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i introduction:

1av1ng ﬁhe'propertlesiof uterat_ lﬂhlbitﬁrﬁ mf

' .axyteuin coult flné usa 1n the allnlcal piaCflte as touelytics 1n he caqe :

:_.:be ablc to blouk dlrth actxnu of oxytuemn Dn myametrlal EBHtTdLﬁlGﬁS JS L

111 as tc prevent prastagl nd;n release by axytocln stzmulated uterus 4
"Frnm the structural featurcb 1ead1ng ta the nytoc1n 1ﬁh1b1turs in the 1n'
'_,iv1vu uterotonza test we “can name the followlng i _f S L
fl;l} D1u1hy1atlan of cystelne - carbon in p051'ian ! (Lh1s modlflcatlun 1nff
Tcthe case uf W, methyl grmups and mmiecule without prlmar} amings- group 1a:.'=

"nct 5uff1c1ent far 1nh1b1t0rv actlon j

ST Chsnge af con£1gurat10n of - am:nn ac1d in pDSltlUH cunnentc_ W1th tbe}357

'ﬁllpophlli“atlon of tvr031ne nulety bV bubstltUtlun the GH proup hv a more “'JQ

_”'{aj AlleathH of tyrnszne hydroxyl, whth agaLn ﬂh 31nnle nﬂb&tluﬂtlﬂn ._
N ”dcas_not 1ead to the 1n VlVD actlﬂg 1nh1b1tor but whlch can str;klngly

s _'ase the 1nh1bltory pronert1es af the anaiogue as weil as acylatlen
'f_the amlno—greup 1n pﬁsztlon 1 [fer rexlew 5BE " ) '_ﬂ ER :
_; Further madlflcatxcns 1Eudlﬂg ta-tha 1narcase of 1nh1b1t0rv_act1x1ﬁ1es ':f
- uf‘an lugues are e substltutlun of threonzne zor glutﬂmlne, da1ydruyrm11nef; :

s P
- for §r011ne anﬁ basxc amino acmé fcr Eauclne {for revmew see

_ 1he deafiC;LlUn whlch WE have found6 extrumely useful 1n tae dQSILﬂ mf '
'fflnhzbltors w1th D-gming acid in; nusxtlwn z ané whlch hhs nat been' tc:ted
: 73up to 1ok 1n camblnatzons with Uther s ructurdl fedtures glven above s

zfﬂfcarba subst;tutlon of dlsulflde brldge ; ‘his qabstltutlan has St?lhlﬂg
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1n§1u nca cn the agunlst1

" Resul s .and Diécussiun_

We have prcgared twq analogues {1 and II) cuntalnlng i DSItlQH 1 the o

' dean nupen1c1llam1ne resmdue an& caTba 6 mndzflcation mf. 128 brldge,
Cﬂs‘\;  S o
PP Skt _:_-C“z Ty e e
RS T e ey

icu —ca Tyr(x} Ile Gln—Asx ﬂHéCHmCO—ProeLéﬁQGIYENH

E:The flrst (I) dlffers fram [l'penla 1lam1r }deamlnc QR}TQCIB Uni} hy Lhe

exchange of methylene fﬂr sulfur ai i the, second 1n addltlﬂn contalns D met -

o hyl tyroslne 1n pUSltlﬂn 2 For thiir: synthesls we havm chosen the stepwzse

'_elongatlon Gf the peptlde chaln u51ng Nps protectang grouv and ﬂCth& osterh

S for the cnup11ng reactlmn Fhe crltlcal step Jn the syntL5515 was the pre-f'

:‘paratlon of i suxtably delfled thDCYStLLnG derlvallve V, which 15 shnwn

'”.1"an scheme‘ :

‘..'.:.: ) - ]2
(O OG0

;) MM/NH3

Hcyz

,:pnuﬁd III, 1t was necessary to use selectlve hydr01y51s of dlestel_-_~

: h&Ve performed the cleavage af Nps +Toup clthcr 1n presenta af meraaptcethﬂ*_.

" nml 9r by the’ thlosemlcarbazlée hyclochlorldcil tn mvercomu he aplxttlng B

=ffof the 5= alkyl groug. Cvcilzatlon st perfarmed by means cE aCtlbﬁ este*

‘1

fﬁaccurdlng t0 hrojldio et al _?, and the product was purlflﬂd by revgrse ; 

ifi_phhse HPLS

_ o The results ai blologlcal Lests are glven 1n Tabze I As c 111 he seeﬂ, w
-“jln cnmparlson w1th [Pen ]dni, analogus I has a very high degree ef 1t5 awn
_ uterot0n1L aCthJKY in v1vu and ‘Thas ver} weak 1nh1bztnry 1ct1v1ty in. the

" pressor test On:the. nthe1 hand analugue 1T is OﬂG of the most putent'lnw”

"h1h1torc of Qx»toc;n uterotanlc actxv1t} 1n v1vn, duﬁCTlhed up to” now

Cas




' STRUCTURAL AND GONFORM “igNAL GOM SIDERATIONS: OXYTOCIN. '

_ .Tahle I' _ _ : g S _ :
'futErctcnlc (UT] galactogoglc (CA], antidluretl_ [AD] and.pr!ysnr {Bp}
g ?a;ues.zn:¥

act1v1t1es of p?epared anala&uea determmned 1n rats (T

ot wr
“inivive in V1tro T

Cé@pﬁﬂﬁd? i

450 450 _
'faCOT'e' Gl aren : Loz
Cwenllaor o pAD (714 Agonis
gpenlgqyr(Me] jéOT":t“{a 86] '"{?§?§i  L 16:94)

 11 o ?; {,.3_ ;{7 LJJ '3'58§43)'

]OT axvtoc1n, dGT deamxnnoxytubln, dCD 6 deamznu - carb” a%yt0c1n-,

':b)partlal agsnlst i jlnacthE ap tc 2%:.07 mg

: The hlgh utﬁrotunlc atthlty uf ccmpnnn& I caﬂ be explalned an the n351s -
 0£ Hruby g V1ew on the lmpcrtance of Tl”ldlz&thﬂ of the muleculc for the"’-.*
;‘1nh1b1t0ry act1V1tv af ﬂnalﬁguﬁis? as t1e cu -S grnup has K substantldllv ;
',hlgher dagree of mub1§1ty than tﬁe S 5 grmup ;g. In Lhe case UF analegue 1
:ﬂexther the camblndtlan Uf dlmcthwl gruup in OSltlﬁn 1 w1th 0- methyltvrosmne”
_"1n p051t10n 2 leads to the 1ncre sed rlggdity or fhc ellminatsmn of . free _
:]:OH grcup {part af the actlve s1te of oxytu;1n14} From tyros:ne connectad .
:..W1th the: 1ncredsed 1zpnph111C1ty'of the ana lngue s suff1c1enf Cor thv 1nh1— %
-_1b1tnry actlvlty Gf the resultlng mﬂlacuie (the Teason - couid prsv1de alwu -
L an expl natlon of the lnhzbltora actlety oi the P- amlnm &61d in pGSLTlGﬂ _ﬂ

contalnlng anzlugues ]
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