0029 579 Pol ypeptides, processes for thei.r production, phar maceut i cal
conpositions conprising said ( pol ypeptides and their use The present °

i nvegt-hon provi des novel polypeptides, processes for their production,
phar utical conpositions conprising said polypeptides and their use as
phar eutically active agents. Mire particularly the present I nvention

provi des a pol ypept ide of forrmula 10929579 A

ﬂ—I)Z- - Yl_ Polypeptndes £§o§g}L§5¥or Lhew%@ii MW j\l comp&sstloiri comﬁnﬁlr‘g sé'?

I
phenyl al kyl ar aage of formicar ereb 1) Ris h dro en

nt i el pgly for their produc; ace cal
%l_ EKLnngl%a%??qulons 'ﬁﬁ’@ yav gl”?@id%ﬁaand pgj usF a‘s y}g}g Lg:au:: ity ;%?ve Pen
I s

NH2. OH, C1-3 aeky a C -3 al no>?y the resi due gfmlé natural a-am no
acid otker than defi ned un r a)cwpswe, or on €Wy espondi ng D-am no aci d,
or c) a dipeptide residue mlbh C I.n -2%;; gm no aci d e,3| dues are
the same or different and 20 AMe*Ed%: & f"ro THSSe defined dnber a)

and/ or b) above, the a-am gropp of »ami gosaci dg resi dues a) and b) and the
N_-termnal am no group of di peptide resi dues c) bei ng optional |y nono- or

di - , 2 Afhetef alky i s h %Z,'O' gen (ér ! ‘g‘ﬁ' or C7-10 .

phenyl al kyl @ﬁéﬁj -Phe- optionally

ri ng- subst i tu? ‘ " [ {1% %kaB al kyI andi or C, .3 al koxy,
1C 1S a)ldn-L-@r D—:(ha)vlaTarrpre raemduecupad:dayy énig-dlbstirdtid by F.el, Brneio o N}, ORal|_y

benzene- r iatkyl andles (G, £, atkouy b?/ F. d. Br, N»2., H al k%ll andor C 3 -

al koxy D i @A}E‘ 'eﬁ'p‘fﬁ fraafual acamipg,asid gher than dafingd ypder glabpye oref pgrtesronding

al kyl at ed, é)% |§%tl&@§kﬂ&@n@hlﬁ thétinbiliadal Eﬁun@%xﬂ%sﬁﬁé&r@ﬁha@hm@or different and

corr espmdmneaeamomnaamdﬁneaah& BEshd/beB) db6Vellfe apimitt HbUpyof @inindlatia tesigLiestad d,

F is a gr eopbbénd mprmtqa_mmmo 9rek{ GRFipeplid® fesidues c) being optionalignepo- or di-C,_;, X

Ikyigted.
\|/Q\Ihe|r gl Ey?fogeg %Pyd gen or, A|s b s§ 1k en lk Isg F(l: .1.% pheny::lkle‘J
’ e OX'
physi ol ggi cal &y ARGEPs °aﬁr s A:-ﬁl amhvaﬁaab&mh W uasieaé-nn&:bi:&uéa
hydr ogen, be,F Cl. @rkyd,, Nﬁb@wlc QralkWandbOCpJ;emyiyal kyl, ‘R is hydrogen, C,.3
al kyl or, vvheﬂ H’R?-thgmip eedfe - '&-r“eﬂwtaWIaﬂd Qptigpally %‘eug.afaiwwﬁm a -CH R1) -
40 l.o g @ﬁefﬁf agewzﬂ)' 2:ap 357 o CLAGYTSSR a5 AcdeHhickieqigfe bern

substltgben B Fhe ar- carbon atomof .a patural a- no acid and
/ RX|sagroup of foernmula -COOR, -CH2OR2 or - Oy erein 45\ R,
R and R2 have b%&sw&&ﬁsaw&eanawﬁoaR_twdrogen-w-ﬁ—al kiytiereannd
SO - R, is hydrogen, C, 3 alkyl pheny1 or C \.,, phenylalkyl, the group
-CH(R ) ;X having the D- or. L- conflguratlon and YRsand Y2 are each
hydrogen or tg gthh%gg,e&r@semwa direct bond, whereby the residues in the

1- and 6- posi R} .emycﬁag“eh or G DEILE OR b lpyyshwgaaltyhecdptaberpri;)suaegléangwcmlyseme ested h
the proviso tRats hizdrogerd Can auwl o v|e:fr€e_,5 ewendelkd. are present at the 1- and

6- t 4 i "V el 1a ordmhv 8 Re)—1Xa
thg°ggl 'yggonb?Bg ’°%°§srrir‘;‘§’§ am.,, g{%&r’ '%Pfeaﬁn‘g%e%ggewﬂe I S0 s

t hereof . are pre erre . 1o phenylalkyl especial ly phenethyl. or
a group of fornula RCO Preferably A is 'a group of /f’orrrula RCO. 60

1. 1. Pref er abKys R grapQf formulal +£P0Br ~H.08; phenyPaiNqy| . whesgiecial Iy C., 1_
phenyl alkyl, nore especially phenethyl, or RCO has \bRe nmeani ngs a), b) or

c).

R, and R, have the meanings given above,
R is hydrogen or C,_, alkyl and
50 R is hydrogen, C, alkyl phenyl or C,_, phenylalkyl, the group —CH(R¢}—X having the D- or L-
conflguratnon and
Y, and Y, are each hydrogen or together reprasent a direct bond, whereby the residues in the 1-
and 6- posmon each independently have the L- or D-configuration, with the proviso that D- and/or L-
cvsteine residues are present at the 1- and 6-positions only, as well as the salt forms and complexes
ss5 thereof. In the polypeptides of formula i, the following significances or combinations thereof are
preferred:

1. Ais C, ,o phenylalkyl, especially phenethyl. or a group of formula RCO. Preferably A is a group
of formula RCO.
60 1.1. Preferably R is C,_,, alkyl or C,_,, phenylaikyl. especially C,_,, phenylalkyl, more especially
phenethyl, or
RCO has the meanmgs a), b) or c).




2 0029 579 1.2. Wien RCO has the neanings a), b) or cl, the a-amno . A
group of amno acid residues a) and b) and the N-terntnal -am no group of
dizgpeptide residues c) is preferably 5@7? g at ed or mono-C, -2 ail kyl at ed
especially -. - aIk Iated nore especi a -neth Iated I\/bst referably t-he

N&erminal i “xh 6 ghe "PP""'"QS a’ g ] Sodg:gﬂ hi s
is prefera %FLF ] éﬁ oﬁv oBRG)-+
nmono- N-C, . %é' ?:e %E é'v %b?e pr era pé # "‘eg"zfg Stp a '5?’1‘??1%‘
resi due- gr an 3. wWhedREO hss the ,meahnkg'h))thiaheﬂyfe&bam')rua U- @8 DdsuenylaMaBrE or -tyrosine |
pr ef er abl-y residusioptianally mérerN:Cal,atkyliated.Mor®prefe aﬁlv a)) lsdnk.ybr)n mevlglmdeaemdneor an
T esi due, es'-petq"a‘r(F- -a'kolqme\f%rmeawme Mgst IPDEf FnaloalHMé, s alkyl)
re ba
drhihé hdin

resi due. 1. eAy?e R N"L" NeEs
pref er abl%; rLJ:«RBPB ﬁ%ﬁgﬁ\e‘ me§c cﬁa cgn gef'n resi uel §ph¢i§ePrefs rred

resi-dues hawicing résidaysl Emee.bm havikl h-édr orcoeﬁggran .euﬁd mere ed'tﬂrés c) aeuﬁdeaﬁue
resi dues, saswuxes evswldcjetbelrruiwm amrr@a_cnd reﬂdt@s erenhe gﬁmeastflddhrenam a0y exlegted ddm
resi dues c}thegece ‘g éh??? e n cp t # % gmino acid .
resi dues 9re t 38 ﬁ‘p}"ﬂ?’aw ht °a{h7:?"'3?€ §§'T°8'8 f"?%?rﬁsh%Se def i ned
under a') and .sajmv.g- 1.5. Most .preferably RCO has the neaning a),
_especi al I Yy t he4n® dsniLpg s-MelLys- od Bys(e-MeR, edpedidly -ljae- 3. C is - (D) Trp- 4. Dis
-Lys-, -MeLys- 50F is-thy essiuapf) a natumghewmific] apid. E%l’sc'a"V&Th'E is the resi due of a
natural g;am no acid, especiall y. Thr-n 20"

R3 R3 6. Flsagroupof forn FﬁCO_N
especially a g qup, JOJfrfbﬂrm - CepNNR4. especellya roup of formula—CO—N_
CH(Rs)-X 25 (in WEI g:ogase R3a H. or GHS) l th g‘Imatterr (l:‘aase t he™qoi ety
-CH R, )-X preferably has the L- conflgﬂnatlon 6.1. R3is preferabpy(ﬁ)—x

7 0560 e S IR T A ol S Ry By
é&ﬂﬁ Fa‘n

- CH20H, CH{ spl.-mmwdrdganbenzyl or- RS is -(CH2)-OH or -4CH2)3--CH.
It is especial b QHﬂ'Hsobst!t ig-to th a3Brbon atof. b a ridtura apinefaemahtd.yffarngnaoup :
of . f or mul%- Hzﬁf O_Q’(Erz _ﬁ hg m—%y_%@m 'ﬂﬁ_butﬂmr BeraviRr Rgis
preferably T AT Thisgpes r ¢ el ow.. Mbst

preferably it is hydrogen 7. As the residue of a physiologically |
accept abl e, physi ol ogi cally hydrolysabl e est of Is preferably HCO C2.12
al kyl car bsnyl ,6.3*X is- pr@erpbienmhlojlfqr@plbmmw\benzoyl . 8. Preferably the

L

residues in the 1- -and 6-positions have the onfiguration 9. Preferably
Y, and YV together represent a direct bond A gr’oup of conpounds in

.accor dance d5—g,-LoH, epdciaesH toriiilad SHP-ODK DMAtA @Ba&af&fam@ @Wd?bﬂeﬁ of hahSchél Aiariayd

Q.

above mhemegivtn/hnds?h (Muost preferablyait kyivdroﬁi?r henyl al k - or a group of
formul a RCO-, A A$ s!hih é&ﬁ a PI'VP'Q'OQPNV b@' P sgppqg F"V E!’M?UQ)PS‘GI R, is
phenyl al kylp"EfF ‘étl mf’ﬂ% % optjonal I'y

mono-ri ng- subs oget m @AORXJ in @k cogané‘e

al koxy, o With ihba‘vaﬁmhdwpwneﬁ-daabmoahurar asmé”ﬂ,aecﬁeu o Ghlvei than def i ned
under a) aboveAds hwogancibrsra!lerp@add prgnyl@kod 0T A@rauo| otiforilnhle R&AnO group of

am no acid resﬁdﬁé"s‘! 8 ° IO?D EE' bﬁéﬁr‘} OEt [ onal |I m mono-C, . alkyl ated. R3 55
-P

I Fis agr OUpR is a anine 1ally oNing-substntuted by F. C] Br, NO
- 50 OH, C, atkylor C,_, alkoxy, or ~ ~~~~~~~ R2 is ydrogén 60
R. S hydr Ogenb)ahe fesid@ oﬂak‘ptural Ramir® doylchth!gtMn defi n@l_ur@leaé) laiydve @nof a corresponding .
: -amino acid, the amino group of amino acrd resrdues a) and b) being optionally mono-C,_, alkylated,

N - o : R,
s -/
R -__F |s a group of formula —COOR —CH,OR or —CO—N

' R4 .
_ : R is hydrogen - -
&0 f-‘(3 is hydrogen or C, -a alkvl
- ‘R, is hydrogen or C,_, alkyl and '
Y, and Y together represent a dnrect bond as well as the acid addmon salts and complexes
thereof
The polypeptrdes of the invention may exrst in salt form or in the form of complexes thereof Acid
65 addition salts may be formed with e.g. organic acids, polymeric acids and inorganic acids. Such acid

3 .



YV a',rid, Y2 together represent a direct bond; as well as the acid addition. -«

P Y

s and conpl exes thereof. The pol ypeptides of the invention may exist in
Y. ‘ormor in the formof .cO ereof. Acid 65 addition salts may . -
boNLS Lz r e o

r med vvrtheg organi ¢ ac ric acids and ingrganic aci ds.
Such asdditiod salt fddd& thclmdde.g.0té hydrsthivades ahd ecusatésn By tuhiplexegjare ttd1Be understood

“hydr oc brepountisf kegwh typse foamessfronBronpenpsseot éxsmulp on addition gtinerpanicwbisteansesou nds ™~

of knoff: ngrBRnic $aliF Op Bydrexisiat sush 98 GATA A S0+ R0Werqn 3gditige; of PNReriG PrEaRiE gani ¢

subs{ afEq ﬁhge IR S orSlds'S RbcelNEl B bR P Soniaindd AebordhigSs! { S-
| and/%ruﬁrhvaﬁt T &21 t&p p?fé%yqn;mg ' @r&heﬁ’tofpep:d-glaﬁe?ﬂ&g%?nt
i Nnvent by bbvidus @hgmiical |edmhleatsph€rsﬁsfbr Bxampleltsy zpmoehssbmmnsinﬁ t he conpounds
accor d| n at oantcheg iat Veastt ane rprotﬂihles @royp rﬁpmmurstenuy Pb'&!pﬂﬂ'@ﬁjbﬁ!@d the /sequence ds
knovvn

oo, DR &r%ﬁ B G e SR

prot erﬂo&GteG loP Ukprote&168 polypeptide .dacam\rh rfamhdae i® esw.acu:awr wdi cat ed
in for nadessary, carging out fypcess slkpn toget her by an am de.bond. two-pepti.de

units, eachcesvertipg @ fu B‘Pﬂah fﬁ'éP t ’IF eﬁgﬁu ted Rolypentide havinacthe ol '
[ esi ﬁugm{;gr b;'tgrcggf gq?gg TSUpE EuRy N PR APHBch t hat -
a prot eaomns.m ses. tcﬁsln mrénhe SRR Bach Mgirégahas in
f or-mul prolide & solqihbﬁdmdomﬁ | whe rdhet,esﬂalr,ngeﬂﬁr ary raruyembbnq) Aot @Béh BGEpda) ; C)

conver eanm m#eﬁmeptma!hu pmm&wn@ra galtgiporm oneamniaxttheteads . unpr ot ect ed

a arri s d d
g?l gegc anlyl;:g U%%’m@ Y ‘Eﬁ[‘ gowm'%}&? enﬁss?s nﬁﬁgﬁ.%d : g_ﬁ{j, NI_ f
necessa-royvnqarﬂieyérﬂg out process step a ) oxi di si-ng a strar ght chain
poI ypept i d‘be wblypaptides| of thewireantiom as{\weétm# thE!r enherrrtaaemc let sltprapdi de a
pol yﬂe%" "htbtsr' har,m G'FP'YWP o "‘& 'és ar j@nd, and
S EREC A SR R A S
conpl exdnt.h&ae tva glogan erEdi @€s8§§nmhg a@l&aﬁl@éﬁ) . The rdts & _

anal ogadtapitstedd stdnmtﬁmeMstdeac thelbisd isn:olldeﬁdaﬁcmmnwengeaxm

| nso¥oaby anOtme'u wilCt | oun of the st arretl ng:. materials- | s not partt [ cuI arI
descri 9 sorders W an a [o] GO |sm ora ?ted w SSV%PI‘?j ecretiol EI Ttreqt{“éq
aggr Aosppidted will exc et SR Bg et

accordame%smeh s’ e polypep |nvent| on -
as wel I asxhé lagit rpofy .m.caut laAd chpl&GSQBbaMrlﬁt gakricS ard! Pantreati® Batkdtise Bs €Xhi bi t -

- val uublndvc hammoddrd)gnmdlte & by dccardanas witnithe oathed desaribad inSdand. ¢.Gastroeht
~parti c@l ﬁéreeeqnerg:ttcrﬁwraranwg i agcpipnop with thefillewined e. g.
by depf8 m’@ ,arnaw.ﬂﬁv t@ét vire %hs%o@#t
enpl oyr.dwd sstw,&
adm i oft s edpeatnemamylpm ogagmddme«abt W ahbesieia @fld 100 Qg iehRyastih até | east

4 rat sg ﬁgﬂed d@-sg;;ligggte&q:;g% g!@etldeda pitest carapolbds dre uimdafmmr;adm ntnsstb ation,
t he b| 83 Ci entration
radi o-§ Eé Eﬁém §b§~“§'§ Eﬁmﬁbéﬁ'ﬁ%&“ % 87% mé ses '"B'Pﬁ'm
accogdi ng w@tme QAltsLEnE cbrnpna,taea.ta RIRAR EFNRE in@Earél OIS e Ybdthedt

aet | ol @gyo-mmiial disorderg ffor asvipde iatthCkreatrbednt abuaatEs ultir- gueted-dtdstinal bi€edihg ahd) t he
eat ngqyte pehcrgstitis.cior therabpye qses an, indiceted) idaj is fromyabbiit GRG0 k.gafroropayt| y. The

ol R o T e T

secr gt ki3l 562, 1atoutl o o Whth e v'amﬁmhre fgpe with .
t he nei padimsRadalyosdegiibliecan cor&plexG&&EdifQﬁ@ither@wth%h H pl éanéHdhé&l ek et
al . fodllusdlt@rpamelrmertafoc secret i‘on and in accordance wit h the fol l'owi ng

- met hod_f ofn pgsard "9t ?'i‘é ’t‘ 'P‘@"%‘é‘c gher rovides:| B ar%ﬂ'\@e ‘@20‘3 280 ¢

o gfh;ig;% EJ@E’;&E@E ﬁtoﬁrleo ﬁm’hg a;‘z?‘g;s%;@éyffi ﬂ%it hour% |

prior. mmbettdrsenaﬂuqseangtmmw and aceiregily dal farfusta bea gaspitior p@idteatid crpt,aniimlStor s =
| i gat el thaterarment piesteprintestinaldisordetsisuchag Qastricgiiagr. gestrodnjesting! bleedingand afwte t ed

s. C. W"&tf?‘gﬁ\ 81 avelj ps14)i Rhawacruicsl srempasitiens comprisigptstth RAlvRepides. alie mra

si muf’t STEHEISE Yollowthy: exg’prl &.;Emt, GhfaFos RPin¥e! JH (3128 SalBAHr Lhdofithr ?J Bfe VOI UME .
of gasfoncmznd bBbreviatibrasdrd 6 e aci. concentratl on estimated (titration
with thynol bl'ue). The acr d output ‘is calculated and the percent inhibition.
estimated in relation to untreated controls. 45 ~  The said pol ypepti des,
sal-t¥ and conpl exes are thus further indicated for use in the treatnent of
gastrointestinal disorders. for exanple in:the treatment of gastric ulcer,
gastrointestinal bl eeding and acutedpancreatitis. For the. above uses an

i ndi cated daily dose is fromabout 0.002, e.g. from about :



0. 07, to about 20 ng pol ypepti-de conveniently admi nistered in divided ddse
-2 to 4 tinmes a day in unit dosage or sustained release form Suitable y
dosage forns contain from.about 0.0005, e. g.00298P® about 0.02, to aby

0 ng, of a polypepti, de in accordance w th the invention or equi vaI ent

agpunt of a phar naceO#i cal | y=acceﬁ9P‘éPo?°é’ salt or conplex thereof, together
wrth a solid or liquid pharmaceutical dil uent or carrier thereforNH-l-n g
accordance with the foregoi ng t he present i nvention .further proyfdes: 1) a.
- pol ypeptide in accg %Igjgpe Wi Lh 't hRe laéhéRGine-aiol residug) HO--Cty-eGH, mpound of
formula 1, or a ph eutically acceptable 55 salt. or conplex th . for
use as a pharmaceutical (e.g. for.use as a GH-secretlon i nhi bi-tor 1n the

treatment of disorders with an aetiolo t% %%Fﬂ“ sing or associated with
excess GH secretioeesuch as Ti apBrSVIRT angi opat hy and acronegal y

and for use as- atgaq%él c or p_ancraﬁ&d.ﬁs&mmeidem inhibitor in the treatnent
of .gastro-intestina i sorders such -as gastric. ul cer, gastrointestinal
bl eedi ng and acute geoncreatit#s) QSV%?’W'MT'%har rraceutl cal .conpositions
.conprising said polypeptides, sal 8‘“ Rorrh exes. I n. the foll ow ng
exanpl es all -t enper Bires arein fICr]ZO - values are uncorrect ed.
~The follow ng abbrep(d,gtl ons akte empiya:y:mianza@'amb AcCOH ' =

-acetic acid, NH- 5ar ai ne- di ol residue k2 CH2 .CH * Ap-dil o= -t he
asparg - | Hy HG - cH2C2- H —H¥MHcpoH Boc
tert.-butoxycarbomyl BTFA = boron-tri s- trlfl uor oa(?&"érre DCCI
= - di cycl ohexyl carbodl i m de t .DVF
N, N- di- et hyl for mani ce-dHOBT - = the '9““"°' “NQW&H@WHMW’M&\
- -NHNH2 NH 20 ' o _ cu,on Leu- ol
- t he | euci noks r esi due CH3 CH( CHZ) CH2-CH -6 ~ CH20H MBzl
= p- met hoxybenzwBl p-mathoxybeniy{ hyl 30 MeOH =
rret hanol MePhe C= (N—rret hyl ) - Phe- 36 NEts - =
triethylam ne.. ONP me = mele t r ophenoxy Phe(pF) - =
- p-F-Phs- 40 / NH abhe- ol ' h mpe phenyl al ani nol residue C
CH2-CH -NH--CH(C  MeOH CI—|20H=Ser 'B? a -~ the serinol residue -
- NH- CHCH20H) 2 TFA © 0 on .T(mrfelwm.l:mcetl c acid 50 THF =
tetrahydrof uran NH 3 ol B the threoninol residue.
CH, - CH(OH) - CH CH2GhInNgt, = tmthvla'“b&nzyl oxycar bonyl 60
|  owe = 4-Nitrophenoxy . o
Phe(pF) = . -p-F-Phe ' o
' Phe-ol = the phenylalaninol residue CH:"'CH\
o , S : . .° "CH,0H
« s S -
ée;.og = ' the serinol residue _-;NH—CH(CHzOH)z
-T#A' = trfiuoroacetic acid
“THE = tetrahydrofuran
B - NH—
. 58 Th,-_o|l . tﬁe thr'aoninoi t_esidﬁe._ CH:—CH‘OHM_:H B
' 3 e o " CH,0H

y ' _ =' benzyl&yéarbdri_yl :



0029 579 Exanple 1A A H (D) Phe-Cys-Phe- (D) Trp-Lys-Thr-Cys-Thr-ol 6 =
g/ Boc- | D) Phe- Cys(MBzl - Phe- (D) Tr p- Lys(Boc) - Thr - Cys(MBzl.) - Thr-ol and 6.0
_ L7t hi oani sol are dissolved in 9 M TFA at 00.' The,solution'is cooled to '
-10 and 12 m ca. 2M BTFA in' P2 ¥ %dded with stirring. 'Stifring is- - *
.contlnued for 1 1/2 hours at a tE? {]q pure of -5to.-10 and 50 m.cold - \d
abs.u" (-70) are added. After_a further 5 mn..1 liter abs:. ether and 5 ni
-ca. BN HC in ether arpe(mgbﬁec{:smha-kmﬁrbwﬁm@ys-ﬂi‘r&upreC| pitated product is
.filtered off, washed briefly with ether and the residue to-dissolved -
i meredi at@f guﬂnc-@)ﬁ'eicvew@x'aﬁneﬂmfpcwsis c)-Tmh@sgmzl)ﬁ hraeljand 68dnitof thiganisol 7. 5 by

the & igsp ?‘F'g 'Bé ﬁﬁ"@ﬁ?' i 2‘;‘ ?S’rf°"|1 %l’ﬂ'é 2%"5 h '1‘%8?’!1 an open

ed WI stiftin tirri ntl / tatem er ureo =

VeSS &higabs eOQITH9 @n% feor d Ririror § nint  HoPaba ol baces s, SNMEI O el e ( €. .
= rraaaedmmts)umnihmemlrécip&ata@lpmdceci fiitered off, vhaéhapkhew With &f\erHﬁh thtekiduB e
obtoaldrsealvegmhmbdlvﬂ!v maemmam/ago ﬂrﬁie‘ﬁhe\puouemqstaﬂnd pHFIe—'pS byl theteddiyiampdti | i sed.

. The I HF‘ °§ 9 F'ﬁe ing £t 't°9'“f Gﬁ fdt Etﬁlfled by :
gel ﬂﬁf 3?‘ aining
e . SIsfn ﬁme r@;c g?é[g Slgi%ma 4%5 detﬁ3§ antle |

18D Graadhins [ c tﬁﬁmgtﬂik)d sited)prﬁdueﬂar@&%ﬁcﬁd lyoiﬂhl&es,ttalvteldnlge I&’ﬁi edrh ncmay

obt allfﬂ§°d-4e?§ (ﬁﬂ$m/\§5%"a£°‘2ﬂ s(Boc) - Thr= OVe 20 13.5 nl _chl orof or ni c
aci d P& 8pTNg matadiplpav be.obty chva'f%'sstl rring to 56 g Z-Lys(Boc)-OH in the
f or mypz-L s citrevMeonexyl ani ne salt di ssolved in 1200 nl THi F, precooled to
- 240. St 138 Mchiofoférmmti deidisdbuthi@Etetard bddel @ith &fdriny t6 66 ga-Laé(a&:»-BHwe fark ol d
_sol upf fbnd vcgm laminezsilt dissei®kd H—Tﬂﬁﬁn(WﬂF iprecédé@ tni—-20rStimhglisx@ntimeddda 17 nl -
tri elUnetgl miauies gt o Eéﬁa 240°4 0% Trg it 4 N!?f"‘ﬁ%m‘ I;H'festrfeactlon
i x: AR g ‘E%Z J%zéﬁéf s ?%I % S el on

C O48C @ith reatet/&nynwa 3)%:1en urme & kéarh.éyalo I8RiE al eﬁfb é‘l y | acetate
© ( 1: 1yvashed ottiveithiH,8 cdNbéitria beid) 1d%cm: hmgbam_-a atiGpasé is dt.af@drmﬂo ah _
filtpwperated WQdynesd. wuieldithe ﬁ'ﬂHZG“P@Ni @8 prresin: §°d=—14)‘%cKHGICBMEhd H20 The -
or g?gj EP@%@ dried overe[tl\la2804 ande(jevapor at ed topgr yness, to yield the
tidel € Caywp 0 th_ 6 il ac o%ﬂhlearelééa G L 1ig8 JhBla mPN-nfstfyilmoiphdihE P- OH 30
9.9 g:ll&NRhﬂr—mnil Ehidrbiorniit adiCiedbatyl bdtdrlar: aati&y. TEJoRitlod @ stirded f&r{g nﬁr&ﬁgsm%
N- met—H P anche Mémlmﬂf%ﬁlzcﬁ/\b@) Frp-QH in 301 mIGIM NaQbf awd 1100 na ataloriitiie ididdabd, eSt er ar e
adde g;'ﬁﬁgfe?@l{é upﬁfprlasfu \l&q aya gxgpt?gé%ﬁ y to.Oj_5Than$'ca%l;t;§'l‘X@3§9| ution of
6. 't % Ed and
st %r éshagacmrucmmor £H‘c &a th &San’ahnéa 5\6 {5 ?Ef 00. The
r eactnden vanuiiuthe residugGs Caystialiset chebni itl@petroietie o yadid H“feelﬁi‘ eW!o owat pr and
ext r 433 AR wi-¥hica08alOMRuant i ty of ether. The 35 ageous phase is

adwgg;?gﬁ&,ﬁﬁyﬂg&m e addi tion of 4N H2SO4 and the precipi tate

extract Tih G 58 Ghi MeOH 1 5re Hy 35HnGteB 1SR IrSselBSHGliThE wat er
0 e e O e ook o el 1708 u&&if%ﬂ.e%a B is
cr sﬂu#dlwegmeﬁamheﬁhe! eiD)Trb@Hmd 210 HOBTinl5Q INEDNIF. TheSsolstiGiie dablkd tén p 113C,

The Baacm .Jahd pbefaa TheWWai flﬁ,& ted under
vacuglyant. fraguongd wentaigingl Itlﬁsalsmdmbdngei eblletded Andlev3pdgratéd Bﬁu%r R):Jrﬁl@o CH and _
2 o g'eﬁomt'tlmcowomd BNE".= THelesB8uUn iDMELi s cooled to -15 and 2.1 g DCCl in 1

{?gﬁrgq_g&glocywi t| rring. The solution is stirred for a further 2
days at PHEYSIPAALLYSB6L) FHICNe WU M drb hyRfbobhdhdd 17 BRlohGsemE bf{ @ her (L: 1)
. and tPh&E pard gldtioh auded:w aw&wma; ¢ia.anéroe§§'£we mquaem.E'i. gaaso %aﬁ washed

- wthl«ﬂ&?%ﬂ& c=hdn MeOM% KHCO3 and H20. THe organic phase is dried over

Qfl gp@ﬁ,g@ggm;,p&, The residue i s chromatographed over silica-gel with _'
CH2 O 2T Ry Rt Rlidllby 8B chioffdrin1a8ia B0AUA bStbi e 4da6s HaBigeetloIpRdIFt are
col | ée3emmBETHF m@aca eda:t-ezi)°uTtde:|btaimcu1mnréGsWr&1 for 10 inlite$ Ine, waphaueer fal,

[ak’ygw zﬁgmc rl‘?ﬁ ?ﬁwﬁ%%ﬂfﬁ c?gé%fﬂ o 4:&?$$§%£;§ of Pd/C.
LsiiEa

=-70 1§° @ng 3 poldwpt tlon f lHC god | WisK B[bd\)E:,ThMQQ\AgI THEH® (5:1) are

Z- f9hé ?%} d‘ti w' !'spo e Wrg!f er é}:i?@m ?FQ"ge

pr esgRt&edio té,g,r} j r vacuum
to yle%daedeh& E:dtrEJ:th Wﬁﬁﬂée \ﬁe‘-ieradrfe@ h ya 0y . Th€ ) :

Boc- ¢d5)di ds- QlyiiedvBy chro@htogrBpylover szt Gel fvﬁdhl@NWd%bg(chi 2 m.anc Hihe m@éwenen ¢ aci d
i Bbutyl ester are added to 16 g.Boc-(D)Phe-OH - _ _



mnutes at a tenperature of -150 and a col.d solution of H Cys-(Mzl)-COH
1.5 mM NE. in 400 m THFFH20 (5:1) amﬁémsequently added drop WI se.
The. .reaction.nm xture.is stirred for ca. 2 days at a tenperature of
concentrated FRTRY '” ﬁb‘yﬁ e%i,;pﬁ?{da gﬂmﬁ'bi“’% af‘d Ir?Zmeéﬁ?dn&?f Vﬁ"d’f‘@d‘c\/\n’"ﬁ'ﬂ the title
et her..-The: aquecﬁ?éf" g 5t'8 pH 2.0 by the .addition of -4N H2SO4"
and the preci p|§°ai(|§;p@(¢,;sm§zg¢hw(mhpawwc) -V €. The ethyl acetate extract -

in 300 M THF precool ed to'-20. The obtained m xture is stirred for 10 @

s washed wsth wal3o g od aedearwnﬂdaaﬁ@g 1610057 6/ Bl DiPhé-Cy<iMBz-ON, 001 g M-PREHB) Trp-
residue’is puLvﬂBoeHTm'PMamnémﬁtt ) DidPBIjs: tsolves:rlf:_@ﬂlng@té{": P-c"?lqdmetggsgthi%%%gﬂrﬁf
el uant. -The f- ISR ursa @ empefa urg of from —5° to .

: tra d d..10% KHCO
desi 1 ed produ ?52 5\% Jiﬁd%i o CocUMPtedt Fhelbrdgluct id diécipitated
title CO”poMn reb ahE‘ :elt:l he title compound: m.p. 160°, [a]2° = ~30° {c=1in
Boc- ( D) Phe- q/sm(enazl) Phe (D) Trp Lys(Boc) hr-Ove 6 . 0.30 9 DCCl are
added with Stl@)rvélnlf" CSs( c IDPhe- MBzI)-OH, 1.0 g H Phe-(D)Trp-
Lys( Boc) - Thr o ‘g QE@ Z,pﬁ@e_gﬂfé;@vq( -Th?B
The reactiop s ng”é"‘é DME <5 ?Z‘ifm.s.a,s %%%H;MZ{E

to 0 and for GaquedusMEOHSs @ided. TR BriciIIERNSHItdfed off [WERhqaIvei(hi MISOHZH, 0 d1 -0l aayaheahewh
urea is filt etrectitefdompohdt me. 160, {alfe=wtShise1 s DMFRN citric acid, -10% KHCO3

dried over Na2SO purified and concentr at ed.

and H20. The Z{g%n sr_e | ¢

The product féﬁf’ﬁ? gw é'ﬁ&ism%u%ﬁ.daﬂah@a nf.\fm. iabbie id téwmwan&.o%asrd
to yield the bisded Qo 5O FPPRA] anavr.hdt t fo6m tdmpefatdie N} solQbn is diluted
Boc- ( D) Phe- Oy s{tVE3] ).6Pteghef BT the- c% Rleed wBth ithen ACd e yisjet] trat tisle
ate added to @omeayndideldl i & a‘GWBz‘I PheAqQH)-Tr p- Lys(Boc).- Thr-Ove |'s

di ssol ved | ﬁ%oc_(:s 1) ;"%'sol ution is allowed to stand for 6 hours at

-room t enper at KME%&%%MQ'LH«%GW FFroRl FEbdldRivBzY-BHid 50 Al B pre-
of f, washed Wchad\{BQﬂbHZ’&ldwe& b%heeurmb-dm sdtitlo smaibft& fihﬁe aﬂt wb&nnpﬁmmdrofofr::c'
m p. 160, [ al ndd-iho@y!(estet. After Bhfipg fdr)5 ki (dvBzteinpdraturepdf +15°f & vald Galotiinat-40°)

20 A sol mmmmef-nm 'i' H&'Jld 'HﬁB!ﬂd Wmeetfum@Wﬂe "!Fﬁ’t?h MF arg égﬁdnme

25 m et hyfa drgﬁﬁ ﬁﬁd %rgt e an ﬂ’%%
m nutes at I’O ant (pﬁbée%u tﬁ O ftion:T ﬁ?}

and the preci pudraaev N gl vh oratwa% echaviuirio ﬁeﬁnd:odmmdawww
title corrpoundc—uaam[lwﬂl = 8.3 c- 1 1 |n 95%. ACO—I)

Boc--Cys( MBzP§ - T §)IP ad ed W|th stlrrlngto

6.3 g Boc- Oys "!Efé W@‘lﬁéﬁ jr%g’ﬁ‘ J(ﬁ')ﬁh‘a SmBY-bQEoiTrp-
drop-w se addu.w(mmr-m-mnmeea Mr QMF pra Kg OtnHofo, a5:8 (i, 10%.
| sobutyl est enertAnyitritesin DMFITlgriinmreEs stimadifoe 35 aﬁnumstaesrmfpatawmofoizos’l&mse 0.56

col d sol uti én nfl -NEg1are e@mpratsutﬂgpe@t@e fi—ﬂﬁhrfo"gwemp\da golttionrdf @5 1ant-Ces (MBgl)-Thr-ol

\- et hyl rmrpm?"‘*' A i %'ﬁém%g&z%%n -

hours at 00" aquaLrg'fméi eu‘%'?‘j}é}%: ﬂ%ﬁﬁ%ﬁ‘ﬁ%‘"

are added, theeduadssiMEOH dHd>dribd fb yih thaTitié ad Ed’oniéaﬁﬁudrﬁh
et hyl acetathMFdi washed 3 x with 2N citric aC|d 3 x with 10%KHCO and

subsequent|'y with 30% NaCl sol ution. The organic phase is dried over Na2SO4
and evapor at ed under vacuumto yield the title conpound as an oil: [20 =3
tl (c=1.3in OW). 35 f)

Boc- (D) Phe- @&s(MBzl) - Phe- (D) Tr p- Lys(Boc) Thr - Cys(NBzI) Thr ol 0. 7 m ca. 5N .
HCl in ether are added with stirring to 0.82 g

8oc- (O Phe- Cys(MBzl ) - Phe- (D) Trp- Ls' (Boc)-Thr-NH NH2 in 30 m DMF - :
pre-cooled to -20, followed by, in toto, 0.8 m, 10%tert.butyinitrite |n
DVF. The mi»sure is stirred for: 15 minutes at a tenperature of -200 to -

5. 0.56 4o m NEt 3" are added .at a tenperature -of -250, followed by a. .
solutlon of 10.51 g H—Cys ‘(MBzl ) - Thr-ol hydrochlorlde in 3 m :DVF, R
pre-cooled to -1 5e, and the whole is stirred for 20 hours at -5 to 0 and
for a furthes 3 hours .at roomtenperature. The reaction mixture is.diluted
with ca. 100 m. nethanol and the product precipitated by addition of ca. 40
m H20. The precipitate is filtered off, washed with aequeous MeOH and
dried.to yield the: t|tIe conmpound: deconp03|t|on at 170, la 12-200 (c=1'in
46 DVF) . 50665
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50 \&& * | : 0 029 579 EXAMPLE 1B The e
pr og of Exanpl e 1A may al so be prepared i'n accordance with the follow ng
synt Wi/l ¢ sequences: .~ ~ ' '

-(D)Phe - Cys- Phe (D)Tr;posysﬂl‘ﬂr | v Oys o
Thr-oI Mezi - EXAMPLE 1B . NBzI ONP H /[ OH
Boc- OH _H - H - ol  MBzl z
MBzl Z The product of Ezanga_'m may %sootte prepared In accordance wMe following Bo c- _ o
01 7 synthetrc sequenceslvB ' oc.. OH . _ . eBoc--OH H - B
01 Z - [VBZT —s0T- —. —O\e Boc
-01 . H _(;p)Phe—Cys—thPhe-s—(D)T@.Ub_ Lys Tht — d:*f——ﬂ‘l’hr-ol
-ol Z Mé\@zl ._z-_.tl\/H_Soc 3 z MBI
-1 *lyz oLk - Z Ml ozt EZ~C~~.~_~~—-~,_e ~. / -~_~Boi*

- ~~~Hy ZH—— ONP H+-OH Boc—f—OH ZH—~OMs - | NBer—FO&H H-t-ol. :

H /*El101 Z - ] Mzl {H - - I

01 MBf o[ med Z N M\ZI 72 ~|- H
I*—I-ge Ve | Z——-—I/OH : BOJ 7;+~ = ¥ oMe~—1~ Maog _ ol ~t——MBz1 * -
ol 8~}~ 0 029-579 Exanple 16 (contl nupd MBzl| | mMBzl | Z
MBz 5 z- ' ' : " ' / . - '

01 BTFA in THA  of  Bee—1OM RrprmerTr OMe BocpOH H—f- ol o

_HH S - z o MBzl | _

.01 Atpospherifc 02 0 ' : H20 20 H~~ of The fol jow ng gonpdunds may

be prpduced anal ogoli deott-hre—altove—dest MecBoqgpt uw'oo,s eH+-obngounds as

‘acetaje unless othefwi se ihdicatgd): 30 BSZ MBzt

Boc . 4/01-1 H4+—— ' ol
1 z . |. . |mea

Boc —1— : F/ . — mt= 0

z - MBzl

3Boc +— _ -/Hy Hp— V¥ ol
lz . | Bz
Boc - . . : ol
z | MBz)
H 4/ ol
MBz! - 1z . | mNz
r4 —t - ol
'MBiI R z
z OH H . _' 1/ OMe
Amez | | |z
¥4 . OMe
z | |wmBa
z Hy H ol




H-( D) Phe- (D) Cl s- Phe- (D)Trp Lys- Thr - Cys- (D) Ser - NH2 -

1

40 45 50 60 9 - 0029 579 | | A-Cys-Phe- (D)
Trp-Lys-E-Cys-F.' 1 6 Exarrpl e

S ettt 20 ENaol.e PA E -

F.v, ‘[.a] D.1n.95% AcOH No. %029 579 H (D) Phe- _
-("D). Ser-NH . -48@ (c-1. 0) 2 ﬁxample 1B(q9P'{")JQﬁ)Phe- - :

NH2 350, (c -1.0) 4 - WD) Phe- - Thr -

- Phe-ol . -41f (c- 4 0) 5 o (D). Plﬁl - - Thr -

Leu-ol -~ ° -41] (ca LMB2 20 6r #(D) F’,we'-_ MBzl

-Thr-. 5 {-Asp-dibl b -42 ) (e- APy 7 Nl - |

- Thr - (8] Ser-NH | -22 (¢ -1. Yy 28 | F-(D [Ph. -
-(D) Al a- -ID $cr} NH2 -2}; (¢ {0.9) 25F~~~~~fF~~~~~A ~~~~19
H Asn- -Thr-} - _ (D) Ser {NH "-2at (c-(Q.5) A0
H (D) MePhe- | -Thr- -B.TTL“ in TFA 391" o %‘""”3 3% (b.- 1.4) 30
11+ - HMNe-Asn- H -Yhr- -Thrfol - -40

(c -1.0) 12 H (D) Phg- ' D)' Al a- ' -ﬂrr-ol

o* (C— 1.0) | 13H— Phe i : -Se+t ol
-43' - (c- 281} 35 14 : D) Pr (D) Thr§ - Thr -jol
~736 (c-1.0)] 15<° 15 )2 - The- - Thr}- | :
-25 (c - 0.9) 402 o - :

Tro 16 H (D). Phe(pF) Amosy heﬂ%rg o "% Thr-o 141
(c-0.5) 430 - _ : Exal

H ( D) Phe- Cys{Phe- (D) Jrp-Lys Thr-(D) Cys-([l)) Ser-N 2 1 -} 6 -
50 H ST oY =t
‘Exampl e 18 Hjl D) Phe- Ws-Phe (D) Trg-Lys-Thr - (D) s (D)Se

1 X -6 [4) 201 n 95% AcO+ =-1020 (c=11.0). Exarrpl e 60

6

111120 i n 95% AThé¥ollewddy ¢@npoiinds)maytis fhéHuced drdlogdlsty 1§ the abMW@eQ@mpps@@)(aIl '
Phe- Cys- Phe( gﬁ)po(um)ﬂp pce_tgts mliha @herwisg pnda;ptem .

35

55

65



16 (a] 20 in 95% AcOH = -420 (c=1 :0) Exanple 21 Proceeding anal ogously to '

FFRReS 1 t-hrough 20, but omttlng the final oxidisation step, the

ght~chai n pol ypepti des correspondi ng -to each of.the individual P
scytl i ¢ pol ypeptides recitedy029(37¢. wherein the:- Cys- résidues in the .

1- and 6-positions are not |inked) are produced. Thus omitting the final e

~oxidisation step fromthe process of exanpl¢ | A there is- produced the

strai ght - chai n pol ypept i &eCysf-PtieatOnTrmrlys—E—Cys—F ' .

H . D) Phe- Cys- Phe- (D) Tr p- Lys; Thr-Cys-Thr-ol - ' - '

- [Rydrochloridel- [al20 in 95%ACO\I = -350 kc =0.5). 20 Clalms for the

Cont r pet-rg—ptat-es—BE—cH-PEFR-EB—+F—tbN—SE4—A petypeptige of
formf o\~ OH2-S-YI| . Y2S[-O2 25 NGl 008 G O E- Nl O F
(1) Py A 345  E 6 30 wherefh A i [e,l.nm!!é%WPHc: L

phenzf/

al ky pheny' or 0 phenyl a . iq a) an L- or -

D- phehyl & an el"'r(g)'swaue op |on<|:{FI_y rinp- s'&%ng_'?&UZeq bV“alf “CI‘O)Br N2, NH2.
-3 335 pl kydiopsdLlor - 3 _Aahkoxy b} the_ggsi dug of 35 (A1, ar - ani no
ther than defined under a) . above|or of e correspondl ng I!)arn no. aci d,
a o peptlfd-dDrEt@i-due n witheh t heli nd+Rhedelal gmi A8~ aldi=d.Besijdues are

the shme or dlff _and Iectedfro t hgse defiped ur 4) and/or
é’ ino g oupﬁ.gf' am np mtf rq5| dde ‘ﬁ nldug) gnd the

Nt 1 rm..(g,rpmp of Hi peyyhdi-de repi du.e&pcambel ng.apt (@nﬁd)l y {mono- or
di-C},2 alkylated, A is hydrogen or,|when Ais Cl ,2 alkyl or ¢7 .,
pheny] al Ryl , al‘tﬁ"t‘ , al yI r-C, 7, 0O phﬁ??’a&“ﬁyl B~428 {PHeD) OFtI onal I y

NeZ, NHp gl kyl. and/ }- 3 al koxy.
onaf ly a- N t_??){l at e'c"2 ar|d %ﬁ qo?) '
F~Thi-, 45 Pr .(myl@r,.NN Qtbg- C(c_-o?é) kyI and/ or

.. lalkoxy,} Dis -Lys- opfionally cr-N met hyl at d Jand opti onal I.? -NC, _3
al kyljat e®. H i $-tPdePbes dup of-Th-nat ur §l a=Bwiaho adi d-88¢ =1 conr espondi ng
D-agjjno ACi inde 251 due} bei_ _optio1a||y - N-netihyl at e FIS a group of .
for?rgula - ,q?ﬁezo - CO .Wr 0 .?{’?_JN _ﬁ 5 o
R4 5 12 R, il-!rr-(ﬁwpegen r-@) Ala=-al kyl. *hrl hydrog-e|9°0(c-t1tw r¢sidue of a
physijol ogi cal |y tabl ef physi ol ogi ¢al |y hydrolysable ester, s
hydr: geng cil. '?é\?ﬁ'g pheny!l )r‘. ., rphe?(lsﬁ'[’;ﬂ kyl .} R®s. ‘hfd‘?og n, C _,
al K| ora wHen {Rabenbydr og

n—(@rnmethyl al S 97 0Up foa-fg]. ) a CH(Rs) - X,
e S

Rs is{ hydroden, -1CH2)2- or -TCH2)-3¢0OH, 'or reprdgsents ubgti t uent

at t acti n1% @g_ Etf S oca bon_atom of {a natural a-jam no acid ang RS X is a
gr o‘dp of (€ t'!hRB PORE-Or - Op N =Thr~ol  wHeredSh 509 | .
0029579 Exanple 20 (D) Phe- Cys- Phel pF) - (D) Trlp- Lys- Thr- Cys{ Thr - ol
16 - H—D)Phe(pF1= | - =Thr-5 ~Thr—ol -41= (c=0.5 [§lO in 95%
ACO—I=L-A_20 (cE1.0) Exanple P1 ' s :
45 ) ' Example 17

H-(D)Phe-C'\'ls-Phe-(D)Trp-Lys-Thr—(D)C%_S*(DlSequH', .
A S 8.

50 _ HO) salt: [a]2° in 95% AcOH = —85° (c=0.4).
' Example 18
- H- (D)Phe—Cys—Phe-(D)Trp-Lys-Thr—(D)Cys—(D)Ser-NH

55 _ _
(a2 in 95%'Ac0H =—102° (c=1._0_)-.. :
' Example 19

. H- (D)Phe-(D)Cvs-Phe-(D)Trp-Lys-Thr-Cys—(D)Ser-NH
1 6 .

60

[a]2° in 95% A-OH = —30° (c=1.o).
. &5 : ’

10



Proceedi ng anal ogously to exanples 1 through 20, but omtting the final

oxi di sation step, the straight-chain pol ypepti des corresponding to each g

the i ndi vi dual nonacyclic pol ypepti dec@ 022879l ro (i.e. wherein the - Oy

s,,tdues in the 1- and 6-positions are Hl?t ki};#ed) are produced. Thus

ting the final oxidisation step_fro ocess of exanple 1 A there’

|s produced the strai ght - chai-iD)RmelCysepd(pRi¢D)Dip-tyeThrtya:Thr-ol

H (D) Phe- Cys- Phe- (A Tr p- Lys- Thr - Cyd-Thr-ol 15 6

(Hydrochlgridel [a]J20 in 95% g{g-zb - 983 (Agm_p,_uzogpqq ainms for the-

Gontracti Ag States: BE CHDE 'FR B IT Li LU NIL SE 1. A pol ypeptide of

formula 1. 5sA\ Examplel2a4 Yl Y2-S-C2

N- CH- CO- B- C- D- Brrbiideling analogously to examples 1 through 20. bat omuttmg|the final oxigisagiop swp. the

6 Jo wherej uaightshgin pelyp ogrespon hedng' ' HS;@ Jic ppiyRARKices RS
wher Eby | 50 i' ﬁzgt rgg é::]ey Lk&:ss om{%? . 3(2 : d) J‘)Q:hal oiv%e

RCO is fdrmui@?! ani ne. res ue optlona r| ng substltut ed by
F. d. Br N02 NH2. C]'l C |3t@%e’ib#’sw'heabﬂiﬂysﬁhr-@ysaihkaxy b) the residue of
a natural a-amno acid other than def imaebemodel a) above or of a :
corresponéﬁ ng D-amno acid, or c) a dipeptide residue in which the

i ndi vi dual amino acid resi dues @®in ﬂé‘;‘)ﬁﬂﬁ-m&'ﬁl f+@Plent and are sel ected
fromthose defined under a) and/or b) above, 40 the a-am no group of am no
acid residues a) and b) and the N-term nal _ani n r&ug %E di pepti de

resi dues & %F‘Hd‘"oﬁ"@ F‘;Pﬂnfmt?’ BE CHj DR-FR GB,) k'a b i s hydrogen or,
when Ais C, . k 0 nyl al kyl, also C, 2a|ky| or dO

phenyl al kyl . 8 |s -péﬂ’ F'de ?”8?1'% 415 ring- substltut ed by F, d. Br, NO2, NH2.
oH, C, _, If;lldkyl andl or Cl 3 &I\kgf?(y:l-igé-r\a (L) Yzﬂ-gij)Trp optionally

a- N-met hyP&t ed and optionally _r%e - bl ROA S teed by F. Clyy 45 Br.
NO2., NH2. OH, C, .3 al kyl and/ -%g B Eg';(yél IS -Peliys- optiona 1

a-N-net hyl ated and optional &y - NC, - 3 al Bybas ed, £ i s the residue of a
natural a- am.r‘lsor aci d or of a correspond| ng D-am no acid, said residue being
optional | yo a¥ at

3< > Fis a groﬁi &E&ﬁ@,‘ﬂ:,p kyl 7_10 pm I:t Rcﬁo— wherebv(/\’:O AN X
wherein i) Rco_ is - R4 R, is hydrogen or
Cl.3 al kyd -RA Ia)Sad’lygdird.'gg;i;;walamherusdss optivnally riag-sybistisited] byd. EhiBr. W%c@&p@ﬁme.
phy5| ol ogl-‘feaﬂkvya o Gl e ester, R3 s h n

C, _, 0 phenyl 3' rr)}:‘ e fope °h‘§/6§’b'@'e“h' aiipo agjd ﬁfhﬁijl'ﬂa'bge%"%‘éwe"%l §°"ﬁ§'7a‘r’fo’3°é’ r'{e%’mé)"g
met. hy| al so Qf Qﬂﬁeﬂ de rEbidil irPwhitR {hBindiiual@min s adi/ F6igR are thé Cdive or-diftdrédk and
-?2CH2) 3-OH, are séle:pcdamttsosbmaﬁmubmﬂortahenmuamtaoh ng to the a- 60 carbon
at om of a «mathe admigo graupef Aming %Wﬂd 9? Shgf“’o\he Moterrinal aminocprour offipepfige
or -CO-N resid é’? being BBtlonally mono- or do 112 alkylate

drogen or, when Ais C,_,, alkyl ar C, ph nylal o C orC phenylalkyl,
R 1 002 5 @- optionaily nng-subs‘tngnted by F, C m Ié E ' g]éyl Hﬁbdjﬁ JSalkoxy,

gi ven above, R chS (0N F QU - @ptidnally3a-B rk@thylaﬂﬂarﬂ opnauéiwbkneganmg-@,ms&uddlby IF. €I,

phenyl or <€ _gr, NO phe,n;aHaCnghlkyltahdogﬁpygkm@l—l(R )-X having the D- or L-

configuration, & tys- optonalylariin We ;- gw gg salg s:due bem

represent a gir t{] &?ﬁ?ﬂ,‘f \)mgfﬂb?' ‘f'ﬁ'@'"f’@g 8&%5’ ﬁ° anae pos F{1°0 c?n
dent | 3} av

I ndepen D-configuration, w't h the pr OVI t hat D
and/ or L-®gsteine re5|dues are present at the 1- and - posi(io% only, as
wel | as the sal f if @rgidupastdomiEp-€008,, -hew ORf .—CO—N\ or —CO-N —£—X

Rl

wherein
55 R, is hydrogen or C,_, alkyl,
R, is hydrogen or the residue of a physicdiogically acceptable, physlolog:cally hydrolysable ester,
R, is hydrogen, C,_, alkyl, phenyl or C,_,, phenylalkyl,
R, is hydrogen, C,_, alky! or, when R, is hydrogen or methyl. also a group of formula -—-CH(RS)—X
R is hydrogen, —(CH )z—OH or —{CH,),—OH. or represents the substutuent attaching to the «-
60 carbon atom of a natural o-amino acid and .
8

X is a group of formula —COOR,, —CH,0R, or —CO—N\ wherein
65 _ B’
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2. A pol ypeptide according to claiml1l. wherein to Ais C -3 al kyl,
C, 7.. phenylal kyl" or a group of forrrul a RCO, A is hydrogen, Ris VA
hydrogen, C, .. alkyl, phenyl or C, 1@29)579 kyl or RCOis a) an L- orl&/;
D-phenyl al-ani ne resi due opti onal | y nmono-ri substituted by F, d, Br, 2/
NH*<- OH, C1.3'alkyl or C.1-3 al koxy,_or. ’f"f“’g’ b) the residue of a natural
er-amno acid other than deft-tm@hecCe@he(ps)- (VMG s-Thr-GyE-TR-A 01 I espondi ng

D-arrino acid;, the aimno -group of arino acid residue$ a) and b) bei ng

optionally nmono-Cl. 3 al kyl at ed, 0 =420

/| -F is a g?oup of formula - COCR[aﬁdfl'Zg AS?H- 2 (CRZEOI-’QZ I s hydrogen, 25

R3 i.s hydrogen or . Cl1.3 alkyl, R is hydm@ala xr Cl.3 alkyl and Y, and Y2 ,
t oget her r epr es Erme@mdlmdggoutm mjgxaa:lnus B, th@,JgHIO But Rm;tmﬁlzthe @) ofRlisaziordstyp, hiseve
t he meanin Mbﬂ‘ﬂ"& slug‘s’" g%"a@ ‘had'iqa’ ?’?‘g%? gt P§P‘$ﬁr§€ '90355
conpl exes g %’g '{" a
H- (D) Phe- Cysof spt)emes ;Fﬁp we as the acid ad po, Sﬁg

salt forns and corrpl ‘exes theHQQ)i’he-aﬁs-Phe-(DlTr‘b-LyATﬁ\Qty!-n’ﬂmll de accor di ng to
claim1 of formula H (D)Phe-Cys-Phe-| Wylfognibsee} Thr - Cys- Thr-ol -as wel | as:

the acid d8dition salt forns and conplexes thereof. 40 5. A
pol ypepti de according to clai m@$fn 5% AP =A-36° doiHR). (D) Trp-Lys-E. -Cys-F
wherein a) A i s H (D) Phe-, Eis -Thr-. and F S sel ected fromt-he group

consi st ng2 -1D)Ser-NH2, -NH2; 49 -Phe -Leu-ol, -Asp-diol and

—Ser-ol : Claims for the Contracting States: BE CH DE Fﬁ @B IT ‘Lum SE) Ais selected
fromthe group go Asn- (CH2 .-CO-  and

H- | D) Phe( pF) - LORBoivhdehde 8;'8@’\3 K ot o ¢} Ais H(D)Phe-, Eis

sel ect ed l‘f}omthe group con§| sti roylges-W(D)Al ¥, b-(D)Thr- and F is
-Thr-ol; A is H1D)Phe-, q”(% s (D) Ser-NHgyy or e} Alis:
H Asn-, Eis -Thr- and F |s % %ﬂc-gsr@we a's= the acid gddition salt
forns and conpl exes thereof . A poI ypepts o aceordl ng to claim1 of

formula '5 *
(-Di Ser.- NH2

H- (D) Phe- Gf'swherein o
B TR e R B e

' ii) RCO— is
~~~~~~ H-t DI Phe- (aD)leserFMehenwE))rquoreknynm opThllia“y %g-s.xbsﬁ)tsebv FNB2Br, NO,;, NH,, OH, c, .

_H- (D) Phe- Q- Pikd %n i Thr - C~s- Thr -

H- ( D) Phe- Cys Ph AHine & J #‘H pl “CVB‘"“I’H?‘“ B‘P"’ ‘B‘!ﬁ‘ deﬂ%“'\)ﬂ@?‘?" alaboyg,er °§E feresponding
addi tion Sal %lpé&ﬂle G&i&]& fRsicH RE fraRfdual hfhino acld rBsiRiePdrd the safle OF BiffSrerdtQind

t he producti ae se ctad ranNitasa defirad @hdir ap andiord) abevs,l, whi ch process conpri ses -
a) renoving me 4-amioe gmye of aminocacidirg snd p@bpnd‘ b)cﬂrmahpNﬂermbdmpelgpqsepf a-dept-de

having the s g P +tn mjﬁd t 0
by an ani de boncg &&% %Eg'm&ﬁ 't';;; kéﬁ%ﬁbﬁﬁﬂs % heBg%’ .
am no acid or arg .gquab %—N%emyateecaﬁe pﬁbhall#"bﬁﬁzéf@ b tﬁft‘éﬁb g@l

pepti de urdst 8r, NG, MgH,SOBNCL Nalkyl andderal,ecélialy,or unprot ect ed pol ypeptide haV| ng

t he sequence of L’T @r-hm- gptionglly a-Namethyiatddsand iaptionalivl e-aNo-C,isf alkylateds s ar

carrying out tgon "g’ l:‘il? natyral a-raiRe kiq ?'r?é‘&°’f°ﬁ?ﬂ5‘f’1“39aﬂ"‘"{fr’6lﬁ'psa gidue bﬁ‘f‘g a
pr ot ect ed or ° npr tect Y ypept [ de having the R _
50 R ( 2
- . Fisa group of formula --—COOR "—CH OR2 -CO—-N/ - of ~CO-N —£&—X
wherein _ _j . Ry
. ss . R,is hydrogen or C,_, alkyf,

_ R, is hydrogen or the residue of a physcologlcally acceptable physnologucauy hydrolysable ester,
" R, is hydrogen, C,_, alkyl, phenyl or C,_;, phenylalkyl,
R is hydrogen, C,_, alkyl or, when R, is hydrogen or methyl, also a group of formula —CH(R )—X
R is hydrogen, —(CH,),—OH or CH,),—OH or represents the subsntuent attachmg to the -
- 60 carbon atom of a natural a-ammo acid and . o : 2
{ ]

X is a group of formula —Q-COOR,. ——('I:_l-l,OIi2 or —CO——N\ wherein
&5 SR . A,

| A 0



~_asalt form r.sﬁwﬁsdeﬁbrthgramﬂ

sequence of fornula | of claiml, into another A or F, and, if necessary,

Qg out process step a); 10 d) oxidising a straight chain :
YReEP))i de of forrmula | wherein Y. and Y2 are each hydrogen to provide a =~
éi;ilde of formula | of claimAO2M8TRin Y. and Y2 together are a :

% bond, R,3dAE AVRGVY {hg%,g,ﬁé; &@g\@gg‘;el ng a pol ypeptide thus obtai'ned into v

andS. - A pol ypeptide according to any one of

- clains 1 to Fﬁmhlvdmg a;mﬂmawabdq_,amemmm gmlpt—cmnm-mruaonmﬂe@(otMereof
- for use &9"*19""?'91? eu tlcal pepti de ‘accordi ng to any one

of cIaFmslbfg. r‘?; QEF'I ﬁ (P%égi" B for ff:, | ex
re e res -po:; n t! ve th
ther eof i thes r.@ahm?yesem g libo W 'ond 8L Setisi ng-
- or assomaatttﬁdsamf&r s&&cesfapu ; Yfeedoft | ON, or use as. a gastrl cr
pancreatic sZaaﬁr pdlypeptide ralacdndingto. cladlB. 1. Avhphiar maceut i cal conposition corrprl Si ng

a pol yM¥ept i ao?"ﬂf for-¢ Bheayiglkyd 9k a group ok farpuls RCE—6 or a phar maceuti'cal by

accept abl e I GR bereo r wwth a pharmaceutically 20
accept abl e. fjmga» ancnr?r%aé}we ﬂéarﬁh&&%ﬂiﬁ?gﬁgnﬂﬁub&m #,ca8h NognAL at e

AT 1. Protiees, by driC_ pkotiuiot i on of ‘a polypeptide of  fornu

T CH2S- Y . b) the rqudusgf-p Qatp;alg*ﬂam@@agﬂgge@'\prmqfnqq under a) above or ofacorrespondmg 30
A -amino acid phenyl al kyl
or a gr oghp o"f""‘f Srotr%f:f é% cid r sldues0§ an)1 bhé‘fugg ﬁ%ﬂa“z mon _, aﬁyl f ay ph enyI
~or Cr_1, phenylal kyl, or, 36 i) RCO is.a) arnL or Dphenyl aI ani ne
‘resi due optionally ri ng-substltuted by F, d; Or/NOZV NH2. OH, C -3 alkyl
and/ or C, 1. F igakasup of)yorpyis T'@Qpﬁue—@]‘!zoﬁz pratthioatNa- -ami no acid ot her than
defined under a) above or of a corresponding D-amgo acid, or 40 c) a
di pepti de r@shg rdgln,Whi ch the individual anino aci*d residues are the same
~or di f#’erentﬂ an &rgen ectectieg, from t hose defined under a) andVor b) above,
the a-am no én an€npalkdiand r esi dues a) and b) and the N-terminal am no
group of .dl? 9%'!9”99&%@ adjreqs bpngkanstf}. Coh & RiyRerBan Be andiX have the mearings

Apeeg it y}.ﬁs A Qi I Splpled et 2 V] O Oy phenyialion.

pt laS - -
ring-substituted by F, CI 3 al kyI and/ or C, 13 al koxy,
Cis -1L)- or -(D)Trp- H‘EFFQFTHg”S'Sh%M'hVI’%’E 'QHTS’ optionally S

benzene- &4 ﬂatwi&stab’a%&dozbwﬁomﬂand%&mpﬁm téddd, OH, Cl_3 alkyl and/or C _3
al koxyss D i 9. Alpplypemigé acroadirigyto viaih Tedfifgrimateed and opt onal ly E-N-C1...3

alkylated, Eis the resid CI d or of a correspondl ng
D-ami no acid, said resi dug'e(B@fhﬁ'gvssioiEeo(Eii %TEFISIEE' "Ret hyl ated, R3A * -

~ ~~~/  as well as\ thd akid ia8diflorO$aft U6rmiafank QbMpibxds tierder + - CH2OR2 - CO-N or

- CO- N«o 5. A prlybdptitd) ecceiding to claim 1 of formula

R4 R is hydrogen of C 2 al kyI n_or the residue of a

physi ol oghéaih! Y accept abl e, §|i;8‘§53'ar‘1*'§/sﬁ§ﬁfo| ysabl e ester, R2 | s

hydr ogen, Ca A -sal-l-kahe-.ptanyﬁr- ﬁwd lCTs s selbcfab @om 1Be kiobp cdrdisting &Wms&ﬂﬁﬂ :
al kyl <®r-Phedalzrlel-ol, sAspydiol @ge Segol:net hyl , al so a group of fornula tH( FQL) X,

Sgbstlfuént attagmelg'ﬁeg ffog"?ﬁ@'dup %r'sgik%d%% ur(gﬁbg_g fl?{;[dggl d ahd

. R7

I's H-{D)Phe(pF)-, E is -Thr- and F'1i8'-Thr-ol; 111* 1| 11! | i.| ~~~~~~~~~~~~ 1111 Hill 11 111

"' 6580-~~~~chAis H-(DIPhe£-15 SdligcTad fbrith@group consisting of (DiAla- anidODHIMB 4Rd Flis -Thr-ol;

- R6 Xis ad’ Qr'ﬁ)ﬂé\s’ﬁhe'fﬁ)l'_ﬁnﬁ)é'a' is -(DigepN,: 9r - CO- N wherein 5
n-, E is -Thr- and F' is -(0)Ser-NH,,

as well as the acid addition salt forms and complexes thereof.
6. A polypeptide accordmg to claim 1 of formula

55 T o H (D)Phe—Cys-Phe-(D)Trp-Lys—Thr-(D)Cys-(D)Ser-NH
o * H-(DIPhe-(D)Cs-Phe-(DITrp-Lys-Thr-(DICYs-(DISer-NH, ~
H-(D)Phe-(D)c;'«s-Phe-(olrrp-Lys;Thr-?'yé-('b)Ser;NH,, :

H-(D)Phe-Cls-Phe(pFI-(DITrp-Lys-Thr-Cys-Thr-ol, or
H- (D)Phe-Cys-Phe—(D)Trp-Lys-Thr-Cys-Thr-ol

" wé" as the acid adtf-tnfn salt férms and. complexes theru
e T




R and R2 have the neani ngs given above, R6 is hydrogen or -C, _3 al kyl -anc

R is hydrogen, G _3 alkyl, phenyl or C7aio phenylal kyl, the group-CHR;

~having the D- or, L- conflguratlon an(00ﬂ9579 Y, and Y2 are each hydroger] _

ar together®. rep sent “di rect bo wher = clmrt‘g'ets A om
npdl:' pnses

. 6\905' tion eaCh r? L on %Vgec mﬁm? é%é'ﬁ havt&ﬁ?t ence of

provi so. tnatfo,.pm,a fes ar & resent at ‘the

.- 6-posi tions' onl yp) llfiﬁnd/ﬁbdtheaﬁy iﬁlﬁ'nd?e’:ﬁohd fvﬁf pasptmmdns:eatpbeumm dohlaiheatﬂeasmaehlmo ]
~ process COgpracides amjroraioboli resg!uatn pretsted onenppatestedcfoim egm u rfite §ping such that a

protected powr‘g e'nwaw% yReptideauing the spayercer A f Igjn | fs Abtaifgd and. if
toget her by AR°HHYCRNE ﬁg 5654 oot OF uMHAIERed BNpRhtNS Haling the
| east. one amiggg, f%?ﬂgﬁ%ma.ﬁ inoa-laSA HE and .nreefsemea ryilg dul Prodse stee @);

form the gepti Ja dARlising aOftialgBt cHadpolybexitide opforrhidat whlergin Yyt b} #re eaath hydrogen to

pol ypept i de hmwdgetg rolveenside, offaimulagiof F‘e'r'hh I“@eﬂemr"s 3Ub‘{zafP$Pé*?9" a’FG d'fF‘f‘ bﬁ‘é’c awhep

carryirig out "pAU S@VS’E' "’p°2 °th“s° R? it r
F of a prot ec&%gmﬁgpm Qﬁﬁ, ‘g&igt‘mn g\?angq & sequege;ﬁce o'?gtg%grglrru "q
1, into angther grastipéptiab adcordmigdo arly onélermﬁar 16,6 Gralphyrimaceuticdlly rcatatdesalt fem
a): d) oxi di siregmplextbereuf frinusedithi tregmbntvbdisirdies with dnaetiidey og_mprtme Peasmc‘ﬂtedamﬂ
V2 are each wmgyrfefreﬂqyr ef\ﬁpﬁeseap @B‘? "B?r mc’gt"‘f:ﬁ'ffﬁ‘lﬂ‘ jnhi b,t'; Ther el Yo. A1

Y2 together afe @.E‘%g gy o uﬂguahraozssmtm sny
thus obt ai gedtidpaietuinéht or CAtHAN HéreBONTD! €X er eof 2. Process
accordi ng to claim1; wherein, in the polypeptrde of forrrula 1, Ais C._3 -

al kyl ,” C.-, _- Clgimsrfot ﬂiﬂl@ﬂ'\t’eﬂma $roupTof formula RCO-, A is hydrogen Ris.
hydrogen C - a I RCOis a) an L-. or

D- phenyl al gpi ne lr'lé;s/'? ﬁge)g(r)f) %'ér)fél'ﬁ%" dfa&@?@éé%@gﬁ@@@%ut ed by F. d, Br, NO2,
NH2, 30 OH, C, .3 alkyl or ClA;’LdaI M-Ypr b) Mahé i due of -a natural

c-am no acid other than defined,u 3(50@ _gog_wq_c@fFa correspqpdi ng

D-am no acid, the am no groupf amno acid .residues a) and b) being
optional |y gono-C, -, al kyl atg 2345

'R3F|sagrou||? of formula'- COCR-,, -CH2OR2 or -CON- R 40 . .
'R2 is hydrogeW! ergim | s h al k r C .3 aI Kyl
and Y, and"¥2 to@ ﬁqq'd ?’h eseﬂg, E%X,ﬁé 9'%‘§“%m“'a“§$-c%%gb\% R, R4 Rs,
and X have SR TG PR T Gz as the acid addrtron

salts and é’orrpl exlean t-rwroemfeanahesﬁnnmptndmllu ningtqubdtlkq,tedflb'v oI5, &rﬂﬂj NH: OH c,_,

I tide i akyl wpeder Gocpikore ted int d
T R e e o 1 )

pol ypept i de,of Tg ML?pt.&o rd“idhétn W&?)t%"ﬁdtwdtﬁl athifo BYE FeRE6ER, ardthb Samdbralitferdnt brsd
-(D) Trp-, %% &e sbly@ed frdm ititose défined ukder 8) ard/d bphbova/1l and Y2 t oget her
represent a dihe ecaminpogroupeat dlntnhecld e@ldm angt biane the N-tarminad aming group af %?\dﬂaﬁre

t he L-confi gufiues |°bPP"‘%°°“H"‘ty %c er &jyh orlg? talkvl
pol ypept i de of f g i%" byF )¢ h°|~?§§]‘ Xy%%é‘é’nam ah B‘?’c&gm ‘
0

is -ID)Trp-5 Di % |s LMS of -( lv a-ﬁrﬂeﬂwlai;b rand)bptro llyaﬁ\'der@lﬁg%gﬁnhﬁd’d by F, cl,
represent a dsd &lOL. hb-qnﬂ-land, alltyEammn catkosyt, t he 1- and 6- osrtlon each have

-LVvg- o d ﬁ
:)gleylr; eg? |m;ileg(l;1[ at IDO“ E q:‘:%f@ ;E 'faéu W’ag% gof‘gz%%nam -ammo aﬂqulgldtﬂpsuedbe being
-Lys-, Y, her represent a direct bond, tthe resrdu at the 1-
and 6 posrtlon each have the L-configuration-and 5 "a) H (D) Phe-,
Eis -Thr- and Fgisg #&b%@?&ﬁlulﬁmﬁbéﬁ‘e—wm Losigt i ngrof XNH2,
-NH2, -Phe-ol, -Leu-o Asp-diol- and -Ser-ol; .b) ANs sel ected fromthe
group consrstwlragsnmf H N e- Asn, CHZ)2 coO and 60 l1u|-(D) Phe(pF) ‘Eis

is -(DA a- and ,atk hQi'in &3 hy %gkho%!hhyr Fisé & grodg Yt forE —ECHIR$—X,
- (D) Ser - NHan 65 enaS-(CH) -aid:dp;-r-on aauptesimmmadumaﬁcam@& the o-
t her eof . carbon atom of a natural a-ammo acid and -

- '_: L wrr\;rtr

~Thr: and F !“Ttﬁhvrogeftf G o s
consl s? |nng of ! S Jr%? : hen ﬁﬁ'éem h t"a‘}”'i?"i‘g‘} '%—leaf"ﬂ?ﬁx gsmE |
|sh ro |



|Ij 11111111 111 11111111 1 C L M S* 0029 579 6. Process
acc ng to claiml, V\/nereln I n the pol ypeptide of formula 1, Ais

H- ( e-, A is hydrogen, C. is -(W&Trp- Dis -Lys-. Eis -Thr- and a) B
is -Phe-, Fis -(D)Ser-NH, Y, @R@%37Poget her. represent-a direct ;bond and |
(1) the residue at the 1-position has the L- congiguration and the residue
at the ®-position has the 3- confi gurati on, OI’/(’II) the 5 residue at the -
. 6- p05|t|qn.smgro&dﬁeffomﬁmu@mﬂatwnmgdr%ﬂmduﬂ\eaainthe 1 -position has -
the D-configura- tiaon, _or (|||) the reS|dues at._the 1- "and:6-positions both.
have the D configuration:, pF)-, F. fs -Thr-ol, YV and Y2

t oget her g \ i ind %d?ﬂa 8Y'Fd the resi dues at the 1- and -6- positions
bot h havegt; Gﬂih Hem’tor@_,os%haankﬂ thé §t6up —EHIRG—XTiving khe D¥brand Y2
ar e. eaghh mgadn and the residues at the 1- and 6-positions to both have
t herd_- conY, apdrGtareeach ydrogani Qtaogemesf rpaent [acdiregtibep ont ract antsn men

¢ 5] W%ﬁ%ﬁ%&é’é&:ﬁ%:ﬁﬁiﬁwﬁ oy

a) removi I¢hstoone protectlﬁg RS frorA @ WadtédctedAvolypeptitié hanrunhegs'equqnse dl kyle en
C, - & Zormpuony| al kyI e en Cr-C10 OJ un gﬂroups de formul e dans | aquel |l e
i

) R si gnbliinking toperbir &y pmamide bong a ontai H ino
phenyI a(§|d a ar@nal tect ’pol§+g %' tecav:: or 'é m rrh eq;ﬁast rgliem sucgig;

D- pherf} AYplre "" enent sﬂbst I tub dans I'e noyal par F. 'gr , N2,
NH2 20 G-l d@u eam@na ﬁnctGBalejrd@LA at Eok peamacfé;d -oE3nproected polwbedeohaung the

a- ani rseqtaocedef fnm%wlelmtaenqﬂ@f goup de‘?' | injands df ne % ﬁg@&s‘ progasscstepal;

”

D d)i qridising ar%g heh poly nd ef formula ¢ '
Ie;c@]ltrjneln"(2 ?ﬁl 'égé‘fo%rma Ep 'ﬁwg‘a, hﬁf'" Eri gﬁ‘g@% wgﬂgr%en t's et

SONnks cfiol 5] frodeas Bacofafhyg o Qiim M) \Sh&ahlSn aﬁe il peptudb)of @rmaessus, |e groups
a-am no dads ceghkg, d, ngawlaawi atemsgrayp oft fotmulaaRCO-e- gr oups ami no N-t ermni nal

des reste8d" GM@BQGT\ 'Ik Sors ant . ev kt uel I ement nono- au dial kyl 6s par
des rest 65c$ V m: %’ %Im QUERG Qi by | QB UL, M, ST gni fi e
un g PP, a ou p 5 C --C,, egalenrent” un ..

groups al R)y?hereelﬂu&‘of-aﬁiﬁ&r@u qahﬁmcldadtrbeyktfan eefné‘a un(der ﬂ)ab&esxr gha dorrespoiting-

6vent uRkhmowaill. substitue dans le n NH2, OH, al kyle
en C1-U8aminoqieu| & GRjnocasidesigups 3b”’§¥ @rﬁeﬁ‘ﬁé"’"‘(ﬂfﬂ "‘B'EP ?B) fiyliatedsy ent uel | enent
a- N—srrﬁt hyl 6 et eventuel |l ement substitu6 dans | e _noyau benz6ni que par F. d,
Br. N2, NH2. oH, al kyle en C,-C3 et/ou al koxy h C -C3, 40 0 signifie
-Lys- eveplgigllaip @i foralh-0E00),| S-chi,om\ernigelinme i-N-alkyl6 par un reste
al kyl e en C—C§2 E signifie le reste d" un a- am‘no aC|de naturel ou d'un
Darp;7 no- agl de Eérrespondant ledit reste 6tant. &entuel | enent ar- N nbt hyl e,
45 ' :

g F signi afgﬂxa,o ',‘pﬁpsl adziky{ avdul e - COOR1, -CH20R2, -CO-N° " ou CON R4 50
dans Iesque&ddes tdgeth@t rgiredenta Hirely/sbnd.ped B, &0, &R, glnwmaand)kydvett@nne@nmﬁa R2

si gni fm\c,enlm leip m ) meelbv me agig gadition s3iis m@mn% ueﬁrentthhglmal'fn ysabl e,

d,
g]}/s‘ﬁo f)g Yol ac rdc (B; “%e .ﬁiﬁg’gh -Leu-ol %ﬁ ’Ygfyg thﬂ&eprese adﬂ)geﬁg

un gr OUIFh%t &H@ ne tﬁenre 3t €4, 1- anasa@ubemRBeﬁhgm ihe Licohngilfaigene ou un : groups
mi tCI—é adoeesentcocdmg p@l;pe 1dehe‘rﬂn ntmfg polgpi{pryie of forrrRta IsA dgii-{Q)Bhet ﬁhy-‘dr oggne,

ond and the regge&s at th a[?- g é-v o'gmon ea :\I;:é\th -config }ggpﬁtheéﬁpgewéa grect

6. Process accordmg to claim 1, wherein, in the polypeptide of formula I, A’ is hydrogen, B is
-Phe-, C is -{D)Trp-, D is -Lys-, Y, and Y, together represent a direct bond, the res:dues at the 1- and 6-
position.each have the L-confi guratlon and
55 a) A is H-(D)Phe-, E is -Thr- and ' is selected from the group consnstmg of (D)Ser-NH  -NH,,
. -Phe—ol -Leu-ol -Asp-dlol and -Ser-ol;, _

b) A is selected from the grbup co‘nsisting of H-Nle-Asn, D—(Cuz),_co__' and

H-(D)PhelpF)-, E is -Thr- and F' is -Thr-ol; - o
c) A is H-(D}Phe-, E is selected from the group consustmg of -(D)Ala- and (D)Thr— andF'is -Thr-ol
d) A is H-(D)Phe-, E is -(D)Ala- and F' is -(D)Ser-NH,; or
e) is H-Asn-, E is -Thr- and F' is -(D)Ser-NH,,
g5 as well as the acld addmon salt forms and complexes thereof.
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| " at ome de carbone a d' un a-am no-acide naturel, et 60 :
[ * - X signifie un groups de fornmule -COOR, , -CH20R2 ou -CO

dans Iesquel I es 65 - R et R2 ontobgg ygnlflcatlons donnees ci -dess
1511111111 1111111 R® q ?%579 R . signifie |

I tydr ogeng eH%: ﬁ d"?:g "%‘“ e f’ﬁ'@?m t'é‘ip‘i-*\ype%‘ldﬁr‘? 'B“'?‘Iﬁ/'ﬂl"'o(glfﬁ% Auls -
gr oupe -al Rk S HBRILXRA 0Ll VORI drdet Gorand 8 (4 BB at the

CH(R5) - X ayaeition &sem-emg@suoﬁ’ian&he vesldue 8t the'6-pBiitioh4a$ thg M-dohfjitatioMAE [iNthe
I ‘hydr ogeneeshiue atape G-peasitiodihas ha b-eonfigarationcant ittai residue di the ¢ipesitidn hab 8@ Draetighss-

si-t ubs en p%|W|('wﬁhif@ﬂ06a b - aneaB-pesitions Heth daviatrdonfiguiaiiotie | ' autre, la - -
confi gurat i 031 dj,l; peipEly ab"e r?% ?_&égng‘ dYiz Eﬂﬁeﬂa’é’"ﬂ%"a‘"‘raé’é’?%@’ﬂa“éf*)edif'q‘_‘ewé’tedr ne .

soi ent . uni § A e %WW‘LL&&& thaRorfang M5l R HEEBoBbork oS
conpl exem (uethqawp WPdphid weiftion.2 | Un *pol ypept i de 'selon la._revondication 1,

caracteri'se en ce que A signifie un groupe alkyle en C/-CJ. phenyl alkyle en.
C, - C10 ou (Revendisatienschour ls Ftate comtractangyy BE CH DE'FRSGR) AT 11 IV l‘"-l%ﬁdrogene R

signifie |I'hy e | kyl e -en C, - C3, phenyl e ou phé6nyl al kyl e on
C7- C10 oy RCOd{sQH'ﬁSPeepq gég&g@gﬁe L- ou Dphenyl al ani ne 6ventuel | ement -
nmonosubst i t ué dans |l e noyam par cﬁa-ﬂﬁ Br M2, OH, al kyI e en C-C3 QU

al coxy en C, -C.; ouis - )ﬁﬁ"éﬁ% _é,g\po aC|den rol autre
que d6fini sous a) ci - dessus I - am no-acl de correspon t, le group.
am no deg, restes d' am no-ag¥desta) etz ly £tsant évent uel | ement rmnoal kyl e
par un. reSto%né‘laK;YJn? en C -C3, R3 20

I F signifie uR s@ﬁ.ﬂumog.depefammhe ~-CLEhénylalfAd2éaits—a,, w@@gmuwdmrmmd_a-
r' hydrogen@lanetaqueue nifle I'hydrogene ou un rou e al kyle en C, -C3.

R 'signifie I" %Mmﬂévwgm ugrcmvaeawkyv Erafmaphpye ay DWV'e'ew'van—co ou

repr65enf‘ent e #% ) et
‘X ont les Sdl-ﬂ ert&lb(‘eﬂs[d o dLHé%%ﬂe%&l@mergtst&%nugﬁar? le rgxlyar:]\g)aral% Sl‘ﬁf
d' addi tion d' as)iiélesteatun &Smmmkem&ekimrs Quedifinij30yd d) diedesshs, ou d' un3)—arh1no-acnde_

pol ypepti ds:osdpomﬂahaouevendl cation 1 de formul e

H- (D) Phe atq/ds é% %Pﬂ:«gg'gm f’cae f gwsgr’stsgv Chagus Amine-aside sSopp identiresoPt
d"aci des ety peC égre s Qmﬂg atidés b roupe amifio NUBrmidl YeaGédkdsfipep-
selon | a rq én@@v&\tue QW-&JU i Qhﬁ is restes alkyle en C,—C,, :

s- Phe- (D) Tr p- Lys snathle Biydroddme -on| - loesiques A stgnlﬁehmspmb sikgle @d d Hco;budmnﬂswlaeén

| es conpbexes—Gie sgdemant ywip@pmupelalkyie gn C,—C,,5u nbén &ﬁrp@p@ _
r evendi cat I%‘% si @" %ﬂ"nﬁY E’&.:ﬂfg‘ pibstitugsians le povay parck, Ll Be Nq}e'ﬂgz Pﬁqﬂ@'ﬂ & a)

A signifie ‘(L,golﬁ(bﬁ'?d L&.tquem BIN-feths bt &bRbHbmelR B5bstifts Biid WHoyau
constitud Flihhzén(q alkii€ e C,—€ | 8¥buCdikoxy és p;-dC, et - Ser-ol ;
b) A est « h0| S D sdmms -Ilve» égsmwplememmmmésmlémlévelﬂuhllmﬁN-alkvlé (PEHD) st Oikyle ot
H-( )Ph(p hg |l e - Thr

signifie H & Q)t ég?' elle:ﬁ:?%f‘ ﬂ{?@%po-ﬁﬁsnaf"gg ge 61016 é) %rwn% ﬁl?euﬁ)rrﬁgjlpné:%b edig regte

et -(D)Thr- et d) Asignifle H-(D)%he- E sigpifie
-(D Al a- “@&t F 5|gn|f|e-(D)Ser NH2; ou €) Asignifie Asn-, E(Slifle
-Thr- et F Slllvgf.m@un (;B);&eaa NHRuno aJ-dsbnn qurcHLohq sebs- \adda'.ti.w-rd' Lotes

R
50 dans Iesquelles ' :
R, signifie I'hydrogéne ou un groupe. alkvle en C,—C,, ' .

R signifie I’ hydrogéne ou le reste d'un ester physiologiquement hydrolvsable physiologiquement

acceptable
_ R, signifie I'hydrogéne, un groupe alkyle en C +—C,, phényle ou phénylalkyle en C,—C,, .
85 R, signifie. 'hydrogéne, un groupe aikyle en C 4 Ou, lorsque R, sngmﬂe lhydrogéne ou un

.. groupe méthyle également .un groupe de formule. —CH(R,)—X . _
. Ry signifie I'hydrogéne, —{CH,),—OH ou —(CH,},—OH, ou représente le subst:tuant attache ]
Iatome de carbone ad un ar-ammo-aclde naturel et :

R , . R,

X sign_ifie un groupe de formule —COQH;,:—CH,OR, ou —CO——N\ . dans lesquelles
_ : , o _ _ . .

65 . R; et R, ont les significations données ci-dessus,

15

AR O



. .obtef en ﬂs'g'!&

gs~conpl exes de ce pol ypeptide. 55 6. Un pol ypeptide selon |la
r-eV'atlon 1, de formul e H (D) Phe-Cys-Phe- (D) Trp-Lys-Thr-(D)i
pr - NH2' H- ( D) Phe- (D) Cys- PHW%}EO Lys- Thr- (D).Cys- (D) Ser-NH2 60 :
e- (D) Cys-Phi e- (D) Tr p- Lys D)Ser-NH2 : . .
H- ( D) Phe- CRg sigitifix (Hydirogdle Taupunlgreupé lalkyle\en-ClhC,0ét, ou 65 '
H-( D) Phe- C Slei;J %ﬁé e, by sroirmral en ¢h—¥C@bhénﬂ60u phénylalkyle en Cy—dmuneg&:hdﬂll
g

111111 —CH RE)IIY

conpl,exgsebs Gul
r evendi 6 audcHicohditibralé ot DBTREHGo tuha 4D 4Rt ol pbaItIBRY 16t 6U
groupe gmisbqicles sels at lpﬁbdm:ﬂexds tence pmﬂp,epmat i de prot 6ge ayant |a sequence de

la formul e24 Un gelvreptidss Selon 1a revendicationn bl ceractiéting en celdue| ¢ coupl age par dne

i ai gpn anfytente ﬂg@k"}ﬂ‘hﬂ‘@g G |"B?’P{l?5‘¥'° e ES—GEPF &8 gpouph defAmuiet RCOracune au
moi nS” un r Qi e oh YRoubd aflyi8Gh 0O-8, %ﬂmy.e%%éa\ggumew@w@dp ou non
prot egee. Red stgnmaes pepti di ques etant tefles qu'on obtient pblypept i de
pr ot 6ge ouahmrle btoe@ephammdeavsﬁqummd@smstlfué dans| le ndvas pdr 6:Cil B2, NO,,
revend| En en_.oeyvr e d%l@r ocede de

1' 6t #p ‘t“r‘éﬁ'é‘i"?) r’ﬁ?‘éﬁ'ﬂf"'aﬁﬁ'ﬁe 31“’0%?68' PEHUC AR °U L B P-rmipo-aride

poly pepa bfiapﬂnaﬁ&@e rédtbs AQMInArRId6HH et 1) é&ymtamhaleae«qmsmma} uh 626 dikiie |
sel.on |lem Cev@ndi cation 1, en un autre groups A ou F. et. si necessaire, |la

m ss en oeuvre du proced6 de |’ 6t ape a).; d) I’ oxydatlﬁn d' un pol ypeptide A

Co

'"a"° ddi ti'on d' aci des et |es o
.,m?ééﬁg i e S o

chal ffe 1ingair. defo di.ca /f dans laquelle Y. et
Y2 sont. chge'ﬂ'?{'e HY 88 e%"B‘b %ﬁtﬁ{ﬁer u&g yﬁggﬁm do formule | solon la .

revendi cation 1, dans | aquel e Y1 et Y2 fornment ensemgfe une |iaison
directs, eR; snamf'mﬁwetsyme.re | a trans- ts formation d' un pol ypeptide ainai
°é'>€-@ qreupe 2l -de 8. Un pol ypeptide sel on

i 8!
| une quel e, s%ﬁ"@r??sot I S BB CRTHLLEE o

phar macgg ee%caqm CsonU eanﬁﬁqm swae on@m&esém’sl ynpidkes @blce- OMME

medi canwweptae Un pol ypepti de selon 1'une ueI conque des revendications 1 A.

6 oudun seB. k#uP@mﬁplldsmbpﬂammwmhehémn@ccept abl es de c. -pol ypepti de,
pour lutilisation dans Iﬁ(é,pﬁd_éﬁpﬁg_gﬁm ggu_‘]ao avec une etiol ogle
" conprenant ou associ 6e a un exces de secr 6t I.on hor none de croi ssance,
OU pouraidsi qiei lbs ssiet ¢ addlition Wraeidenéti s tomplexekedd @8 mahdeiideon: gastri que ou
panc?at i gfelin adhpertise selgrirorsvendisetionhladederalei que conpronant un pol ypepti de
"sWon rune quel conque degy %ﬁymglﬁgms gin sel ou corrpl exe
phar maceut i quenent acceptabl es de ce pol ypeptide, en associati on avec un
di | uantainsiiquedési setsl dbaddhian dacidest étdescovmplexascdeegt milypertide.25 Revendi cati ons pour
| ' Et & con'-i rUnepalvasntide aglon la meyapdicatign 1dde farmplar ati on d' un pol ypepti de de
formule I, 3a - . Y-S -CHA
- EA-ws-Phel-gﬁmﬂys% cvilF | |

CH2 - YRnBiaguele N CH- O B- 1) A

21 - 3 4 5 a) A sigrfifieduD)I-Phé ELsinifie -PrrSétFnbst bl%ndd&ar@ﬂ%pe%ufs‘ﬂu@ pELIOYSarNHY,
phényé aiNly,|-Bheeot, Ceu-gl, -Aspwioliet Peoelpe de forrmul e RCO-, dans laquelle i) R

signifle rhydrogi ne. un groupe al kyle on C, - Ch6ny| o ou phdnyl al kyl e en

'C7-Cl, ou bIGA est choisi)dapg e araypg spastitué ppr HriVle-Aen- SUCH)HeRry 881 ani ne
dvent ugl {e ihid Whr-d328 sibiin par- F, Br, NO2, NH2, OH, alkyle
en Cgp C3 eﬁFmF)nﬂﬁm Eéi ;Lsu &f%gﬂh@ﬁ&ﬁaﬂ:%r -QD)am QQTQ@ﬁrdﬂ F@grittee!

autre q-lmr-dlt4fl ni sous a ci -dessus. D- am no- aci de correspondant, ou
46 c) d)n’« B@@ﬁ%ﬂdp)ﬁbptﬁdqg fie -(Bkves elté cﬂlf'el 4)SereH,eou de chaque
am no- a Ies co e '}1‘é§§r l?é "GF'f pignifie QIS NH; Alpsi que dpssple o ﬁ?ﬂ"ﬁ’f‘ dagidss

doef i ggs SOg su g,g ,edg,aﬁ% 4 Qeggrp,uge -a-am no des .restes.
e A

d' am no- aci des' a term nal des restes di- ,
pepti-di gques c) etant. Wemhaﬁvs-%memdhr-@lﬁvdﬂmsmms ‘par’ des: restes

alkyle'en C -C12. -(D)Phe-(D)Cys—Phe~(D)Trp-Lys—Thr—(D)Cys-(D)Ser-NH
60
' ; H—(D)Phe-(D)Cys-Phe-(D)Trp-Lys-Thr-Cvs-(D)Ser-NH

_ H- tD)Phe-Cys-Phe(pF) -{D)Trp-Lys-Thr-Cys-Thr-ol, 6u
65 _ H- (D)Phe~Cys—Phe—(D)Trp-Lys-Thr-Cys-Thr-oi
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A signifie |I'hydrogene ou, lorsque A signifle un groups alkyle en C, -C,
ou phenyl al kyl e -en SO Cr- C10.- egal ement un group. alkyle en C -C, 2 ou é’
phenyl al kyl e en C7 C10'.'B.signifie - Phoeeyyet uel | ement substitu6 dans [/

neyau par F. ., N2, *NH2. OH, al kyle en-C, - CBet/ou alcoxy en C -C3: C
si‘gni fie -|Ljesi gee ED qi -ad@%‘rﬂ °F éh?ﬁf’man'%ﬁﬁﬁ?ﬁ en uel

substitue dans IgP 9% 'S'H‘P'll glon la "e '°" I—E %‘égg g

~ I'alimina r

C.-C. et/au @aqmgm L gjrfam :

a-N-mi t hyg 6 et |a| upartéslﬁbph@&&es wquénbecdaﬂerﬁe-&lcgmﬁé
| s reste d' uss moingrumes@aad’ aiiﬂndqﬁderuald aminadaicuol Buaranne)pmégéheotcmnrm dasrnmtes

-~

| edit rest S pqmwnuq;\;!mt WSI ta-rvewbtmt pp palvdeptidd PfQ!#qgmufﬂPepmﬁg ' 96la e

s e A oiCy O
ra orm jr jonn

Si gnl fie r,by fj% m sém(fh? eftica enu tre grouperu F et, si nécessaire,

11i 11111111 VH au procéaéﬁagé .

--Z R2 signified Tonydatiogeive polypéptide ésihstnoj linknire ge éqrm sqebh qyensinatinn 1 dans

hydr ol ysabl e'acl Miofto "dé‘ AS| Rour Konner ﬂl “d?l n la
groups al ky “" ‘@% .nSl ﬁ@plﬁq mmico i @eﬂﬂi %;%g?rb la trans-
o

I'* hydr Ogene T g o nemn GUd. deb v&meu 154 BT Tun Sel o ViCUoRBIRE
ou un gr oupepmkdphmuemgalaemﬁbleuae gé polypeptitie, parr ifutilisatiofldodrine Xnédleementgni f i e

- | td : gl
: h%/dr ogene, GHVGEPt BU'G-EUGG 8 sk ES%'Q'M?‘P%"’ ﬁeﬂ?ag?ﬁ | s‘i‘:golg
atome E,';’vﬁm b 2x¢8s te se%n ormone  croissance, ou
signiifi eU” E&Pll'm.s c%md Rhibs la sa “‘~ ohigastfigle ou athue

| esquel les R et.oRBnoadmdoeisors plipfthédeGtitiub @OMpremant @ PolgpeptkdSmion, luﬂﬁqualegmuﬁldes
I hydr ogene muengliq:agmgu e6 ab ky kel og ho@ie:@@hamacg.@quement mepg#t:@ﬂﬂqmcg polypeptide, en
| "“hydr ogen%_«:ﬁPF'?jPB e un gilpprs %wéECU'tBhaf'ﬁPren\}q"emw wEPHeS kyle en C.,-C, 0,

1 groups - a tl n Dou L. et Y. et Y2 5|gn|f|ent
chacun [ hydr%"gfzé'ﬁ?(u%grpe'b'r'gssen e'%se‘rgbl e une liaison d| rects, les restes

‘si'tues en p05|t|1opm&é@tde@r@§aﬂan eh.aauwgpt.mmment 1"un de I autre, |la

configuratjon L ou D, ‘avec la condi tion que des restes D- et/ou L-cystdTne

soi ent unl‘auerrent presents auﬁhposné-nse-rls 20 - ﬂg-ét-c'ﬁz ai nsi que les sels et

| es conpl exes de ce pol ypepti d_(bc end a) |'lg§mnation

d' au .noi ns un groups protect e./ un. poI ypeptide prot g ayant |a

sequence de la formule |: b)a¥a cq>up| agae Far sune §i ai son am de de deux

uni tes pept |g$nqqg pulesquel | es conti ennent- chacune au noins un reste

d' am no- aci de O :ﬁf&‘uﬂ%fo%b&ﬁl@le é‘rﬁ@s—(f,,. lﬁkﬂi SOEL-6 Llod W gréllp@ 46 fFRule R€6—.,

‘uni tes 25 pepirisdagyems et ant t el quion o%tlent un poI ypepti dé proteg6 ou

non- pr ot dg gu ay ag'k R Issmﬁeg]?dmimdm ﬂrauﬁscalmlee GGei phéslvle 196 ehénylalkyle en ICa—Fiosou

en oeuvre pr ns qn d un

foncti onnel HonJ','-"ﬁ, gn_@ %ge:&*ﬁmg‘)ﬂg“ '(')u"'{r’fg'?]" pro %g%'a f}arg 8%%02 NH.

sequence de I a Tohlevedteddn a%lﬂ%cmhiﬁregi\ﬁﬂﬁﬁe &musoﬁs a)et-desius masmamrn&ac'ha

M ss on’ oeuvrarespongardomde de | et ape a) " oxydation. d un

pol ypepti d® A cr?&tuflgfés'? Mf&&?q'%'e “#xéﬂq Ef‘ﬁs""f’ uil‘,f'l'I %""'F‘ ot identigyes ou

chacun | " hydj Wgﬁ %d@?ﬁﬂgg’m i fef‘il o bl b i
n

Yl-et Y2 for € e4bnfuiehdmitn® MBnda ok alkyiés Bar. de restia eyla
transformation dA'uign;ﬁe I'adgidhdl Gu, dorsie A0 Eifrifieiure grouie sliede @nLICSECP be)pﬂéndhlkﬂe en

pol ypept i d®@. CQ—CBr égalenentser) gmurexalityie\annCli—cGi P phénylalkyle a%f-'erpﬁg en ce
3

dans le pol ype f’;‘fﬁgcox 'I’tlée"f'“e@§”bs"t“° dang; le f1qyay; Rar FiyClgpr N Q- "‘é‘ﬁ en
C G . pheny |' %B Bdntu oo ALRR-nhlfthyle: BlbhRieRRrieht substitsd 3R ib h&yau
- hydr ogene,’ bEhzsmam par €, d:n 00 QM) SOH, LTk B nLEYS-G3 | Sk Bikedy e, C, L, phenyl e ou

p he nyl al ky$se en OCsign@jeC-Ly éﬂﬁ@eﬁaﬂym &mayvmn érveml!eé!ement @m-ﬂkvpﬂnﬁnylh whtaalkvle en

event uel | emefs bst | tu d |
alkyleenc égg,%ﬁ"s odn e O;gv@ el HeE s rapigrget Serpmtoant e e

naturel autre quo | ni sous dessus ‘ou. d un Dam ng aci de _
. 60 ( Z
F sigmf’q un. g_roup_e de formule —C_OO_B,. —CH,ORz, —CO—N ou -CO-N X
B ' o . _ "R
dans lesquelles .
65 R, signifie lhydrogéne ou un groupe alkyle en C —C,. _
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corre ondant | e groupe am no des restes d' am no-aci des a) et b) etant

1201 Ierrent monoal kyl e par 'un reste 45 alkyle en C1-C3, . =
|f|e un groups de fornule - COORI, -CH20R2 ou - CO--N 50 R2 :
|e i ' hydrogene, R3 si gl’llflédié’lg gene ou un groups al kyl e.en C-C3,

si gni
- R7 signifie I@Mydrogl ne ou un groups alkyle en Cl-C3 et YV et Y2. .--!!,,_"
r epr esent efi signifisdihregénsieu leirestesdyn ester Blysiglogigrenpnt *@dmbsaq‘_a pirysiologipuemens R+

sel s d' add ts' i)t & gdans
| droge

| equgl é,guda MISWD t,ergu,ubau; r@hgg&b@mg xa| nécgs'salre tr}eanusforrre on
un sol d' adgsigaitanr’ tdﬂragénde—dnH )aekm-t:eu ml-é;mq)telsdmltuant attaciroci dl -
sel on I@tm%mW|%%"ma'Wﬁ§Fe'm co gqueo dans_l e polypeptide de -
formule |, A signifie H (D)Phe-, A ‘signifie Ihydrog fe. B signifie--Phe-,

C si ggi fi ey fib 2coot —ch,68, B Licd N T - gar | e
-Leuggl ép}égplpmu?egéamnt enserbl e .Gné i ai son i re%ntge&gt Has restes
si tues en 60 position 1 et 6 ont chacun 1a configuratiRen L. 4. Procede
sel on | a r 8yendy et¢scaignifications denndesi cijdessys. co que.. dans Ie pol ypepti de de

forrrul e 1, RAS‘ST" F9940! ° ypgroupe Qlky fggg‘g g Phe-
e SI I_&‘ ht{a ro pe a1ky§ % Y]I XI%F! CB—§:‘ gio’uSeI_hr O|
Y1l et Y27 rees §lgrifith y&ogaa.e Iré’ﬂréfﬁﬁleﬁil ernemrse Bﬁe Iiaﬁssn ﬂm:tces situes en-

posi t.i oles fesess sﬁuée reb. pcémwnetleaammnhagm ladépemiammeeﬁ un de I'aBre, Pconfigdrationsll on | a -

revend| Pi WPFECOEEF CQ“EF LesteyD "% PamAoh présRots ux PP s 1,
AR I AT e AR
si gn' f'ﬁquesrja@de Ly '
represent esf |aeﬂﬁmaa§b Ipar mmanhoranﬁmﬁememﬁs pép@exqwessesqse!bs t:omsnnem cpwnt | on 1

et 6 ondu mbing umresty danHng- aulw"r_o-iimh ug\ nrorqcée 0
- Thr 26 e?;mq rftac?hyl"sl ‘}"ed’ ﬁE"ﬁ" YRSt 5%3% “Hl %érﬁﬁ%#?m* € NHz
-Ph' e- o " g fo rmép ?ﬁu e &bté 85 b olegl e

“Ahtorm
const i t 34@nfIakadde M:;Q:e%fbrmulel en uh Gl ise én cBUng@dd | €
- Thr - emoﬁdéslegauabe ei Thr-ol; c) A 5| n| f ] e H- D Phe- E est choisi_dansle
gr oupe Icgngt Foxyratipn "'Lg emdaﬁ cé?'“e o ? ¥r atY. sophasun o) A
S' gnl fi §s§n g SII e§ia %ﬁlfr%%fo gyﬂ%pt}g ﬁl m&% lexz)u e) A-
signifi eptl S er-NH2, ainsi quo |
sel s d' addiet Procsad’ sabn mbe&vewnckm lcmarpd:teisesnd:e Qe qaaé le[rejybepide dS forifpled.ede
- sel o8| a ré\ﬁmdfp@anmw akylecenrGectCarAnéryladigyle ea Cquﬁ;o oY &0 groupe WPWQ% de

fornmul e 1, Aasignifi '|'°P1”’€ | DYPh A signi €on cC nifie
-(D) Trp-, bﬁg '!é ﬁb rogétglsup gr?::pgl ghlé gn g Cy= Hrphgrgfe %Q\QQ%FL —é’ﬂ% =
signifie - te D%, D-Dhénflilanid SvEridismet: @idhosabstitusidans bl Ayal palFsurBrdum,ect e.

et (4 WNig, 08Sblkyle b G6—6popeisoxyienrC,+-Cg dua configuration L et |e rest. situe
en positi roh’ob restq diun remingoAcide perrelputig up il Joup §) gi-dessessquedu Q‘B'B'"Eﬁc'ﬁ?)m tion
6 ala ?“5@35 Q %u | 803 destfi o drind 306G oF of Hfeo PRbRE IncRadi1e AP uh Gofd LT O
20 D,‘5 es restes .situes -aux positions % 3 tous | es deux
| a conflguratlon b b) B-si gnlfle -P he(pF)-, F si gn/f Be -Thr-ol, Y1 et Y2

repr dsent eptsigaie QR jrsupt 28 férhaue&aaodnrecmgo@tod esgo.eqtes situes aux
‘positions 1 et 6 ont tous |es. deux l'a conflguratlon %, ouc) Bsignifie

- Phe-,, F si gruf %é r-ol, Y, et Y2 si gni | fent chacun ﬂdhydrogdne et les

restes Slt '93 ro 1°tu| 'éa'i R 'gcous | eas deux | a configuration
e alk eg
L. Patent ap$gi§ NE W,;“ﬁ:agagm%n{ "BE CH DE FR GB IT Li LU NL SE
1. Ein pol yYpeptj dapd@d‘ntdi()bmehlble ud® libison directeChB,-C, D, E, Ry, R, R, A(2et-XCbit les
* N- CHCGi@hific@liqns pppnéps-4ia revendication 1, ainsi que les sels d’ adgijionyg acldes et Ies complexes ge @ 4 5
’ 6 WOTISh " polypeptide, et dans lequel le polypeptide obtenu initialement est,’si necessaare transformé en un sel
d addition d‘acide ou un complexe.de ce polypeptide. :
3. Procédé selon la revendication 1, caractérisé én ce que dans Ie polypeptlde de formule I, A
signifie H-(D)Phe-, A’ signifie I'hydrogéne, B signifie -Phe-, C signifie -(D)Trp-, D signifie -Lys-, E signifie-
-Thr-, F signifie -Leu-ol, Y, et Y, représentent ensemble une liaison dlrecte et les restes situés en
60 position 1 et 6 ont chacun la conflguratlon L.
4. Procédé selon la revendication 1, caractérisé en ce que, dans le’ polypeptnde de formule |, A
signifie H-(D)Phe-, A’ signifie I'hydrogéne, B signifie -Phe-, C signifie -(D)Trp-, D signifie -Lys-, E signifie
- -Thr, F signifie -Thr-ol, Y, et Y, représentent ensemble une luatson directe et les restes situés en posmon
1 et 6 ont chacun la confnguratlon L.
65 5. Procédé selon la revendication 1, caractérisé en ce que, dans Ia polypeptzde de formule I A’
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AfO C -.2-Akyl, C7_, O Phenyl al kyl odor fOr ein Guppe der Fornmel RCO
steht wobei 1) R Wasserstoff, CIL...-Akyl, Phenyl oder C_,-.0-Phenylalkyl.,
oder 40 . 2) RCO - a) -enen gogeb@0ﬂ98579 |mR|ng durch F a, Br, NOX;.
: d/ erten, L-
. ! * signifi dro e Qm ?’he SCA‘Isl |e- kl W Y re se
%%Henyl al amﬁgrégﬁf SIS Uik R oo éna%l.ifga "x':ﬁltf SBitsegaefteglen
natOrlichen a- A ma@ﬁwr&‘ Ré, ESignfie ﬁﬁ'-tet FE &5t B %ﬂ!@'bﬁr -(DISRINHES -
c) einen Di peptq dPhesd,, -Lewsslj AsgHdiel ai Szedinen Ani nosgurereste gI ei ch oder |
ver schi eden sind und aus den oben unter a) und/ oder, definierten Resten
ausgewahl t wer oirft e eheititdans levasee cnstitug PArHNR-A%Y. @ p{CHARBsath ereste
a) und b) qu((?whgﬁp;-téagl alTﬁr %{r\:ng&ﬁ%pﬂgmes Di pept+e&r estes c) ge-.

S

gebenenf al | |g§1fleH D dQELEIEg b e@oké‘ukdé%ﬁlt-(fﬁlm et ﬁ))TI'TrLH’t F’ signifie
VASsser st ofof .udat, 'k oder C? Phenyl al kyl bedeutet, auch

fur C, - 2-A kyld)%sth@)Phq-rPhem amw esfedun,lf'eB(EﬂSnT~ @bene,nf alls im
Ring durch F. A 'f'° e e'(fls'sﬂ'ﬁ '@F“LM‘HFHHEH“ ses dipddisien d'agiges
sti tui ertes ° PREETREH onﬁa £ a@&.se%nwsrg%@w befediftomye 1. A
QGQEbenenfsa|slgﬁ:ﬁbW- fPRED AT iGAIfi H’fyﬂ signié ~{D |ﬁe srgﬁqul

und/ oder C, - M)Wui@uﬂ&t—lﬁ&guﬁhb%e@@y . YQEEY, redofsedrem emk@lrwq urfeSiaison dsreetefe,tr
gegebenenf al. I s @JNeFFEFWIGi"@P!'E@ L lg corfigatationinetis 4e§eerm¢n°@%lwp penfigyration
-Lys- st eht P e |l R [

nat Ol i chen IiXu( A le resg Rugegugngg fich ?Lﬁco&ﬂﬁﬁra%ﬁestb% eLtg &u%%_ ?nsﬁtlgoig]lgsggf%nﬂg%rahatn
/13 60 F f uii) &lsl‘iisr@‘ sitpgsCaud @osifidns INfeét 6 Gim.;s, le£_HEAHR corfigidation D; oder -CO- N
X steht, R4 IeSiefb) fp:-?»f"wnettigf‘lgff signifie -Rrr-ou}ars ng,smé%ntwense@bleamAMsﬂlﬂ dirertg et les
11121110 11 g n_Rest si.nes
physi ol 0giss %ani( §t1 ﬁ“}g\&s'g"%&,; 9‘\9 . é%é? g%'ﬁ"ép%rggneé'etsé?s?s Sfipés aux
Wasserstoff, Phenyl oder 10 Phenyl al kyl R4 Wasserstoff,

C -3-Al" kyl ﬁ%&ﬁﬁbﬂﬁmﬁ:.%ﬂ&ﬁﬁmt BE cHosie Fn i fivly 19 RbE auch eine |
G uppe der 's° Formel -CH(R5)-X Rs Wasserstoff, -(CH2)2-OH oder -(CH2)3--CH,
“oder den gn a- KbHiepelyreptiadasiFotsest il ndl i chen Substi tuent “ei ner nat Orlichen

a-Am nosiure und Rto _ X Si ne Gr pe der g k ,, -CH20R2 oder
-CON , worin R R A 'é"oben zﬁzen Bedeut ungen haben,
R fur Wasserstoff oder C, _3- AI cmd_gscﬂi_é.am_ seerstoff. Chl-Al kyl,

Phenyl odgy C, -1 0-Phenyl al kyl tehon, bedeut en, wobei die G uppe -CH(Rs)-X
die D- oder L-Konfiguration IA Und Y,2u:hd‘\'52 befde fur Wasserstoff odor

zusanmen famwasinne direkte Bin st ehen. vvo ei die Reste._in den Stellungen .
1 und 6 unabhi ng VS’ méf’g?@%éer”’%y "1!':‘“!9 ) Pﬁk‘n’g omeb ACPamueht. wekei der
Mass- gabg, dasg, SRS & TAe) Frem %té Bure eétel l.ungen 1 und 6

vor komren, sow ea)&ﬁhngeg%a&ﬁnfamnf RihgTBurth'F O HIING;XRH,, OH, E_pARﬁluw&m icd ,Jmai
Anspruch 1, swostituiertén Loodet,D-Bhefbidigtinrest,7. | O- Phenyl al kyt oder el ne G uppe

. Formel RCO-, A blfdgv Rw? 'gerragﬂmrf a'wﬁemunmasieﬁwmnatﬁ@chesamkwsau@mwinewe-r

'S ure, 0
C, _10- Pheny | BIRYTS N‘gg:% g@g ﬁ}? i eafm?a B ASOSAENE Adchiald0 el s
durch F. :deB'bbe mgr rk Obei die a-Amino-
substi t ui er tgeuppé der0ABincdduidiestayd) ahdB) Gridcdié N- ale Aminogruppe des Dlpeptldrestes c) ge- .
gebenenfalls durch C,_,,-Alkyl mono- oder di-alkyliert sind, )
A’ far Wasserstoff oder falis A C,_,,-Alkyl oder C,_,, -Phenylalkyl bedeutet auch fiir C,_12-Alkyl
so oder C,_,,-Phenylalkyl steht, -
B fir gegebenenfalls im Ring durch F, Cl Br, NO,, NH,, OH, C,_,- Alkyl und/oder C,_;-Alkoxy sub-
stituiertes -Phe- steht,
C fir gegebenenfalis a-N-methyluertes und gegebenenfalls im Benzolrmg durch F, C!, Br, NO,,
‘NH,, OH, C,_,-Alkyl und/oder C,_,-Alkoxy substituiertes iL)- oder (D)-Trp steht,
55 D fiir gegebenentfalls a-N-methyhertes und gegebenenfalls ¢-N-C,_;-alkyliertes -Lys- steht,
L - E.fir den gegebenenfalls a-N-methyloerten Rest einer naturllchen a-Ammosaure oder einer ent-
. sprechendan D—Ammosaure steht, _ _
. g R, .

60~ Ffur eine'Grdppe ‘der Formel —COOR,, CH,0R,, CON = ' oder —CO-N X steht,
- Mt Ny O T
R‘

worin ' :
65 R, Wasserstoff oder C,_;-Alkyl
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¢} nen.ant - sprechenden D- Aminosiure, wobel die.Anm nogruppe der
‘Yg5aureroste a) .und b) gegeb 30 durch C,-.3-Al kyl nonoal kyliert
ist, TR3 F fO eine Guppe der ?orsgeblaéﬁ?:m? - CH20R2 oder-CO-N as - o
R4 RO far Mmﬂsfbﬁbﬂermn ﬂast eivks pleysiologhéh aeteagiidben, %ﬁud@dsthydrcfl@erbaren J
Wasser $8t81¢ Eder und Y. und Y2 zusammen f O -ei ne direkte Bi ndung

t eh henyl o ) yiglk _
Stehen, U AR T B 107 Wm0 ABR B S

Konpl exe. Iﬁw&ﬁstm|—)‘mm-l—dl-lgﬂm$% HU&J@r den®ai o-KakieRloffatom befindlichen
H (D) Pﬁsb@t@nm@wwiﬁcanq-Amﬁosau@/md ou-ol 46 sow e seine - .
- Sdur eaddi t'i onssal ze und Konpl exe. 4. Ei n Pol ypept.i sgem ss Anspruch 1 der

Forngl H-( ) yS- CtlsTéH@ 5 soyi.e seine
Saureaddl tgé'ﬁggrﬁgéédfﬁ 'ff?_é(g?(% 12 P80 ypeptid gem 3s Anspruch 1 der
For mol A- Cys- Phe- (D) Tr p- Lys E-C4s- F wornn a) A fQR, H(D)Phe und E fO
-Thr - stemenﬂmﬂdd'FObaUMwef@ p'end?esnaadmend aus '-(D) Ser-NH2, 55 - NHZ2;

- Phe- ol , sserst hj t der
8 e BT AR o RSB o B e
W I’ lYt; undT‘nl’beldblﬂﬁlV\Essefs?dﬁcd ﬂl’us@xm&if G Wia; dirbile Bindung Stehdh, bbei bis RED&NE-
st eht mlaeasgallmpn Gung Gainthbdngigheaneinandsr di D)oﬂeaD-Kumfﬁurag@IBén mitdeeMiddshi t Wi rd
und 9‘!*’Eard8§;rﬁr ungfodet lsfyseinfgstennyrp den Brefyngen 1 upd Bypriommpmisaie seing Salz- f ar

- (D)'Set %&%.ﬁ%?ﬁt.dgdss.sq&m&uého Wbsn-. E fur -Thr- und F' far

- (D) Ser - N2t £ ARy GO}é;APﬂerﬁp&leﬁo PHE@G%F& uomaﬁénmound Konpl exe. 65 20
LTI AT fiieiWdskdrstoff 0029579 ' 6. Einh Po ypepti d gem'ss Anspruch 1 der

For rrel H- ’F’Nésse'g?@ffPﬁes eBy'T?'p"ﬂy’éefT%Lm(P@yr&gﬂﬂw'(@FGer -NH2 H- (D P he-(DC
: S Phe J(ulsgtl Jl&ié?gi rren urc Il\t' ZNE'- ‘JP) Bﬂe ,(_, Alkyl oder C,—a-Alkoxy mono-
he- 6 GenPRea{ pin r ﬁ Blsh)hﬁer deffRjester Iﬂﬁtﬁﬁl:henodiﬁﬁnﬁoﬁute oder einen ent-
H— ( Fén@cig:gerPﬁMu WP opei- die Amogrupbe ded| Amismddrereste laNandSs) | gadebernifalis d
-Afiert morpalivlientiist. Her st el | ung si ner Verblwng gem ss_Anspruch 1,

' dadurch gekennzei chnet, dass man is ~ -a) mndes s eine Schutzgr-uppe
" aus si nent gRemaidrése £pk&ﬂeupi-lcéom L ¢i£6R,] dhef2icd=0kel | an- gegebenen

Sequenz, w e |mAnspr uch 1 definiert, ‘entfent, ‘b) xwei Peptideinheiten, von

denéefi j edg f&oe eonen Ami nosaur e oder Ani noal Wghol rest in

‘geschi ut zhéfu, %}g@&gl@utm@r Formenthilt, durch sine Am dbi ndung

mt ei nandﬂ;fﬁvwdsmtq»ff bderm"be\lkydwm Pept i dei nhei t en so gewahl t- werden, dass

ein geschtdumdéézmwmen @ingldirekte Bigdung|sieherp undiB. G, O, B, E’.DR,SE?JGIXZdldﬂT For nel

| def@ Am ?gangvaFP uthingen 'eq?g j%)e eﬁaﬁmrﬁeﬁdgwnwée sk Kompledisst uf e a)

aus- fuhr ud gemise ATFRIVSh. R A oder F si nes geschutzten oder -

ungeschwtzten Pol ypeptm-(tst%d'aé-uﬁﬁﬁllWIhrﬁg.L&p&mel des Anspruchs | in

ei ngé%r’l\gﬁre E(IBru eddéaodor F O berfuhrr und; wenn. notwendl g, die

Ver d) ein geradkettl ges Pol ypeptid der
Fornel | gg{ §§§D s ‘:F%fm‘vxﬂﬂcﬂ Yder GRT®\2" bei de Wasserstoff bedeuten, zu

ei nem Pol ypepti d der Fw-mhemmae-mmmm-@&mu n Y, und Y2 zusamen fM

el neso sowie seine S#ureadditionssalze und Komplexe.

5. Ein Polypeptid gemiss Anspruch 1 der Formel
- A-Cys-Phe-(D)Trp-Lys-E-C}s-F'
worin y: {D) rpLysECysF

a) A fir H- !D)Phe und E fﬁr -Thr- stehen und F’ aus der Gruppe bestehend aus -(D)Ser—NHz
55 ——NH --Phe-ol -Leu-ol, -Asp-dlol und -Ser-ol ausgewihlt wird,

b) A aus der Gruppe bestehend aus H-Nle—Asn- (CH,),—-CO und o

-(D)Phe(pF)-ausgewéhlt wird, E fir -Thr- und F* fur -Thr-ol stehen;

¢} A fiir H-(D)Phe- steht, E aus der Gruppe bestehend aus -(D)Ala- - - It wird
% und F’ fiir -Thr-ol steht: PP (D)Ala- und (D)Thr ausgewah

d) A fir H-{D)Phe-, E fiir ~{D)Ala-- und F' fir -(D)Ser-NH, stehen oder

e} A fiir H-Asn-, E fiir -Thr- und F’ fir -(D)Ser-NH, stehen sowie seine ‘Siureadditionssalze und
Komplexe. )
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di rekt e Bi ndung stehen. oxidiert, und gewunschtenfalls sin so erhaltenes

Pol ypeptid in eine Sal zf orm oder Konpl ex davon uberfChrt. 8. Ein Pol ypept]

gewi ssel nem der Ansprfiche 1l bis 6 dy %2@ phar mazout i sch akzept abl-e

S *z 30 form odor. Konpl ex daven zur Ver ung al s Pharmazeuti kum 9. Eitd®
pepti d genbsEin enmamxdeémﬁasapsﬁaiﬂna aertnoanéi odor ei ne pharmazeutisch

akzepét z;bl ekSaI zZ-. fo[ m oderH @;qo vg—Pﬁ gﬁy,%‘%g&gpazel der Bﬁhandl gng
von Er krankungen mit. ei ner 0 gl usanmmenhi ngen
Q t kEI nerssuilzer nassi %en G—H.‘mkﬁﬁb]@wh@mfmiwmy.ﬁjmﬁqd}s@gﬁﬁ| spl\/agen- -odor
ankr eas-°Sekr et i onshommer euti sches Pri parat :
enthal tend sin Pol ypeptid @%ﬁb&vﬁm@m—m@wﬁmm@ewm s 6 odor eine.
pharmazeut i sch ‘akzept abl eIH \} lzgéa}rmen rnit ei nem
en

phar- mazeuti sch akzeptab ngsm 570 |ger daffr. 40
Pat ntansp®i che fOr der- VYrtra@iﬁhaaais-PhérTD)trp-LVe-mfad?wm-aur Her st el | ung sines

Pol ypept ddssﬂ% sdirfy SPorine Aind Qi‘%plexzI Y28 .CHl 2
N- CH- - CO- B- G- O7hveialtebh dur Herstellung einer Verbmdun gerlabs Adpruch 1 dadurch gekenszeichnet, :ﬁaés S
6 so vvor| n mad ur C1,12- Al kyl Phen sfal kyl odor for ein Guppe. der

mel ta -r“ndme ging cwm el geephitzgn Relvppptid mivdesin dexfiormel l an-

5
-0 P“e”” il c%“*%}:;"’“%: bl &«%&@?ﬂaxﬂ%ﬁf&ﬁm “"i%?-t

'oder D- Phenglé abmiaexme&sﬁ so fewatid Weldesn,(dasy ¢k hesahiliRésotieAliresthftites! H&lﬁfep mit der
defini er 8 rﬁqqaqna dbri Forresh | éas Ansaresbglarbalten) wird und; aememmdm he Ndl&hrensstufe a) aus-

0- Ant nosauré P 0 | e sSi
A nosi ur er gﬂ&i &')&Qa ibg%n%fg n%brdf! Eﬁéza%e%g trﬂe : ar ug SC u nelpoldgiset:fj tgi;r
und/ oder b)dadvﬁmahreemammeﬂ ausgi-wi filt wer den bodeuten 8. e

ca- Ami no2s so gdlgipaeratikettigesiPolypentid derdotmel h‘)esmrbghs tln\dorlee uhd Y theidp Malserstoff

A ebee@gew m Folypentid de 8 & 1gNprT Y Candopy-asaryRen; figine |
oder i “2&;}@;% E@%@ C o, HSSERSETIRAY 50 Fp oo SoDabEa Iy oeEy
Cr7. -, -Phenyl'a méé’s‘-%nf det Ans%cﬂ@f 6% gwer Qﬁpﬁl\tll&mamtllchpéﬂ%)ﬁhﬁlsﬁl-

st eht B¢ Obngegab@n@m bvof zLmMVdriveriufiy) bl IPhirmatdutikub
C, -3- AI kyl undBoEimPoI@eptBigﬁrﬂa es@esmwcltqjl his § eder eiffpharnsazeltisch aRZeptable Salz-

i géééé'elf"" i ggﬂp@ "”ﬁ’,‘g’g e e X o O T e o

und/ oder 3631 SJtis&Hdk Plabstat dnh.)anena i PolyPdpridi gBiméss @b b Arriiche 1 bis
gegebenenf ab Ioser mer\bhmndzgdnsehr dkeaptabiedS dpfaymbaiee Kbérapibxs ddverNzusamtenm Iitydinedr ples-

-Lys- st eht magutisgh akreptakjery¥esdinovrigsmitigl ederTrigerivsfir-er t en Rest ei ner
nat Orli chen a- Aminosgure oder einer s entsprechenden D Ami nosaure steht,

R3 F fOr «@i Patentanspriehél ®ir dop VeitagsstiatRaT CH20R2, CON- - . oder -CO-N X
steht. to~~~\ 0 . ..~ R4
worin R V\ﬁsser‘si’ﬂ’f’f“‘ﬁd&"r“@‘e@l‘g\l‘kﬂ Paiypertiss sler Exrmeiil oder den, Rest eines

physi ol ogi sch vertriglicheng phy%ﬁ_@%} sch hyd&by& erbaren Esters. is
R3 Wassemstoff, C, -3-Al kyl. Rheny &r C7, ®-Ppetyl al kyl- R Wasserstoff,

C, - 3- Al kyl o,dor, falls R3 fur Mﬁ@%ﬁwwﬂhﬁﬁhﬁl steht, aUdh eine
G uppe der Fornel -CHR,)-X Rb/W;ssers;o;f (CI—@)Z OH oder -(CH2)3-COH,
oder den am a- Kohl enst of f at om bef’i ndl i chen éubst Ttuent ei ner naturlichen

n- Am nosisbr worinnd
: A fir C,_,z-Alkvl Cioio Phenylalkyl oder fir ein Gruppe der Formel RCO— steht wobe1
1R Wasse_rstoff C,_"-Alkyl Pheny! oder C,_,,—Phenylalkyl oder
2) RCO—
. a) einen gegebenenfalls im ng durch F, Cl, Br, NO NH,. OH c __.,-Alkyl und/oder C,_s-Alkoxy
. .58 substituierten L- oder D-Phenylalaninrest,
) -b) den Rest einer anderen als oben unter a) defimerten naturhchen a—Ammoséure oder emer
: entsprechenden D-Aminoséure, oder
¢) einen Dipeptidrest, worin die einzelnen Ammosﬁurereste glelch oder verschneden sind und aus
den oben unter a) und/oder b) definierten Resten ausgéwihit werden, bedeuten, wobei die a-Amino-
60 gruppe der Aminosdurerests a) und b) und die N-terminale Ammogruppe des Dlpeptldrestes c)
gegebenenfalls durch C,_,,-Alkyl mono- oder_di-alkyliert sind,

A’ fiir Wasserstoff oder, fails A C, ,,—Alkyl oder C,_,q- Phenylalkvl bedeutet, auch fiir C,_ ,,-Alkyl
oder C,_,,-Phenylalkyl steht,
8 fir gegebenenfalis im Ring durch F, Cl, Br, NOz NH,. OH. C,_ 1-g-Alkyl und/oder C,_, Alkoxy
65 substituiertes -Phe- steht,
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- 20 | | . | ‘ B " Re. X
ei ppe der Fornel -COORl, -CH20R2 oder -CO-N. worin R7 25 R,
Al

un i e oben erwahnten Bedeutungen haben, R fur Wasserstoff oder C,

3- und R. fdr V\asserstoff 0@293nkyl Phenyl oder C7-10- Phenyl al kyl

stehen ration -~
. hat, - ' gegZ?&rV\Pns mf)tgn‘ Hgi i be" E"",%&g'éhﬁog' 'O%Befl ne

direkte Bmmﬁ};d -Nnhbﬁw.e Ly @oeh&hf R8RS LysiBRhE

unabhangi gfmmaelgegmleanf ser-u-memcwmeanéenémgmmliwéh badoﬂﬁqsamtoddemnévéss--
gabe, edagfscl'Bndemﬂ:lAmd'eﬁUts-@Btel nreste nur in den Stellungen 1 und 6
vor kormen, sowi e seiner Sal z- forrre und Ko Faexe dadur ch gekennzei chnet,

_dass man @y, BD S5 b8 B8, A -SEo0H 7 SRR R S i eBAIRAChON s@h, Pol ypept i d

mt der in der sguenz ent § , b) zwei

Pepta dei nhei ten, von denen jede m ndestens ennen Am QGA
Am noaYaen oI rest i %ﬂ§e§ ‘ﬁgi“it er oder ungeschutzter Formenthilt, durch eine
' Am db| nd e wahi t
stega‘gg,ﬁ%grg geschOQ'zt esﬂ‘tg%i |.E'Jmﬁ"r‘l’ées \Lenﬂi fF hE'?%LYS%%gﬂmb} J\mfeg)eargjﬁSequenz
der :Fornem wasﬁrbmﬁte,m-mwoPmmﬁlpdumno-nﬁﬁnvmaﬂl g, die Verfahrensstufe a)
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