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REIVINDICACIONES

l.- Un derivado de metastina representado por la f£érmula:
HHO-XX2-X¥3-¥Ed-XHO-XX6-AzaCly-KXB-XX9-KX10-NH;

{ caracterizado porgue:

X0 representa formile, umn aleanaila 1 a0,
ciclopropancarponile, &-{acetil-D-arginilaminoe] caproils, 4-
[ (R] -2, 3-diaminopropionilamino) caproilso, &= (D~
norlenxcilaming) caproilo, 4- (D-arginilaminc)bubtirileo, 2-(4-

hidroxifenillpropiconilo, glicileo, tirgosile, acetilglicilo,
acetiltircosileo, D-tirosile, acetil-D-tirceileo, piroglutamilo,
i-(piridin-3-illprepiconilo, adipoilc, glicoloilo, 6-
aminccaproilo, s-acetilaminccaproileo, 4-[pia-(2-
piridilmetil)aminemetil] -benzoilc o 4-ureidobenzoilc;

X¥X2 reprecenta Tyr, D-Tyr, D-4la, D-Leu, D-FPhe, D-
ILysg, D-Trp o un enlace guimico;

X¥3 representa:

i} un amincacido seleccicnade de Ala, Arg, Asn,
Asp, CTvs, Gln, Glu, Gly, Hye, Ile, Levw, Lyvs, Mei, Phe, Ser,
Thr, Trp. Tyr v Val donde el grupc d-amince puede estar
metilade en forma opcional;

iiy un amincacido ciclico seleccionade de Pro,
Aze (2}, Aze(3}, Pic(2), Pig(3}, Hyp, The, abzi{2), Aab=z(3},
Pzc (2}, Fro{4MHz] , Hyp(Bzl), cisHyp, Prol{4F) e lzc;

iii} un aminoidcide seleccionade de D-Dap, D-Pyal(d},
DL—AlaEPip}, arn, Aib v Tyvr(POyH.) ; o,

ivl un enlace quimiceo;

XX4 representa Aan, dcido Z-aminoe-3-
urelidoprepidmica, &cido N“-f{::rmil—B—diaminopropiénir:aI 2cido
MP-acetil-f-diaminopropidnico, N“-pentilasparagina, -
ciclopropilasparanina, N"-bencilasparagina, dcido 2.4-
diaminabutancico, acido 2,3-diamingepropidnico, Hia, Gln, Gly,
arg, Cit, Nwva, D-Aszn o un enlace quimico;

XX5 representa Ser, Thr, Val, NMeSer, 0oGly, 2Ala,
Hyp, D-ARla, D-Thr, D-Pro o un enlace guimico;

X¥6 representa Phe, Tyr, Trp, Tyvr(Me), Thi, Nal(2},
Cha, Pyafd), threo-Ser{3Fenil), eritro-Ser (3Fenilao) o
fenilalanina opcionalmsnte sustituida;

AzaGly representa azaglicina;

JAA3 repregenta Leu, Nva, Val o Alai{cEBr};
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XX9 representa arginina opclonalmente sustituida,
Ligina opcionalmente sustitwida u ornitina  opcionalmente
sustituida; v,

¥¥10 representa Z2-naftilalanina, Z2Z-tienilalanina,
tirosina, fenilalanina cpcionalmente  sustituida triptofan

opcicnalmente sustituids); o una sal del mismo.

Z.- Un derivado de metastina reprecentado por la formalsa:

XEQ-XX2-EE3-XXE4-X¥5-¥E6-Azal]l v-XX{8-X¥9-¥X10-NH.,
[caracterizado porgue:

XX0 representa formilo, un alcancilo Ciezo,
ciclopropancarkonilo, &-{acetil-D-arginilaminc) caproile, 6&-
(iR)—2;B—diaminopropianilaminohcaprcilo, &-{D-
norleuciiaming) caproilo, 4-{P-arginilamino}butizilo, 3-14-
hidroxifenil)propionile, glicila, rtirasile, acetilglicile,
acet:ltirosile, D-tiregllo, acetil-D-tirosileo, pircglutamils,
3-{piridin-3-il)preopicnileo, adipecileo, glicoloils, & -
aminocaproilo, G-acetilaminocapreilo, 4- [bis-{2-
piridilmetiltaminometil] benzoilc o 4-ureidobenzoilo;

XXZ representa Tyr, D-Tyr, D-Ala, D-leu, D-Phe, D-
Lys, D-Trp o un enlace guimico;

XX3 repregsenta D-Asp, D-Dap, D-8er, D-Gln, D-His,
D-Trp, D-Tyr, D-Pyva(4), D-NMeila, D-NMePhe, hze{2) , Aze (3},
Pic{2), PFic{3i}), Hyp, Thz, Glv, Aib, Abzi{2), abz{2), Sar, I=zc,
Leu, Lya, @lu, Thr, Trp, S8er, Ala, WNMeAla, [(j-alanina, DL-
Ala{pip), Pzc(2}, QOrn, His(3Me), Tyr{P0.H:), Pro(4NH;},
Hyp(Bzl;, cisHyp, Frol4F] o un enlace quimico;

X¥4 repressnta nEn, gcido Ze=amino-3-
wrelidopropionico, acido Nﬁ—farmil-ﬁ-diaminopropiénico, Acido
W'-acetil-B-diamincpropidnice, NY-pentilasparagina, L
ciclopreplilasparagina, N'-bencilasparagina, Acide 2.4-
diaminobutansico, acido 2,3-diamincpropidnico, His, @ln, Gly,
Arg, Cit, Nva, D-Asn ¢ un enlace gquimico;

EXLS representa Ser, Thyr, Val, NMeSer, Gly, 2&la,
Hyp, D-&la, D-Thr, D-Pro o un enlace gquimico;

' X6 representa Phe, Tyr, Trp, Tyr(Me), Thi, Nalizl,

Cha, Pyal4), Phe(2F), Phe(3F}, Phe{4F), Pha(4Cl), aMeFe,
Fhe{ZMe), Phe({iMe), Pha{dMe}, threo-Ser{3Fenilo)l, eritro-
Ser{3Fenilo) < D-Phe;

AzaGly reprezenta azaglicina;

X8 representa Leu, MNva, Val o AlalcPr):

e



12

—
4y}

20

25

30

a5

40

xX¥o representa Arg, orn, AT (Me) , D-Arg o
Arg (asymMe:) ; ¥,

X¥10 repregsenta Phe, Trp. Z2-naftilalanina, Z-
tienilalanina, tirosina o 4-fluorofenilalanina); o una =zal

del mi=mo.

3.- Un derivade de metastina representade por la £drmula:
HHO-XX2-XX3-XXa-XXE-FEE-haaGly-XX8-X¥9-XX10-NH;
(caracterizado porque:

X0 representa formilo, un alcanailo Thozey
ciclopropancarbonilo, 6- (acetil-D-arginilamine)caproile, 8-
{{R)-2,3-diamincpropionilaming) caproilo, g-{D-

norleucilaminc) caproilo, 4-{D-arginilamino)butirilo, 3-4{4-
hidroxifenilipropionilo, glicilo, tirosgilo, agetilelicilo,
acetiltirpsile, D-tirogilo, acetil-D-tirecsilo, pirogiutamilo,
3-{piridin-3-il)propicnile, adipoilo, glicoloilo L G-
aminceaproilo;

X2 zrepresenta Tyr, L-Tyr, D-Ala, D-Leu, D-Phe, L-
Lys, D-Trp o un enlace guimico;

X¥X3 representa D-Asp, D-Dap, D-Ser, D-Gln, D-His,
D-NMehla, O-NMePhe, RAze(2), Pici{2), Pic(3), Hyp, Thz, NMsila,
Gly, Aib, Ab=z{2), BAbz(3), 8ar. Leu, Lyz, Glu, p-alanina,
Pzo(2), Orn, His(3Me}, Tyr{PBO,H;}, Pro(4NH,) o Hyp(Bzl};

X¥4 ° representa Ban, Aoido 2-amino-3-
ureidopropidnico, &dcido Nﬂ—formil—ﬁ—diamin@propiénico, acido
M'-acetil-f-diaminopropidnica, N®-pentilasparagina, M-
ciclopropilasparagina, " -bencilasparagina, dcido 2.4-
diaminobutznoico, His, Gln, Cit o D-Asan;

X¥5% representa BSer, Thr, Val, NMeser, Gly, A&ala,
Hyp, D-Ala o D-Thr;

XX6 representa Phe, Tyr, Trp, Tyr(Me), Ti, Naliz),
Cha, Fyai(4}, Phe(2F}, Phei3F), Phe(4F}, Phe(4Cl) o D-Phs;

hzally representa azaglicina;

KXB representa Lew, MNva o Val;

XX2 representa Arg, Orn, Arg(Me) o ArglasymMea;; v.

XX10 representa Fhe, Trp, Z-nafkilalanina, 2-
tienilalanina, tircsina o 4-fluorofenilalanina); o una sal
del wmiema.

4.- Un derivado de metastina represeritado por la Lormula:
FEQ-ME2-FTHE-XM4 A5 -KKE-nzaGly-AXE-XX9-%X10-NH;

{caracterizado boroie -

ol
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X¥o repregenta formilo, (hEs| alcanoilo Cyaz,
ciclopropancarbonile, 6&-i{acetil-D-arginilamino)caproils, &6-
((R]-2,3-diaminopropionilaming)} caproilo, &-(D-
norleucilamino) caproilao, 4- (D-arginilaminc!butirilo, 3-l4-

hidroxifenil)propicnilo, glicilo, tirosile, acetilglicsilo,
acetiltireosilo, D-tirosile, acekil-D-tiroszileo, piroglutamile,
3-{piridin-3-il}propionilo, adipoilo, glicoloile (o] G-
aminocaproilo;

X¥2 representa Tyr, D-Tyr, D-Ala, D-Leu, D-Phe, D-
Lys, D-Trp o un enlace guimico;

X%3 representa D-Asp, D-Dap, D~-Ser, D-3dln, D-His,
D-NMeAla, D-NMeFe, Aze(2), Pic(2), Pici{3), Hyp, Thz, NMeAla,
Gly, Aib, Abz{(2), &Abz(3), Ear, Leu, Lys, Glu, P-alanina,
Pzc (2], Orn, His(3Me}, Tyr{PO;H;}, Pro(4NH;) o Hyp(Bzl};

x4 repregsenta ken, cido Z=amino-3-

ureidopropidinico, dcido Nﬁ—fmrmildiaminopropiénicm, acido NP-

acetildiaminopropidnice, N-pentilasparagina, N“-
ciclopropilasparagina, N"-bencilasparagina o deoido 2.4-
diamincbutanmics;

X5 representa Ser, Thr o Val;

X6 representa Phe, Tyr, Trp, TyriM=}, Ti, Nali(z),
Cha, PFyai4;, Phe(2F}, Phe{3F), TFhe(4F) © Phe(4Cl);

2zaGly representa azaglicina;

X8 representa Leu, Nva o Val;

X¥X9 representa Arg, Orn, Brg(Me) o Arg{asymMe.); v,

XE1Q  representa Phe, Trp, 2-naftilalanina, 2-
tienilalanina, tirogina o 4-fluorofenilalaninal; o una gal de

los mismecs.

5 - El derivade de metagtina © una azsal del mismo de
conformidad con la reivindicacidn 1, caracterizade porque:

XX0 representa alcancilo Ci;, $-aminocaproilc, &-
acetilaminoccaproilo, glicoloileg, 4-[bis-(2-
piridilmetil}aminometil]benzoilo, d-ureidobenzoilo, 3-(4-
hidrox:ifenil)propionile ¢ piroglutamilo;

X2 repregenta D-Tyr, Tyr o un enlace gquimico;

£ZX3 repregenta D-Agp, D-Dap, D-S=r, D-3ln, D-His,
D-Trp, D-Tyxr., D-Pyai4) D-NMehla, D-WMeFe, BRAze{Z), Azelid),
Pic{z), Pic(3}, Hyp, Thz, &ly, Aibk, Abz(2), 8ar, Izc, Leu,
Lya, Glua, Thr, Trp, Ser, Ala, WMeAla, B-alanina, DL-Bla(pip).
Pzc{2), Orn, His{3Me}, Tyr(PG:H,}, Pro(al,), Hypi(Bzl},
cisHyp, Pro(4F) o un enlace quimico;
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5
XXa representa Agn, acido 2-aminc-3-
ureidopropidnico, , N"-pentilasparagina, Y-
ciglopropilagparagina, W"-bencilasparagina, acido 2.4-

diamincbutanoica, Acido 2, 3-diaminepropiénico, His, Gln, Gly,
Arg, ©it, Nwa, D-Asn o un enlace quimico;

XX5 representa Thr, MNMeSsr, Gly, Ala, Hyp, D-Ala,
D-Thr, BD-Pro o un enlace guimico;

XX& representa Phe, Phe{2F), Phe(3F], Fhe(4F),
Phe {4CL), aMeEFhe Phe (2Me} , Phe {3Me=] , Pile (4Me] , threo-
Ser (AFanilol, eritro-Ser{3Fenilo) o L-Phe;

XX8 representa Leu o ala{cPr) ;

¥X9 repregenta Ardg, Argi{Me] o D-Axg: v

XXL0Q representa Trp.

.- Bl deriwvade d& metasgtina  de conformidad ocon la
reivindicacidn 1, representade por la £ormuala:

KKG—KKE—XKB—XK&-XKS-KKE-AzaGlinKE-KKQ-KKlD-NHE
(caracterizado porgue:

XX0 representa formilo, ur alcanoilo Ciog o
glicoclelilo:

EX2 repregenta D-Tyvr o un enlace gquimico;

X¥3 zrepresenta Aze (2], Hyp, Cly, Aib, Leu, Lyg,
Glu, Hiz{3Me], Tyr{POs;H}, Hyp{Bzll, <isHyp o ProidF);

X¥4 representa Aszn o arido 2-aminc-3-
ureldopropidnico;

X5 representa Ser, Thr o Ala;

X¥E& representa Phe, Cha, Phei(2F), Phei{3iF}, Phe(4F),
Phe {4C1), Fhe(2Me), Phe(3Me), Phe({4Me), threc-Ser{iFenilo) o
eritro-Ser(3Fenilo) ;

AzaBly repreaenta azaglicing;

XX8 reprezenta Leu o &lal{cPr);

XX5 representa Arg o Brg(Me); v,

A¥10 representa Phe o Trp); o© una =al de los

MLSMoS .
T7.- Un derivado de metastina selecciconado de:

Ac-D-Tyr-0O-Trp-Asn-Thr-Phe-AzaGly-Leu-D-Arg-Trp-NH;,
Ae-Aan-Thr-Phe-Azally-Leu-Arg {Me) -Trp-NHz,
Decancll-Asn-Thr-Phe-AzaGly-Leu-Arg (Me} -Trp-NHz,
Acp-Ban-Thr-Phe-Azadly-Teu-Arg iMe) -Trp-NH; |
Ac-Acp-Asn~-Thr-Phe-AzaGly-Leu-Arg (Me} -Trp-NH;,

A



Ac-D-Tyr-D-Trp-Agsp (NHPen) -Thr - Fhe-AzaGly-Leu-Arg (Me) -Trp-NH;,
Ac-D-Tyr-D-Trp-Asp (WHoPr) -Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH.,
Ae-D-Tyxr-D-Trp-Asp (NHEz1l) -Thr-Fhe-AzaGly-Leu-Arg (Me) - Trp- NH,,
Ao-D-Tyr-D-Trp-Alk-Thr-FPhe-AzaGly-Leu-Arg (Me) -Trp-MNH: ,
Ac-D-Tyr-D-Pyaid) -Alp-Thr-Phe-AzaGly-Leu-Arg{Me} -Trp-NH; ,
Ac-D-Tyr-D-Trp-Asn-D-Pro-Phe-AzaGly-Leu-Arg {Ms} -Trp-NH; |,
Ao-D-Tyr-Aze (2) -Asn-Thr-Phe-Azadly-Leu-Arg (Me} -Trp-NH, |,
Ac=TI-Tyr-Pic{2) -Asn-Thr-Phe-AzaGly-Leu-Arg (Ma) -Trp-MNH. |,
Ae-D-Tyr-Pic{3) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
AC-D-Tvyvr-Hyp-Asn-Thr-FPhe-AzaGly-Leu-Arg (M=} -Trp-NH;,
2c-D-Tyvr-Thz-Asn-Thr-Fhe-AzaGly-Leu=Arg (Me; -Trp-IH;,
Ac-D-Tyr-NMella-Asn-Thr-Phe-AzaGly-Len-Arg (Me} -Trp-NH, |
Lo-D-Tyr-Gly-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-iTH; ,
Ac-D-Tyr-Rib-Asn-Thr-FPhe-AzaGly-Lev-Arg {Me) -Trp-NH; ,
Ao-D-Tyr-Bbz{2) -Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ag-D-Tyr-Azxe (2] -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; |
Ac-D-Tyt-Sar-asn-Thr-Phe-AzaGly-Leu-Axrg (M=) -Trp-NH; ,
Ac-D-Tyr-D-NMeAla-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH;,
Ao-D-Tyr=-Tz<-hAsn-Thr-Phe-RAzaGly-Leu-Arg (Me) -Trp-LH;,
AC-D-Tyr-D-Asp-Asn-Thr-Phe-AzaGly-Leun-Arg {Me] -Tro-NH, ,
Ac-D=-Tyr-D-Dap-Asn-Thr-Phe-AzalGly-Leu-Arg (Me} -Trp-NH;
Bo=D-Tyr-D-5Ser-Asn-Thr-Phe-AzaiEly-Leu-Arg (Me) -Trp-NH;
Ac-D-Tyr-D-Gln-Asn-Thr-Phe-AzaGly-Leu-Arg (Me} -Trp-NH, ,
Ac-D-Tyr-D-His-Asn-Thy-Phe-AzaGly-Leu-Arg (Me) -Trp-NHy |,
Ro-D-Tyr-D-Trp-Dab-Thy-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; |
Ae-D-Tyr-Ala-bsen-Thr-Yhe-Azally-Leu-Arg (Me) -Trp-NH; |
Le-D-Tyr-Leu-Asn-Thr-FPhe-AzaGly-Leu-Arg (Me) -Trp-NH,,
Ae-D-Tyr-Ber-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NHy
Ac-D-Tyr-Llys-Asu-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH,
Ac-D-Tyr-Glu-Asn-Thr-FPhe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Rc-D-Tyr-P-Ala-Asn-Thr-Phe-AzaGly-Leu-Arg (Me}l -Trp-NH;
Ac-D-Tyr-D-Trp-Asn-Thr-Phe {4C1) -AzaGly-Leu-krg{Me} -Trp-NH, ,
Ac—D—Tyr—D—Trpfhﬂn—Thr-Phe{EFJ-AzaGly-Leu-Arg{MeJnTrp—NHg ;
Ac-T-Tyr-D-Trp-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg {Me) -Trp-NH;
Ao-D-Tyr-Lys-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (M=) -Trp-NE, ,
Ac-D-Tyr-Glu-Asn-Thr-Fhe [2F] -AzaGly-Leu-Arg (Me) -Trp-NH; |
AC-D-Tyr-Lys-Asn=-Thr-Phe (3F} -AzaGly-Leu-Arg{(Ms) -Trp-NH;
Ao-D-Tyr-Glu-Asn-Thr-Phe (3F} -AzaGly-Leu-Arg {Me) - Trop-NH,
Ac-D-Tyr-Lysz-Asn-Thr-Phe (4C1) -AzaGly-Leu-Arg [Me) -Trp-NH:
Ac-D-Tyvr-Glu-Agn-Thr-Phe (4{1) -hza@ly-leu-Arg (Me) -Trp-NH;
Ac-D-Tyr-Pzc(l) -Asn-Thr-Fhe-Azatly-Leu-Arg (Me) -Trp-NH.
AC-D-Tyr-Hyp-Asn-Thr-Fhe (2F) -AzaGly-Leu-Arg (Me) - Txp-IE;

*

x

’
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Ac-D-Tyr-Trp-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyﬁ-Asn-Thr—Phe(BF)—AzaGly-Leu—Arg(Me)-Trp-NHz .
Ac-D-Tyr-Trp-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (4Cl1) -AzaGly-Leu-Arg{Me) -Trp-NH; ,
Ac-D-Tyr-Trp-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg{Me) -Trp-NH; ,
Ac-D-Tyr-Aib-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-0Orn-Asn-Thr-Phe-AzaGly-Leu-Arg{Me) -Trp-NH; |,
Ac-D-Tyr-Thr-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-His(3Me) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-DL-Ala (Pip}) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, |,
Ac-D-Tyr-Tyr {PO3H;) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Glicoloil-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg{(Me) -Trp-NH; |,
Ac-D-Tyr-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Pro (4NH;) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp(Bzl) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NE, ,
Ac-D-Tyr-D-NMePhe-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Aib-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (3F) -AzaGly-Leu-Axg (Me) -Trp-NH, ,
Ac-D-Tyr-Aib-Asn-Thr-Phe (3F} -AzaGly-Leu-Arg {Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Glu-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Lys-Asn-Thr-Phe (4F) -AzaGly-Leu-Axrg(Me) -Trp-NH; ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Aib-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-D-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac~-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg-Trp-NH; ,
Ac-D-Tyr-Hyp-Alb-Thr-Phe-AzaGly-Leu-Arg{(Me) -Trp-NH; |,
4-[Bis-(2-Piridilmetil)aminometil]lbenzoil-Phe-AzaGly-Leu-
Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-NMeSer-Phe-AzaGly-Leu-Arg{Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Hyp-Phe-AzaGly-Leu-Arg{Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Gly-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Ala-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-D-Ala-Phe-AzaGly-Leu-Arg{(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-His-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Gln-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-D-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Cit-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-D-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, |,
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Ala (cPr) -Arg (Me) -Trp-NH; ,
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4-Ureidobenzoil-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Arg-Thr-Phe-AzaGly-Leu-Arg (Me) - Trp-NHz,
Ac-D-Tyr-Hyp-Gly-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D—Tyr-Hyp~Dap-Thr-Phe—AzaGly-Leu-Arg(Me)-Trp-NHz,
Ac-D-Tyr-Hyp-Dab-Thr-Phe-AzaGly-Leu-Arg{Me) -Trp-NH; |,
Ac-D-Tyr-Hyp-Asn-Thr-uMePhe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe{2Me) -AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (3Me) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Thx-Phe (4Me) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr~Hyp-Asn-Thr-threo-Ser (3Fenil) -AzaGly-Leu-Arg{Me) -
Trp-NH,; ,
Ac-D-Tyr-Hyp-Asn-Thr-eritro-Ser (3Fenil) -AzaGly-Leu-Arg(Me) -
Trp-NH, |,
Ac-D-Tyr-Hyp-Nva-Thr-Phe-AzaGly-Leu-Axrg(Me) -Trp-NH;,
Ac-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
3-{p-Hidroxifenilo)propionil-Hyp-Asn-Thr-Phe-AzaGly-Leu-
Arg (Me) -Trp-NH,; , .
pGlu-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH;,
Ac-D-Tyr-cisHyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Pro (4F) -Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH;, o una sal

del mismo.
8.- Un derivado de metastina seleccionado de:

Ac-D-Tyr-D-Trp-Asp (NHPen) -Thr-Phe-AzaGly-Leu-Arg{(Me} -Trp-NHE;,
Ac-D-Tyr-D-Trp-Asp (NHcPr) -Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH,,
Ac-D-Tyr-D-Trp-Asp (NHBzl) -Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH,,
Ac-D-Tyr-D-Trp-Alb-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-~-D-Tyr-D-Pya(4) -Alb-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH: ,
Ac-D-Tyr-Aze(2) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Pic (2} -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Thz-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Gly-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-~NH,
Ac-D-Tyr-Aib-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) - Trp-NH,

Ac-D-Tyr~D-NMeAla-Asn-Thr-Phe-AzaGly-Leu-Arg{Me) -Trp-NH, ,
Ac-D-Tyr-D-Gln-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-D-His-Asn-Thr-Phe-AzaGly-Leu-Axg{Me) -Trp-NH, ,
Ac-D-Tyr-D-Trp-Dab-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Ala-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Leu-Asn-Thr-Phe-AzaGly-Leu-Arg {(Me) -Trp-NH, ,

6



Ac-D-Tyr-Ser-Asn-Thr-Phe-AzaGly-Leu-Axrg (Me) -Trp-NH; ,
Ac-D-Tyr-Lys-Asn-Thr-Phe-AzaGly-Leu-Axg(Me) -Trp-NH; ,
Ac-D-Tyr-Glu-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH: ,
Ac-D-Tyr-D-Trp-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH; |,
Ac-D-Tyr-D-Trp-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-D-Trp-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Lys-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Glu-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Lys-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Glu-Asn-Thr-Phe (3F) ~AzaGly-Leu-Axg (Me) -Trp-NH, ,
Ac-D-Tyr-Lys-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Glu-Asn-Thr-Phe {4Cl) -AzaGly-Leu-Arg(Me) -Trp-NH, ,
Ac-D-Tyr-Pzc(2) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH: ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Trp-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Trp-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH,; ,
Ac-D-Tyr-Trp-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Aib-Asn-Thr-Phe (4Cl) -AzaGly-Leu-Arg{(Me) -Trp-NH; |,
Ac-D-Tyr-Orn-Asn-Thr-Phe-AzaGly-Leu-Axrg(Me) -Trp-NH; ,
Ac-D-Tyr-Thr-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyxr-His (3Me) -Asn-Thr-Phe-AzaGly-Leu-Arg{Me) -Trp-NH; ,
Ac-D-Tyr~Tyr (PO3;H;} -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Glicoloil~D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Pro(4NH,) -Agn-Thr-Phe-AzaGly-Leu-Axg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp(Bzl) -Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-D-NMePhe-Asn-Thr-Phe-AzaGly-Leu-Axrg(Me) -Trp-NH,
Ac-D-Tyr-Gly-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH,
Ac-D-Tyr-Aib-Asn-Thr-Phe (2F) -AzaGly-Leu-Arg (Me) -Trp-NH,; ,
Ac-D-Tyr-Gly-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyx-Aib-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH,
Ac-D-Tyr-Hyp-Asn-Thr-Phe {4F) -AzaGly-Leu-Arqg (Me) -Trp-NH; ,
Ac-D-Tyr-Glu-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) - Trp-NH;
Ac-D-Tyr-Lys-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) -Trp-NH,
Ac-D-Tyr-Gly-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me) - Trp-NH,
Ac-D-Tyr-Aib-Asn-Thr-FPhe (4F) -AzaGly-Leu-Arg (Me) - Trp-NH,
Ac-D-Tyr-Hyp-Asn-Thr-D-Phe-AzaGly-Leu-Arg{Me} -Trp-NH; |,
Ac-D-Tyr-Hyp~Asn-Thr-Phe-AzaGly-Leu-Arg-Trp-NH, ,
Ac-D-Tyr-Hyp-Alb-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
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4-[Bis-(2-Piridilmetil)aminometil]benzoil-Phe-AzaGly-Leu-
Arg{Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-NMeSer-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Hyp-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Gly-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Ala-Phe-AzaGly-Leu-Arg(Me} -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-D-Ala-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-His-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Gln-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-D-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH, ,
Ac—D-Tyr-Hyp-Cit—Thr¥Phe-AzaGly-Leu-Arg(Me)-Trp—NHz ,
Ac-D-Tyr-Hyp-Asn-D-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Ala(cPr) ~-Arg (Me) -Trp-NH; ,
4-Ureidobenzoil -Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Arg-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp-Gly-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyx-Hyp-Dap-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH,; ,
Ac-D-Tyr~Hyp-Dab-Thr-Phe-AzaGly-Leu-Arg (Me) -Txrp-NH; ,
Ac-D-Tyr-Hyp-Asn-Thr-oMePhe-AzaGly-Leu-Arg (Me) -Trp-NH; |,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (2Me) -AzaGly-Leu-Arg{Me) -Trp-NH, |,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (3Me) -AzaGly-Leu-Arg {(Me) -Trp-NH, ,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (4Me) -AzaGly-Leu-Arg (Me) -Trp-NH;

Ac-D-Tyr-Hyp-Asn-Thr-threo-Ser(3fenilo) -AzaGly-Leu-Arg{Me) -

Trp-NH; ,

Ac-D-Tyr-Hyp-Asn-Thr-eritro-Ser (3fenilo) -AzaGly-Leu-Arg{Me) -

Trp-NH; ,
Ac-D-Tyr-Hyp-Nva-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,

3- (p-Hidroxifenil)propionil-Hyp-Asn-Thr-Phe-AzaGly-Leu-
Arg(Me) -Trp-NH, ,
Ac-D-Tyr-cisHyp-Asn-Thr-Phe-AzaGly-Leu-Arg{(Me) -Trp-NH, ,
Ac-D-Tyxr-Pro{4F) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH;

I

Ac-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg {Me) -Trp-NH, , © una sal

del mismo.
9. Un derivado de metastina seleccionado de:

Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg{Me) -Trp-NH, ,
Ac—D-Tyr-Lys-Asn-Thr-Phe—AzaGly-Leu—Arg(Me)—Trp—NHz
Ac-D-Tyr-Glu-Asn-Thr-Phe-AzaGly-Leu-Arg(Me) -Trp-NH, ,

Ac-D-Tyr-Glu-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg(Me) -Trp-NH,,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (3F) -AzaGly-Leu-Arg (Me) -Trp-NH, |,
Ac-D-Tyr-Hyp-Asn-Thr-FPhe (4Cl) -AzaGly-Leu-Arg (Me) -Trp-NH;,
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Ac-D-Tyr-Tyr {PO;H;) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Gliceloil-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; ,
Ac-D-Tyr-Hyp{(Bzl) -Asn-Thr-Phe-AzaGly-Leu-Arg (Me) -Trp-NH; |,
Ac-D-Tyr-Hyp-Asn-Thr-Phe (4F) -AzaGly-Leu-Arg (Me} -Trp-NH; o una
sal del mismo.

10.

i1.

1z.

13.

14,

15.

is.

17.

18.

i9.

El derivado de metastina Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-
Leu-Arg (Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyr-Lys-Asn-Thr-Phe-AzaGly-
Leu-Arg(Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyr-Glu-Asn-Thr-Phe-AzaGly-
Leu-Arg{Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyr-Glu-Asn-Thr-Phe (3F)-
AzaGly-Leu-Axrg(Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyr-Hyp-Asn-Thr-Phe(3F)-
AzaGly-Leu-Arg (Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyxr-Hyp-Asn-Thr-Phe (4Cl) -
AzaGly-Leu-Arg(Me) -Trp-NH, o sales del mismo.

El derivado de metastina Ac-D-Tyr-Tyr{PO;H,)-Asn-Thr-Phe-
AzaGly-Leu-Arg (Me) -Trp-NH; © sales del mismo.

El derivado de metastina Glicoloil-D-Tyr-Hyp-Asn-Thr-Phe-
AzaGly-Leu-Arg (Me) -Trp-NH; o sales del mismo.

El derivado de metastina Ac-D-Tyr-Hyp(Bzl)-Asn-Thr-Phe-
AzaGly-Leu-Arg (Me) -Trp-NH; © sales del mismo.

El derivado de metastina Ac-D-Tyr-Hyp-Asn-Thr-Phe(4F)-
AzaGly-Leu-Arg (Me) -Trp-NH, © gales del mismo.

20.- Un profarmaco del derivado de metastina caracterizado

porque es de conformidad con la reivindicacidén 1 o una sal

del mismo.
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21.- Un profarmaco del derivado de metastina caracterizado
porque es de conformidad con la reivindicacidén 7 © una sal

del mismo.

22.- Un medicamento caracterizado porgue comprende el
derivado de metastina de conformidad con cualguiera de las
reivindicaciones 1 a 19, o una sal del mismo, ¢ un profarmaco

del mismo.

23.- El medicamento de conformidad con la reivindicacién 22,
caracterizadc porque es un agente supresor de la metéstasis
del céancer o un agente supresor del crecimiento del cancer.

24 .- ElL medicamento de conformidad con la reivindicacidn 22,
caracterizado porque es un agente para prevenir o tratar el

cancer.

25.- E1 medicamento de conformidad con la reivindicacidén 22,
caracterizado porque esg un agente para controlar la funcidn

placentaria.

26.- El medicamento de conformidad con la reivindicacidén 22,
caracterizado porgue es un agente para prevenir o tratar
coriocarcinoma, masa hidatidica, masa invasiva, abortos,
hipoplasia fetal, metabolismo anormal de la glucosa,
metabolisme anormal de los lipidos o induccidn del parto.

27.- El medicamento de conformidad con la reivindicacidén 22,
caracterizado porque es un agente para mejorar la funcién
gonadal.

28.- El1 medicamento de conformidad con la reivindicacién 22,
caracterizado porgue es un agente para prevenir o tratar un
cancer dependiente de hormonas, infertilidad, endometriosis,
pubertad precoz ¢ mioma del Gtero.

29.- El wedicamento de conformidad con la reivindicacién 22,
caracterizado porgue es un agente para inducir o estimular la
ovulacién.

5\\
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30.- E1l medicamento de conformidad con la reivindicacidén 22,
caracterizado porgue es un agente secretagogo de la hormona

gonadotrdfica o un agente secretagogo de hormonas sexuales.

31.- El medicamento de conformidad con la reivindicacidén 22,
caracterizado porque €s un agente para prevenir o tratar la
enfermedad de Alzheimer, Autismo o discapacidad cognitiva

mcderada.

32.- El medicamento de conformidad con la reivindicacién 22,
caracterizado porgque es un agente de regulacidn por
disminucién de la hormona gonadotréfica u hormonas sexuales.

33.- E1l agente de conformidad con 1la reivindicacidn 22,
caractexizado porque es un agente de regulacidén por
disminucidén de 1la proteina humana OT7T175 (receptor de
metastina) dque consiste en la secuencia de aminoacidos
representada por SEC ID NO: 9.

34.- El medicamento de conformidad con la reivindicacidén 32 &
33, caracterizado porgue es un agente para prevenir o tratar
un céncer dependiente de hormonas.
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FERRERC EMILIC

apocderadofa) y/o Representante de
TARKEDA PEARMACEUTICAL CCOMPANY LIMIT=D

REFERENCIA Radicacidn No. 8 51818
Solicitud internacional PCT/IP2006/326176
Fecha inicio fas= nacional 22/07/2008
Tramite 11
Evento 378
Actuacién 416
Oficio No. 8583
Folios 1

Teniende en cuenta que la solicitud de privilegio de patente que se tramita bajo el
expediente indicade en la referencia., reune los requisitos de forma establecides en
la Decisidn 486 de la Comisidn de la Comunidad Andina, el Tratado de Cooperacidén en
Mazeria de Patentes (PCT). el Reglamentc y la Circular Unica de la Superintendencia
de Industria y Comercio, se envia el extracto de la solicitud a la Oficinra de
Comunicaciones para efecto de su publicacifn en la Gaceta de Propiedad iIndustrial.

Camplase
Dadc en Bogotd DC, iBﬁ AGO

ALIX CARMINZA C
Jefe de la divij

DE VERGEL
5ién ¢e Nuevas {reaciones

jferrand



