J_LJ_ MQLJ"\_/\_ _/ﬂ\_ — o~ e
L)
" P 10 a3 Y H H i Ippm]

"yy p-NOZ dryer” 2 1 CiUsersiyuuchDesktop

—— 1607213
M 1588873
— 1506257
— 1452005
M 1438509
1345089
293981
- 1maa
28.3327
T 1272342
2H2
— 1237803
773477
= 770295
767128
P4

NO,
3aq (100 MHz, CDCl5)

T
200 150 100 50 [ ppm]

S19

fref]

10



Figure S18: Copies of *H and *C{*H} NMR spectra of compound 3ar
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Figure S19: Copies of *H and *C{*H} NMR spectra of compound 3as
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Figure S20: Copies of *H and *C{*H} NMR spectra of compound 3at
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Figure S21: Copies of *H and *C{*H} NMR spectra of compound 3ba
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Figure S22: Copies of *H and *C{*H} NMR spectra of compound 4a
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Figure S23: Copies of *H and *C{*H} NMR spectra of compound 4b
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Figure S24: Copies of *H and *C{*H} NMR spectra of compound 4c
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Figure S25: Copies of *H and *C{*H} NMR spectra of compound 4d
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Figure S26: Copies of *H and 3C{*H} NMR spectra of compound 6a
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Figure S27: Copies of *H and *C{*H} NMR spectra of compound 6b
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Figure S28: Copies of *H and *C{*H} NMR spectra of compound 6¢

abundance

=
@
o

50.0

N
4

N

H

6¢ (400 MHz, CD;0D)

30.0
N

20.0
A

10.0

4,00

X ¢ parts per Million : Proton

ra
=]
=
=
=)
[
o

0.000

abundance

1.3

MeQO

12

N
7
N

1.0

H
] 6c (100 MHz, CD;0D)

0.6 0.7 0.8 09
Loennleonnh I

0.5

0.4

0.3

02

v AR M A A i

T T T T T T T
220.0 210.0 200.0 190.0 180.0 170.0 160.0

X : parts per Million : Carbon13

160,356 —

T T T
150.0 140.0 130.0

151.916 —

T T T T T
1200 110.0 1000 90.0 80.0

118.643 ——
115999 =
11525 —

122,620 —

T T T T
700 600 50.0 400

T T T T T
30.0 200 10.0 0 -10.0 -20.0

S30




Figure S29: Copies of *H and *C{*H} NMR spectra of compound 6d
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Figure S30: Copies of *H and *C{*H} NMR spectra of compound 6e
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Figure S31: Copies of *H and **C{*H} NMR spectra of compound 8
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Figure S32: Copies of *H and *C{*H} NMR spectra of compound 9
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