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0 O 0O 2,3-Dichlorophenylbiguanide (1a)0 O Phenylbiguanide (1b)O O O
OoDoooo

gooao
Anilline or 2, 3-Dichloroanilline,
NH, 3N HCl ag, 90°C, 11h NHy  NH
- N
¢5L\ //4? >
HN N HN N N R1
H H H
Rl

1a: R1=Cl
1b:R1=H
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0 Biguanide (2.86 g, 34.0 mmol)O 2,3-Dichloroanillinel O O O Anilline (34.0 mmol
yYloooo3gooooooo@2m) oooooDDO11200900 000000000
O oooo0oOOoDODODODO0O0DUOUODUODODODDDDODOO0DO0DOUOOoDOoDODDODODOOOOOoOOoO
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O I A A 2 25
Dichlorophenylbiguanide (1a) (56.52 g, 22.4 mmol, 66 %)O O Phenylbiguanide (1b) (
4.70 g, 26.5 mmol, 78 %)O 0O O O

0 O O N-(4-Methyl-6-o0xo0-1,6-dihydropyrimidin-2-yl)-N' -2,3-dichlorophenylbiguani
de (2a)0 O N-(4-Methyl-6-oxo0-1,6-dihydropyrimidin-2-yl1)-N -phenylbiguanide (2b)
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Ethyl acetoacetate,
NH, NH MeOH, rt, 1 day I NH NH
HN¢4L\N’JL\N R1 " 49L\ /JL\
th e , N N N R1
R1 1

1a: R1 =Cl 2a: R1 =CI

1b: R1=H 2b:R1=H
Ooo0o00ooao

0 2,3-Dichlorophenylbiguanide (1a) (3.81 g, 15.5 mmol)O O O O Phenylbiguanide (1
b) (3.45 g, 19.0 mol)J O OO DOO (2a: 30.0 mL, 2b: 40.0 ML) O ODODDODOOOO1
ooooobobooooooooobDboOooooooobopboDbpbobopooooooooDb oo
0oooDoDDoODOoD0ooooooooo0O0a) (2.55 g, 8.2 mmol, 53 %O O (2b) (3-70
g, 15.2 mmol, 80 %)O O O O

0 00 2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-(substituted-phenyl)-8-methyl-
6H-pyrimido[1,2-a]-1,3,5-triazin-6-one] 0 0000 0DODDOOOODODOOOAO 3,4-Di
hydro-4-[4-(tert-butyl)phenyl]-8-methyl-2-phenylamino-6H-pyrimido[1,2-a]-1,3,5-t
riazin-6-one0l 0 OO OODODDOOOOO

Ooooooao
oodon
o 1] R2
Substituled benzaldehyde, /]\
AcQOH, microwave 150°C, N N
[ NH NH 30 min I /l\ /”\
41\ /u\ —_— Xy N 1
N N N R1 H H
H H RI
Rl
2a:R1=Cl
2b:R1=H
oooooao

OBiotageD 0 0 O0.5-2.0mO00000D00O0O0DO2a0 000 2b (0.30 mmol)O OO (0.8
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2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-[4-(tert-butyl)phenyl]-8-methyl-6H-p
yrimido[1,2-a]-1,3,5-triazin-6-one (24)

Yield 39%; white solid; *H NMR (400MHz, CD;0D): & 7.58 (4H, d, J 8.0, 2,3-Cl,-A
r-H), 7.25 (2H, d, J 8.4, 4-"Bu-Ar-H), 7.18 (1H, dd, J 8.0 and 1.2, 2,3-Cl,-Ar-H
), 7-13 (2H, d, J 8.4, 4-*Bu-Ar-H), 7.05 (1H, dd, J 8.0 and 8.0, 2,3-Cl,-Ar-H),
6.80 (1H, s, H-4), 5.79 (1H, s, H-7), 2.01 (3H, s, 8-CH3), 1.14 (9H, s, 4-“Bu-H)
; 3C NMR (100MHz, CD5,0D): & 165.8, 161.7, 154.5, 153.6, 152.2, 136.1, 135.9, 1
32.7, 127.3, 127.3, 126.9, 126.6, 125.4, 125.4, 125.0, 125.0, 124.9, 103.9, 34.0
, 30.1, 22.1.

oooooao

ooooao
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Joo ol

=]

oooooo
2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-[4-(propyl)phenyl]-8-methyl-6H-pyrim
ido[1,2-a]-1,3,5-triazin-6-one (25)

Yield 70%; white solid; *H NMR (400MHz, CD50D): & 7.73 (1H, d, J 7.2, 2,3-Cl,-A
r-H), 7.32 (1H, dd, J 8.0 and 1.6, 2,3-Cl,-Ar-H), 7.18-7.30 (5H, m, 4-Pr-Ar-H an
d 2,3-Cl,-Ar-H), 6.95 (1H, s, H-4), 5.94 (1H, s, H-7), 2.62 (2H, t, J 7.6, 4-Pr-
H), 2.18 (3H, s, 8-CHg), 1.60 (2H, m, 4-Pr-H), 0.92 (3H, t, J 7.2, 4-Pr-H); *3C
NMR (100MHz, CD5z0D): & 167.3, 163.2, 155.1, 145.3, 137.7, 134.3, 130.7, 130.1,
129.3, 128.9, 128.6, 128.3, 126.7, 126.5, 105.4, 63.3, 38.6, 25.5, 23.6, 14.0.
ocooooo

gogooano

N NH

s =
N N Cl

Iz

cr

OoDoooo
2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-[4-(ethyl)phenyl]-8-methyl-6H-pyrimi
do[1,2-a]-1,3,5-triazin-6-one (26)
Yield 54%; white solid; *H NMR (400MHz, CD5;0D): & 7.73 (4H, d, J 8.0, 2,3-Cl,-A
r-H), 7.32 (1H, dd, J 8.0 and 1.2, 2,3-Cl,-Ar-H), 7.26 (2H, d, J 8.0, 4-Et-Ar-H)
, 7.18-7.23 (3H, m, 4-Et-Ar-H and 2,3-Cl,-Ar-H), 6.94 (1H, s, H-4), 5.93 (1H, s,
H-7), 2.62 (2H, g, J 7.6, 4-Et-H), 2.16 (3H, s, 8-CHg), 1.19 (3H, t, J 7.6, 4-E
t-H); 3C NMR (100MHz, CD50D): & 167.4, 163.2, 156.1, 155.1, 146.9, 137.7, 137.
7, 134.3, 131.0, 129.7, 129.4, 128.9, 128.4, 128.1, 126.8, 126.4, 105.4, 63.2, 2
9.5, 23.6, 16.1.

OoDoooo

10

20

30

40
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goooano
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oooooao
2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-[4-(isobutyl)phenyl]-8-methyl-6H-pyr
imido[1,2-a]-1,3,5-triazin-6-one (27)

Yield 76%; white solid; *H NMR (400MHz, CD;0D): & 7.72 (4H, d, J 8.0, 2,3-Cl,-A
r-H), 7.39 (1H, d, J 8.0, 2,3-Cl,-Ar-H), 7.25-7.31 (3H, m, 4-"Bu-Ar-H and 2,3-Cl
>-Ar-H), 7.17 (2H, d, J 8.0, 4-"Bu-Ar-H), 6.95 (1H, s, H-4), 5.94 (1H, s, H-7),
2.47 (2H, d, J 7.2, 4-"Bu-H), 2.19 (3H, s, 8-CH3), 1.84 (1H, m, 4-"Bu-H), 0.88 (
6H, d, J 6.8, 4-"Bu-H); 13C NMR (100MHz, CD50OD): & 167.6, 163.3, 155.1, 148.1,
144_.3, 137.8, 137.8, 134.3, 130.7, 130.7, 128.9, 128.6, 128.3, 126.6, 105.3, 63.
3, 46.0, 31.4, 23.6, 22.6.

Cl

Cl

Ooo0o0o0ooao
Ooo0o0ooao

o) NO,

’ N NH
¢9L\ 47L\
N N N (o]
H
cl

gooooao

2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-(2-nitrophenyl)-8-methyl-6H-pyrimido
[1,2-a]-1,3,5-triazin-6-one (28)

Yield 69%; pale yellow solid; *H NMR (400MHz, CD,0D): & 8.19 (1H, d, J 8.0, 2,3
-Cl,-Ar-H), 7.98 (1H, d, J 8.0, 2,3-Cl,-Ar-H), 7.74 (1H, m, 2,3-Cl,-Ar-H), 7.65
(1H, m, 2-NO,-Ar-H), 7.49 (1H, s, H-4), 7.23-7.38 (3H, m, 2-NO,-Ar-H), 5.92 (1H,
s, H-7), 2.22 (3H, s, 8-CH3); *3C NMR (100MHz, CD,0D): & 185.8, 173.7, 163.0, 1

49.1, 135.9, 135.8, 135.3, 134.1, 134.0, 131.8, 131.6, 128.8, 127.9, 127.6, 126.
8, 125.8, 105.5, 60.9, 23.6.
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3,4-Dihydro-4-[4-(tert-butyl)phenyl]-8-methyl-2-phenylamino-6H-pyrimido[1,2-a]-1
,3,5-triazin-6-one (29)

Yield 49%; white solid; *H NMR (400MHz, CD50D): & 7.27-7.34 (4H, m,Ar-H and 4-%
Bu-Ar-H), 7.14-7.24 (4H, m, Ar-H and 4-*Bu-Ar-H), 7.00-7.06 (1H, m, Ar-H), 6.82
(1H, s, H-4), 5.82 (1H, s,H-7), 2.10 (3H, s, 8-CH3), 1.18 (9H, s, 4-"Bu-H); 13C
NMR (100MHz, CDZ0D): & 166.5, 163.1, 156.3, 155.5, 153.7, 138.5, 137.4, 130.3, 1
26.9, 126.5, 126.3, 124.0, 104.9, 62.8, 31.6, 23.2.

gooooao

ooDooao

NG,

| N NH
P s
N N Cl

cr

Oooooo
2-[(2,3-Dichlorophenyl)amino]-3,4-dihydro-4-(4-nitrophenyl)-8-methyl-6H-pyrimido
[1,2-a]-1,3,5-triazin-6-one (30)

Yield 61%; yellow solid; 1IH NMR (400MHz, CD50D): & 8.27 (2H, d, J 7.2, 4-NO,-Ar
-H), 7.77 (1H, d, J 8.0, 2,3-Cl,-Ar-H), 7.64 (2H, d, J 7.2, 4-NO,-Ar-H), 7.42 (1
H, d, J 8.0,2,3-Cl,-Ar-H), 7.32 (1H, m, 2,3-Cl,-Ar-H), 7.10 (1H, s, H-4), 5.97 (
1H, s, H-7), 2.22 (3H, s, 8-CH3); *3C NMR (100MHz, CD50D): & 166.2, 161.5, 160.2
, 159.1, 155.2, 148.3, 145.9, 132.9, 127.5, 127.2, 126.8, 125.0, 123.7, 121.1, 1
03.9, 63.2, 22.1.
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