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o - N - D i i s o p r o p y l a m i n o e t h o x y -  B u t y r o p h e n o n e ,  
a N e w  Local  Anaes the t i c  D r u g  

The wide  spec t rum of biological  ac t iv i t ies  of  N-subst i -  
tu ted  f l -phenoxyethylamines  1, some of which  were also 
described recen t ly  for the i r  spasmolyt ic  ac t ion  *,a, 
p rompted  us to examine  these substances  for a possible 
local anaes the t ic  a c t i v i t y  and in fact  p i lo t  expe r imen t s  
showed t h a t  acy la t ion  was effect ive  in conferr ing this  ac- 
.tivity on phenoxye thy lamines .  A sys temat ic  research 
Into ortho, meta and pars isomers of acy l -phenoxye thy l -  
amines enabled us to es tabl ish the  super ior i ty  of t he  ortho 
isomers, the  op t ima l  l eng th  of the  basic cha in  and of t h e  
acyl group as well  as the  best  t y p e  of N-subs t i tuent .  The  
most  promis ing  c o m p o u n d  is t he  ortho-N-diisopropyl- 
a m i n o e t h o x y - b u t y r o p h e n o n e  since modif ica t ions  of th is  
s t ructure ,  such as the  in t roduc t ion  of o the r  subs t i tuen ts  
into t he  benzene ring, e.g. alkyls,  halogens,  amino  and 
ni tro groups,  or  the  t r ans fo rma t ion  of t he  acyl  rad ica l  
into alcohol, a lkyl  and ca rboxy le thy l  radicals ,  g rea t ly  
reduced the  anaes the t ic  ac t iv i ty .  
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Table  I shows the  surface, inf i l t ra t ion  and  t roncula r  
anaes the t ic  ac t iv i ty  of ortho-N-diisopropylaminoethoxy- 
bu ty rophenone  hydrochlor ide  (Rec 7-0518) compared  
wi th  the  ac t i v i t y  of cocaine and of procaine.  Table  I I  
gives t he  in t raper i tonea l  and subcutaneous  LD~0's of the  
three substances.  

On compar ing  the  act ivi t ies  and the  toxici t ies  of these  
compounds ,  i t  will be seen t h a t  Rec  7-0518 shows higher  
the rapeu t i c  indices t h a n  cocaine, a mode l  for surface 

Table I. Effective concentrations in 50% of the animals (ECho's) 
calculated according to LITCnF~ELD and WXLCOXO~¢ 4 

Type of Rec 7-0518 Cocaine Procaine 
anaesthesia mg/ml mg/ml mg/ml 

Surfacen 0.75 ~.8 21 
(rabbit eye) (0.61-0.92) (2.3-8.4) (18-~6) 

Infiltration 8 0.38 0.38 3.6 
(mouse tail) (0.27--0.54) (0.30-0.47) (2.7-4.9) 

Troncular ~ 2.1 0.90 6,0 
(rat isehiatic nerve) (1.7-2.6) (0.78-1.1) (5.1-7.0) 

The values in brackets represent the P = 0.05 fiducial limits of the 
ECs0's, 

anaes the t ic  ac t iv i ty ,  and  t h a n  procaine,  a mode l  for in- 
f i l t ra t ion  anaes the t ic  ac t iv i ty .  The  resul ts  ob ta ined  in 
cl inical  exper iments  agree  w i t h  these  pharmaco log ica l  
findings. 

The  ortho- N-di isopropylaminoethoxy-  butyrophenone 
was prepared  by  condens ing  the  o -hydroxy-bu ty ro -  
phenone  wi th  the  f l -N-di i sopropylamino-e thylchlor ide  
hydrochlor ide  in an alcoholic m e d i u m  and  in the  presence 
of a base. The  resul t ing p roduc t  is a colourless oil wi th  a 
b.p. of 183-185°C/6-7 Torr .  Analys is :  calc. for ClsH29NO ~ 
C 74 .19~ ,  H 10 .05~ ,  N 4.81%. F o u n d  C 74 .45~ ,  H 
9.90%, N 4.52%. 

The  hydrochlor ide  of t he  or tho-N-di isopropylamino-  
e t h o x y - b u t y r o p h e n o n e  (Rec 7-0518) is ob ta ined  as a 
wh i t e  and  b i t t e r  crysta l l ine  powder ,  w i t h  a m.p.  of  129-  
130°C. Analys is :  calc. for  ClsHzoC1NOz C 65.93%, H 
9.22%, C1 i0 .81%,  N 4 . 2 8 % .  F o u n d  C65 ,89%,  H 9.20%, 
C1 10.86o//o, N 4.25%. 

Table II. Intraperitoneal and subcutaneous LD60's 

Route Ree 7-0518 Cocaine Procaine 
mg/kg mg/kg mg]kg 

i.p. 102 (96-I08) 79 (75-88) 173 (t56-19~2) 
s.c. 217 (187-252) 81 (57-115) 830 (703-979) 

The values in brackets represent the P = 0.05 fiducial limits of the 
LD~0's. 

Riassunto. Da una  serie di f l-fenossieti lamine aci la te  
s t a t s  se lez ionata  una  nuova  sos tanza  e cio~ l 'o-N-diiso- 
p ropylaminoe toss ibu t i r rofenone ,  che possiede e levate  pro- 
pr ie t~  anes te t iche  locali  di superficie,  per  infi l t razione e 
t roncular i .  Si sono comparu te  le a t t i v i t~  anes te t iche  e la  
tossici tg  det  nuovo  compos to  con quel le  del la  cocaina  e 
del la  procaina.  
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G e w i n n u n g  y o n  Chlorop las ten  ohne  V e r w e n d u n g  
v o n  F l i i s s i~ke i ten  

Bei allen b e k a n n t e n  Methoden,  einzelne Zell- und 
Gewebebes tandte i le  in gr6sseren Mengen zu gewinnen 
(Zell- und Gewebet rennung,  isolat ion of subcel lular  com- 
ponents)  1-4, werden  zur T rennung  Fl t iss igkei ten benutz t .  

D u r c h  diese t r e t en  bei den  zu isol ierenden K o m p o n e n t e n  
unkont ro l l i e rbare  Ver~nderungen  auf  ( E x t r a k t i o n  und  
Ver lagerung  yon  Substanzen,  Schgdigung von  Fe rmen-  
t en  usw.). Es  wurden  daher  Versuche un t e rnommen ,  eine 
T r e n n u n g  ohne Verwendung  v o n  Fl i iss igkei ten zu er- 
zielen. Als Ausgangsmate r ia l  d ienten  dabei  P u l v e r  gefrier-  
ge t rockne te r  pf ianzl icher  und  t ier ischer  Gewebe.  


