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Introduction

Recently carba ana.logues of' oxytocin found use in both vete

rinary and human medicine. [ 2-0-l-1ethyl tyrosine] deamj.no-cj,_

_carba.-oxytocin (CARBETOCIN) has been introduced into veteri

nary therapy as QxytociCUlli with protracted activity and

[2_p_ethy1.Pheny1.a1.anine]deamino_6_carbe_oxytocin (NACARTOCIN)

is being clinically tested as salureticum.

The purpose of the present study is to f'ind an ea.ay method of

without significant side reactions which would

enable to prepare even large quanti ties of' analogues of' neuro

hypophysea.1 hormones.

Results

The method is exemplified by the following procedure: The so

lution of Nps-Tyr(Me)-I1.e-G1.n-Asn-Cys(C
3H6COOH)-Pro-Leu-G1.y

(1.7.4 g; pure by chromatography) was treated with 50 ml.
2M_Hel in. ether. After 15 min standing at room temperature

hydrochloride of' the octapeptide amide was precipi tia.t e'd

ether, dried and dissolved in the mixture of' D~WA (240

and dioxane (1.50 ml.). The coo1.ed (OoC) so~ution was
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In the above way lie-prepared the following carba ana.logues:

deamino-l_carba._oxytocin, [2_0_methyl tyrosine] deantino-l

-carba.-oxytocin, deamino_6_carba-oxytocin, [2-p-ethylPhenyl_

alanine]deamino-6-carba-oxytocin, all in 20-25% yield of

HPLC pure products. The procedure is represented by the fOl

lowing scheme:
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Discussion

With the various types of peptides different cyclization

methods wer-e used for closing the carba. bridge (see e.g. 1-3).

The most conunonly used a.o t Lve ester method lii tIt the active

ester prepared from properly substituted aryl sulphite suffers

from difficult±es oonnected with the preparation of the par

ticular sulphite the stability of which is also limited. The

sp1thes~§ of the active ester is time consuming. The most

serious side r-eec ef.on a.ccompanying the cycLd aa.t.Lcn with

p-nitro- or 2, l~,5-trichlorophenylestersin pyridine at eleva-



temperature is the one Lea.dd.ng; to products of' higher mo

lecular lieight .. Anotherd~sadvantage of the mentioned methods

consists,'in the necessity to remove the protecting group after

the synthesis of the active ester (often a discomforting r'ea-.

ture). W~ :found it possible to prepare the N_hydroxybenzotri_

a.zole antive as ter in situ wi th DCCI from a. peptide protected

only byprotona,tion.. Cycliza.tion proceeds a.Lrno e b instantane

ously af'ter liberation of' the amino group by pouring the solu

tion of' the a.ctive ester sa.lt into a,lIta,line medium where the

intramoleclllarly cyclized product is predominantly formed.

The reaction is fa.st enough even a.t room tempera.ture .. There

we.s found no transesterii'ica.tion in methanol (on comparison

by HPLC with an authentic sample of the corresponding linear

peptide methyl ester). Trials were done also with other sol

vents (acetonitrile, tert-butanol J pyridine, isopropanol,

DNFA) •

Sui'ficiently high r-eao ef.on rate enables the rea.ction to be

performed without risk in a. small volume compared with other

methods of' cycLj.aa.tLon, The described procedure wa.s tested

on oycLf.aa.t.Lon of both ema.Lj, (30 mg ] and big (26 g) ba.tiche e ,
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