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We have p rev ious ly  shown [1] that a cha rac t e r i s t i c  fea ture  common to a s e r i e s  of physiological ly  
active pept ides  is the p r e s e n c e  of the f r agmen t  P r o / V a l - A r g / L y s - G l y - ,  which contains a bas i c  amino 
acid adjacent  to prol ine  or  valine.  The necess i ty  for  a bas ic  amino acid for  the exhibition of the v a s o p r e s -  
so t  and antidiuret ic  act iv i ty  of the neurohypophyseal  ho rmones  was one of the f i r s t  conclusions drawn on 
the bas i s  of a c o m p a r i s o n  of the s t ruc tu re s  and functions of [Arg 8 ]-, [His 8 ]-, and [Leu 8 ] -vasop re s s in s  [2]. 
However,  the value of bas ic i ty  (positive charge) for the exhibition of the functions of  other  peptides of s i m -  
i lar  s t r u c t u r e  such as angiotensin is disputed [3]. The question is of fundamental  impor tance  fo r  the e luci-  
dation of the m e c h a n i s m  of the action of these  compounds.  The low act ivi ty  of analogs of vasop res s in  with 
histidine, leucine, and fo rmyl lys ine  [4] can be  explained by s te r ic  f ac to r s  r a t h e r  than by the absence  of a 
pos i t ive  charge .  For  a fu r the r  study of this question, we have synthesized an analog of v a s o p r e s s i n  with 
glutamine in posi t ion 8. The l a te ra l  functional group of glutamine d i f fers  s t e r i ca l ly  only very  slightly f r o m  
that of ornithine, but at the same  t ime at  physiological  pH values  it is p rac t ica l ly  f r e e  f r o m  posi t ive  charge .  

The study of the biological  p r o p e r t i e s  of  [8 -g lu tamine ] -vasopress in  (glumipressin)  (I) is, m o r e o v e r ,  
of g r e a t  i n t e re s t  because  this subs tance  is a poss ib le  product  of the molecu la r  evolution of the neurohypo-  
physea l  ho rmones  [5]. 

According to p r e l i m i n a r y  r e su l t s  of biological  testing, (I) has  2 MU/mg of v a s o p r e s s o r  activity,  i.e., 
it is 180 t imes  l e s s  act ive  than [8 -orn i th ine] -vasopress in  [6]. Thus, the necess i ty  fo r  a pos i t ive  cha rge  in 
posi t ion 8 to ensure  the high p r e s s o r  act ivi ty of vasopres s in  is confirmed.  

We obtained the p ro tec ted  nonapeptide Tos -Cys  - (Bzl) - T y r -  P h e -  G l n -  A s n -  Cys - (Bzl ) -Pro  - G i n  - 
Gly-NH 2 (II) by the azide method, coupling the appropr ia t e  tosylhexapeptide [7] with the amide  of p ro ly l -  
g lu tamyl-g lyc ine  [8]; composi t ion C66HslN13015S 3 • 2H20, yield 67%, mp 207-210° C ( d i m e t h y l f o r m a m i d e -  
water) ,  [ ~ ] ~ -  9.8 ° (c 1; d imethyl formamide) ,  R f  0.66 [ th in- layer  chromatography  on p la tes  of the Silufol 
type in s y s t e m  1) b u t a n - l - o l - a c e t i c  a c i d - w a t e r  ( 4 : 1 : 1 ) ]  and 0.72 [ sys tem 2) p r o p a n - 2 - o l - 2 5 %  aqueous 
ammonia  (7 : 3)]. 

After  the split t ing off of the proteOtive groups  f r o m  the nonapeptide (II) with sodium in liquid a m m o -  
nia, oxidation of the produc t  with a tmospher i c  oxygen at pH 6.9, and purif icat ion on Sephadex G-15, f i r s t  
with 50% and then with 0.2 N acet ic  acid, a chromatograph ica l ly  and e lec t rophore t ica l ly  pure  p repara t ion  
of (I) was obtained: C~H61Nl2013 S 2 • C2H40 2 ' H20, [~]~ - 43.6 ° (c 0.39; 0.5 N acet ic  acid); Rf  0.15 (1), 0.60 
(2); E Gly 0.6; E His 0.4 (e lec t rolyte  1 N acetic acid, pH 2.4, potential  d i f ference 50 V/cm,  1.5 h). 

Amino-ac id  composi t ion:  cyst ine 1.06, ty ros  ine 0.92,phenylalanine 1.00, g lutamic acid 2.15, aspar t ic  
acid 1.11, pro l ine  0.82, and glycine 1.00. 

The pharmaco log ica l  tes ts  were  p e r f o r m e d  by Z. P. Aune, and the amino acid composi t ion of the new 
compound was de te rmined  by R. F. Pla tnie tse .  
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