Br,/Ag,SO,
H,S0,

X
=N

[soquinoline

5-Bromoisoquinoline

Br
IS AN
+
=N =N

Br
8-Bromoisoquinoline
(major)

Xy conc. H,SO, + conc HNO;,
=N

NO,
Isoquinoline 5-Nitroisoquinoline  8-Nitroisoquinoline

(major)

SO;H
N conc.H,SO4
=N ~ 600 K

SO;H
Isoquinoline Isoquinoline-5- Isoquinoline-8-

sulphonic acid
(major)

sulphonic acid
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1) Bischler-Napierlaski

O
MeO MeO
NH > NH
MeO - MeO OQ(
R
l POCI,
MeO
MeO XN Pd e
N
MeO N MeO Z
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- I (6
NH, ~ HN‘%H NH
0
¢ Y
2- H

Phenylethylamine formyl chloride N-phenethylformamide

. 160 ©C
N N A N
Isoquinoline

H



2) Pictet-Spengler Synthesis




3) Pomeranz-Fritsch Synthysis

EtO.  OEt
H,NCH,CH(OEY), \S
0 -
OR” : Y OR/Q\fN
H H
] H,SO,



OC,H;
- HZN/Y -

CHO OC,Hs; - 1,0

Benzaldehyde

2,2-diethoxyethanamine

X
C,HOH -+
_N

[soquinoline

H,S0,




Chemistry of Quinoline and Isoquinoline
Nucleophilic Substitution (ChiChibabin Reaction)

A NaNH, X
2 o
N N NH,
N NaNH, A
E
~N ~N
NH,







5.3.6 Nucleophilic substitution

The displacement of chloride from the 2- and 4-positions of quinoline and
from the l-position of isoquinoline by nucleophiles such as alkoxides,
thiophenoxide, and secondary amines takes place readily by an addition—

WT\VO examples of selective displacement of chloride
y carbanions are shown in Fig. 5.43. It is possible to displace chloride from

the 3-position of isoquinolines under more vigorous conditions.

ot (ref. 60)
Cl

NaNH;

Cl
CH3(COzE);
CH(CO;E():

Fig. 5.43 Selective displacement of chloride.

Cl CN
N

Cl
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