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The amide of prolyl leucylglycine,  a t r ipept ide with sequence 7-9 of the hypophyseal  hormone oxytocin, 
is a key s t a r t ing  m a t e r i a l  in the synthesis  of oxytocin beth by the ac t i va t ed -e s t e r  method and by the method 
of f r agmen t  condensation.  However,  the methods that have been descr ibed  [1, 2] for obtaining the c o r r e -  
sponding pro tec ted  t r ipept ide  amide using the benzyloxycarbonyl  protect ion of the amino group are  not ab-  
solutely convenient  for  t rea t ing  l a rge  amounts of m a t e r i a l s .  F u r t h e r m o r e ,  we have obse rved  a poor r e -  
producibil i ty of the yields in the s tages  of obtaining the pro tec ted  di-  and t r ipept ides ,  which were  difficult 
to pur i fy  [1-3]. 

The sequence of reac t ions  that we propose  enables the in te rmedia te  peptides to be obtained with con-  
s tant  high yields and high pur i ty .  During the synthes is ,  the carboxy  group of glycine is p ro tec ted  by the 
format ion  of the sodium salt ,  and benzyloxycarbonyl leucine and benzyloxycarbonylprol ine  a re  used in the 
condensation in the fo rm of the p-ni t rophenyl  e s t e r s .  The subsequent  convers ion  of the carboxy  group of 
the benzyloxycarbonyl  t r ipept ide  into an amide group is p e r f o r m e d  by the succes s ive  action of d iazometh-  
ane and ethanolic ammonia .  The amide group can also be introduced with the aid of ethyl ch lo ro fo rmate  
and ammonia  or via the p-ni t rophenyl  e s t e r  of the t r ipept ide .  

The reac t ion  for  a day at  20°C of 6.4 g of the p-ni t rophenyl  e s t e r  of benzyloxycarbenyl leucine  and 
1.35 g of glycine in aqueous dioxane in the p resence  of 16.5 ml of 1 N NaOH followed by acidification of the 
react ion mix ture  and ex t rac t ion  of the prec ip i ta ted  oil with ethyl acetate  gave 4.95 g (94%) of benzyloxy-  
carbonyl leucylglycine (I) with mp 117-118°C (reprecipi ta t ion f rom ethyl acetate  with hexane). According 
to the l i t e ra tu re  [4], mp 115°C. 

Substance (I) (2.3 g) was hydrogenated in aqueous ethanol in the p r e sence  of pal ladium on carbon,  the 
resul t ing leucylglycine was dissolved in d imethy l fo rmamide ,  and then 1 ml of t r ie thylamine  was added, 
followed by 2.96 g of the p-ni t rophenyl  e s t e r  of benzyloxycarbonylprol ine .  After  a day, the reac t ion  mix-  
ture  was washed by decantation with a mix tu re  of e ther  and hexane (1 : 1) and was diluted with water ;  the 
oil that s epa ra t ed  out c rys t a l l i zed  on standing.  This gave 2.14 g (74%) of benzyloxycarbonylpro ly l leucyl -  
glycine (II) with mp 162-163°C. According to the l i t e ra tu re  [1], mp 163.5-164°C. 

A solution of 1.65 g of subs tance  (II) in methanol  was t r ea ted  with ar~ e therea l  solution of d iazometh-  
ane, the mix ture  was evaporated,  and the res idue  was t rea ted  with a solution of ammonia  in methanol .  After  
a day, the methanol  was dist i l led off and the res idue  was c rys ta l l i zed  f rom a mix tu re  of ethyl acetate  and 
e ther ,  giving 1.42 g (86~c) of the amide of benzyloxycarbonylprolyl leucylglycine  (III) with mp 161-162.5°C. 
According to the l i t e ra tu re  [1], mp 163-163.5°C. The total  yield of the t r ipept ide amide (III), calculated on 
the act ivated e s t e r  of benzy loxycarbonyl leuc ine ,  was  60%. 
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