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A New Cardioselective ~-Adrenoceptor Blocking 

During the  last  few years we have  sought  fi-adrenocep- 
tor  blocking agents  wi th  cardioselect ive propert ies  which 
would be of value  clinically in the managemen t  of angina 
pectoris  and cardiac a r rhy thmias  whilst  hav ing  a low 
tendency to increase bronchospasm and cont r ibut ing  to 
the control  of a r rhy thmia .  We  first  examined  the  possibi- 
l i ty  of conferr ing se lec t iv i ty  on convent ional  E-blocking 
agents by incorpora t ing  the  usual  hydroxyisopropyl -ami-  
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proper 'des and in increasing the  ref rac tory  period of 
isolated rabbi t  atria.  M &B 17803A is an act ive  fi-adreno- 
ceptor  blocking agent  in man~, L 

Full  reports  of the  chemis t ry  and pharmacology  of this 
compound  and its analogues will be presented later. 

Zusammen/assung. Es wird die Synthese des cardio- 
spezifisch f i -adrenozeptorblockierenden (RS-l- (2-acetyl-  
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no-propoxy side-chain into heterocycl ic  systems such as 
hexahydropyr ido-benzodioxans  1,1 benzoxazepines  22 or 
benzoxazocines 33. Ex tens ion  of this work  led us to 
prepare  a series of oximes of general  s t ructure  4 in which 
vascular  or cardiac specifici ty could be enhanced by  
appropr ia te  subst i tuents .  We now wish to repor t  t ha t  a 
ketone der ived f rom this series, RS- l - (2-ace ty l -4-n-buty-  
ramidophenoxy)-2-hydroxy-  3- isopropylaminopropane hy-  
drochloride 5 (M&B 17803A), possesses marked  cardio- 
select ive/~-adrenoceptor  blocking properties.  

The  compound  has been prepared  by  the  fol lowing 
route. Fries rea r rangement  of 4 -n -bu tyramidophenyl  
aceta te  tl to 2-acety l -4-n-butyramidophenoI  7 followed by  
t r e a t m e n t  wi th  epichlorhydr in  afforded the  epoxide 8. 
T r e a t m e n t  wi th  i sopropylamine  gave RS- l - (2-ace ty l -4-  
n -bu ty ramidophenoxy)  - 2-hydroxy-3- isopropylaminopro-  
pane, m.p. 129-130 ~ The hydrochloride,  1VI&B 17803A, 
has m.p. 143-144~ analysis for ClsH2sN204.HCL. Calcu- 
la ted:  C, 58.0; t-I, 7.8; N, 7.5: Found :  C, 57.9; H, 7.9; 
N, 7.2%, ~'maxEtOH 236 nm (log = 4.39), 332 nm (log = 3.40). 

Pharmacologica l  studies in exper imenta l  animals  4,5 
indicate  t ha t  M &B 17803 A is a cardioselect ive fl-adreno- 
ceptor  blocking agent  wi th  po tency  comparable  to t h a t  
of practolol .  I t  differs from the  la t ter  drug and resembles 
propranolol  in possessing signif icant  local anaesthet ic  

4-n-butyramidophenoxy)-2-oxy-  3- isopropylaminopropan 
hydrochlor ids  beschrieben. 
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