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SYNTHETIC COMMUNICATIONS, 21( 6) , 749-756 (1991) 

AN EFFICmT SYNTHESIS OF LPHENYL-2-AMINOQUINOLINES 

A l l m  A. Sayed 
Department of Chernlstry, University of Poona 

Ganeshkhlnd, Pune- 411 007, INDIA 

ABSTRACT I An e f f i c i e n t  procedure f o r  3-substi tuted- 
4-Phenyl-2-amlnoqulnolines involving the react ion 
between a preformed complex of amide 2 and phosphorus 
oxychloride wi th  0-ace tamidobenzophenone I s  reported. 
Hither to  unknown ten LPhenyl-2-amlnoqulnollnes have 
been synthesized In 72-88$ yie ld .  

Qulnollnes containing 3-phenyl and 2-amino 

(espec ia l ly  N-methyl p lpe raz l rq l  and morpholino) 

f u n c t i o n a l i t i e s  have been reported t o  have potent 

ant lhy per tens  lve , ant  ide p re s s an t  and an t i c  onvu 1s ant 

ac t iv l t lesL6.  

quinollnes possess diverse  pharmacological proper t ies ,  

such as antlinflannnatory, d iure t ic7 ,  ant iulcerogenlc ,  

The k p h e n y l  analogues of 24mfno- 

g a s t r i c  antlsecretory'  and ant idepressant  a c t i v i t i e s  9 . 
It was theref  ore planned t o  synthesize 2-amlnoqulno- 

l i n e s  having 4-phenyl and 3-phenyl (and 3-methyl) 

functions.  These systems have recent ly  a t t r a c t e d  

considerable a t t en t ion  as po ten t i a l  b ioac t lve  agents . 10 

The reported methods f o r  the synthesis  of 

2-min0, 3-substi tuted or b s u b s t l t u t e d  quinolines 

749 
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SYNTHESIS OF 4-PHENYL-2-AMINOQUINOLINES 751 

involve Tchichibabin type reac t i ~ n ' ' ~  be tween the 

desired m i n e  and 2-chloroquinoline the l a t t e r  being 

prepared from the respect ive 3 or  k p h e n y l  carbos tyr i l .  

The present  s t ra tegy  (scheme-1) involves a modified 

Friedlander 's  method f o r  the synthesis  of 3-substi tuted- 

4-phenyl-2-aminoquinolines- a s t ra tegy  not  used e a r l i e r .  

In  t h i s  method amides 2a-f were complexed w i t h  

POC13 ( I t 1  r a t i o )  i n  dry chloroform and heated with 

o-acetamidobenzophenones m, t o  y i e l d  crude products, 

which were pu r i f i ed  by column chromatography over 

s i l i c a  gel. The s p e c t r a l  and (ana ly t ica l  data indicated 

them t o  be the h i t h e r t o  unknown 3-subs t i tu ted-kphenyl -  

2-aminoqulnolines i n  72-88% y i e l d  (vide 

experimental). 

%rmLnEnf;al 

To a solut lon of amide 2atf "*"-" (0,001 m o l )  

in dry chloroform ( 5  m l )  , POCl 

and the mixture s t i r r e d  a t  r o o m  temperature f o r  24 hr. 

To t h i s  was then added o-acetamldobenzophenone 

(0,001 mol) . 
was consumed (TLC, 48 H r . ) .  

poured i n  l@ Na CO 

bath (30 min) and cooled. 

(0,001 moll was added 3 

The mixture was refluxed till the  l a t t e r  

The cooled mixture was 

so lu t ion  (10 ml), warmed on water 2 3  

The product obtained was ex t rac ted  w i t h  

e thylace ta te  ( 2 x 10 m l ) .  The e thylace ta te  ex t r ac t  

was washed, dr ied (Na;2SOb) and evaporated. The 
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752 SAYED 

product obtalned was passed through a column of silica 

gel and eluted with petether : ethylacetate (9O:lO) 

mixture to afford the compounds. The spectral and 

analytlcal data is  given below : 

3 : mop. l a l o ,  IR (Nujol)  : 1580, 1550, PMA(CDCl3): 

2025(S,3H, NCH3) ; 2e30(bt,4H,J=6Hz,2CH2NCH ) ; 3 
3035(bt,4H,J=6Hz,2CH2Nkr) ;7.30 (s,SH,ArH) ; 7040 
( s ,5H,ArH) ; 7.75(m, 3H,krH) ; 8.10( dd, lH, J p2,8Hz, 

C-8H); Yleld : 85$, Found S C,32.49$; H,6088$; 

C H N reauires C,82.29$; H, 6.64%. 

3 : m.p. 177', B(Nujo1) :  1590,1550, W(CDCl3) a 

26 25 3 

3.25( bt , bH ,J -6Hz, 2CH2N) ; 3 60( b t , bH, J =6Hz, 
2CH20; 7.30(s,5H,ArH) ; 7.40(s,5H,ArH) ; 7.75(m,3H, 

ArH); 8.10(dd,lH,JL2,8Hz, C-8H) ; Yield : 86$, 

Found : C,82-09%; H,S.l8%; C25H22N20 requires 

C,S1.94%; H,6.05$. 

,k 8 p . F *  173', B(Nujo1) : 1590,1550, PMR(CDC13) : 

?*15(s,3H,CH3) 3040(bt,bH,2CH2N) ; 3.95(bt,bH, 

2CH20) ; 7.40(~,5H,ArH) ; 7.75(m,3H,ArH) ; 8.05 

dd,1H,J12,8Hz,C-8H): Yield : 82$, Found : C, 

79.0($ ;H, 6.76% ; C20H20N20 re quires C ,78.9* ; 

H, 6.624:. 

3 3 mop. 1%O, I_R(Nujol): 1590,1550, =R(CDCl3): 

1.40(m,6H,3CH2) ; 3.20(m,4H,2CH -2 N) ; 7.30(s 9 

5H,ArH) ; 7040cs ,5H,ArH) ; 7.75(m,3H,ArH) ; 

8.10(dd,lH,J12,8Hz,C-8H) ; Yield : 87$, 
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SYNTHESIS OF 4-PHENYL-2-AMINOQUINOLINES 753 
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7 54 SAYED 

A r B )  j P .OC(d,lII,J=8Hz, C-8EI) ; Yield : 8@,  

Found : C,70.63$; H,5.69; C20HlgCLP”20 requi res  

C,70.9@ ; H, 5.6%. 

3, : m . ~ ? =  2 3 5 O ,  D(Nujo1) : 1590,1550, =(CDCl3): 

1 .40(m,6H,3~2)  ; 3-;0(n,4H,2&I2N) ; 7.15(d,lH, 

J=?Hz, C-5E) ; 7.25(s,5H,ArH) ; 7.35(s,5H,krH) ; 

7 65( dd ,1H ,J =2, ~ H z )  ; 7 -9 5( d, l H ,  J ~ H z ,  C-8.E) ; 

Y i e l a  : 8310, Found : C ,  78.3970; H,5.,7ai; 

C26H23C”2 requi res  c ,78.29%0 ; H, 5.77;. 

3.l I m.p.  1 3 8 O ,  .Q$Nujol) : 1590,1550, pMR(CDC13) : 

lo75(m,6H,3CH2) ; 2.15 ( s  ,3H,CHJ) ; 3.30(m,4H, 

2E2N) ; 7.3G(bd,2H,C-S and C-7H) ; 7.65(~,5H, 

ArH) ; 8.00(d,lH,JP8Hz, C-8H); Yie ld  : 8@, 

Found : C,74.€4$; H,6.44%; C21H21ClN2 requires 

C,74.88%; H,6.24$. 

I would like t o  thank Prof. M.S. Wadia f o r  

valuable  d iscuss ions  and providing the  necessary 

f a c i l i t i e s  for the  completion of t h i s  work. Help 

rendered by Dr,(Mrs.) R.S. Kusurkar f o r  PMR, Mrs. J,P. 

Chaudhari f o r  I R  and Mr. A.P. Gadgil for microanalysis 
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