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conpared to native somatostatin and dopam ne, either
al one or in conbination. 2 WO 2004/ 091490
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substituted Cl-10 al kyl, substituted Cl1-10
het er oal kyl , substitut ed C2 al kenyl, or substituted
C2-1.0 al kynyl; [|0011] YR ik lo al kyl, Cl-lo
het er oal kyl , C2-|110(wj kenyl, -10 al kynyl, substituted
Cl-10 alkyl, substiyu ed Cl 10 het eroal kyI
substituted C2-1 %@I
or - CN;, [0012] .
or absent, provi ded“t when| R2 and R3 are absent a
doubl e bond is presq Mmen the carbon atonms to
which they are dtta N[00131' R4 is H Cl-to
al kyl, Cl-1o0 hetleroal kyI , kaC2-110 al kenyl, C2-10
al kynyl , substitlsted QLl-10 -alkyl, substituted Cl-10
whiet eroal kyl, substituted C2-10 al kenyl or substituted
M0 alkynyl: [0014] Yis -0-, -C(O-, -S-,
(0018} ( CK2Y B, C BY, 1, F, -GN .10 alk{, O) 2rheter B OIC, 10 2lRGHDC; 10 alkynyl,

su%@ﬁe)d&ql glkyg, su%st@'#%?é? 10 ’hg%: é(yi s%ﬁtu@ﬁ%?%%ncl( gﬁu’bﬁtltuted
Coheulkyafl) - (CR7R8)q C(O) -, when Y is -N R6) -0-,

[00:1%_5;( d;z[ éslli,gicéjﬁglgg 1@? %tgl?oalgylmé;{; 1_13@3(@)10 ?l)k)myl sulg(tltuted Ci-10
alkyl, éubstituted C1.10 heteroalkyl, substituted C,.19 alkenyl, substituted C,.1o alkynyl, or -
CN;

[0012] R2 and R3, each is, independently, H or absent, provided that when R2 and R3 are

absent a double bond is present between the carbon atoms to which they are attached;

[0013] R4 is H, Cy.g alkyl, Cy.10 heteroalkyl, Cy.19 alkenyl, Cy.19 alkynyl, substituted Cy0
alkyl, substituted Cj.1o heteroalkyl, substituted C,.;o alkenyl, or substituted C,.1o alkynyl;
[0014] Y is -O-,-C(O)-, -S-, -S-(CH,)s-C(Q)-, -8(0)-, -S(O),-, -SC(0)-, -OC(0)-, -
N(R5)-C(0)-, or -N(R6)-;

[0015] L is -(CHy),-C(O)-, when Y is -S-, -S(O)-, -S(0),-, -O- or -N(R6)-; or L is -C(O)-
(CR7R8)¢-C(O)-, when Y is -N(R6)-, -O-, or -S-; or L is (amino acid);, when Y is -C(O)-,
SC(0)-, -OC(0)-, -S-(CHy)s-C(0)-, or -N(R5)-C(0)-;

[0016] W is—CR9,R10-;

[0017] RS and R6 each is, independently, H, Ci.1o alkyl, substituted Cj.jo alkyl; C.1o
heteroalkyl, substituted Ci.1o heteroalkyl, C,.1 alkenyl, substituted C,.1o alkenyl, Cs.1o
alkynyl, substituted C,.1¢ alkynyl, aryl, alkylaryl, or substituted alkylaryl;
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“ﬁ%ﬁlei %Q&RE somatostatin receptor; [0027] or a
[0p23r nmeciewts; cal |y acceptabl e salt thereof; and [0028]
Opﬂﬁrein Eﬁﬁh noi ety depicted between the brackets is,
[00%depdid&ili y for each occurrence, attached to an
[obR3s]er rtinRlo;or an i nternal ami ne group or hydroxyl

In a second aspect of the first
["@%ﬁom%ﬁ@aﬁ ]rJ%BP? omtpsaGE ICEET i ses fornul a

[0027]) . or B%harﬁla@uﬁcally(aWé@ta‘ﬁe(sb])ﬁ fefeof,@nd Rl R3 H
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PCT/ US2004/ 010891 [0030] Xis H, d, Br, I, F, -CN,
w@100209abkyl , Cl-10 heteroal kyl, C2-10 al kenyl PCTZBSZ04/010891

al kynyl, substituted Cl-10 al kyl, substituted C1_10

het er oal kyl , substitut ed C2-10 al kenyl, or substitut ed

RS2 P Ak 08 0 o Bl b o

sutditdted Cajy Ialklyl, ssbsbﬁﬁadt@tlehbtﬁdalkﬂ slubﬂtﬂutathyslalkenyl or substituted
C Ituted C2-10 al kenyl, substituted C2_10 al kynyl,
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[0331] gbsRﬂLit H, 0r.ullgh d:dlmterdﬁl@m 23, #ikehyRE, ay akyngl) sebatituéed C1.qo
ubj e t bet e c at.o
i SUpStig %4;813&02‘ Bropily é‘&PS“ 923&“?/@ ‘E?S“‘é&edﬁgs %1?1%913/1 or -
Ci¢l-1 o0 heteroal kyl, C2-10 aI kenyl C2-lo aI kynyl

substituted C1-10  al kyl, substituted Cl-
(0032 er &g R3, eaghds Pﬁﬁﬂeééenézdi or %hsf‘éénRFPVld?ﬁr thgwwlm@é &3 are
ab%’t lgo@dlgyéﬁﬂl 1s&re£e@i@%eéﬁ§hé Srlidn a@;ms;ltg Vﬁllléf‘MJhG frd atfdhed:;

het er oal

-1o al substl tut éd
100581 30 R By 06 l50 G o oz ot e Abialkymi, substtuted Cr.i
t
SEbbEE, e baftylS il cS %) A R i e N Mmy
[OPWBS]RSYS I‘IgC-} ﬁ).alkyl ql@)heteroallﬁ.l C2-1(mt(@)’1 Ca -1(@@@)’1-, substituted Cj.o

allﬁm(sﬁggn{%@ bfo %o%@%ub%{ﬂvtehl ngk&%@%?tlﬁeﬁ(cﬂﬂ e{llgyngﬁ ]or a

group ﬁthﬂo@ul@@ﬂg(lelﬂ)rﬁ(ma@n),, when Y is -N(R7)-, -0-,

[0@{?0) Y is %(303 (g N?Q@‘:' @;@)— : )j-(C,ié ;,119519)-', or -N(RS)-

(CEBYRED-E( O -: [0037] Wis -CR9, R O-; [0038] R6, R,

OB O SRREP I, ol kSt o cromion, o

vﬁiéthtlist-NﬁEKj Q;L lQ-ShﬁirQh@anKﬁ{d acid}g whén ®iKemwh-, SC(0)-, -0C(0)-, -
subst i t ut 8 | kenyl, C2-1 al kynyl , substituted
N&3)- %HQHE | OF Iﬂlﬂﬁs C@rkyl aryl, or substituted

[Oggwl alwlls,_dlg)ﬁﬂj RO and RL0 each I's, independently, H,
Br, |, F, Cl1-10 al kyl, substituted Cl-10 al kyl ;

[0@181 10 RﬁeR&a@é IRBygach @U@@qpmdgmésd Ho €1 1o lgybtsebsbifted F1-10 alkyl Ci10
heg%?(éllﬁrl %hk&f&%!;%clz 13?2%1‘0501%&1‘3%2 %E&%%u%&%&? Co. %%n%ﬁw Paao
all@myls amnﬁutth(édo alkyriyh epil.; all@ﬂarﬂmresnblstmal akyéamyl;

[06’% ' Oli@l alnx ’Rlb %5(!?1 15 %%})éh%&mt{y H, 8f, @r, R f*’,l (5‘19{0 g’l}é?lt, $§iftktituted Ci10
alkyl; Ci.10 heteroalkyl, substituted C;.jo heteroalkyl, Cs.1o alkehyl, substituted C;.19 alkenyl,
Ca.10 alkynyl, substituted C,.1¢ alkynyl, aryl, alkylaryl, or substituted akylaryl; or R9 and R10
can, optionally, join together to form a ring system,;

[0040] RI11 and R12 each is, independently, H, Cj.j alkyl, substituted Cj.19 alkyl; Ci.1o
heteroalkyl, substituted Cy.19 heteroalkyl, Cy.19 alkenyl, substituted Cs.j9 alkenyl, C,.10
alkynyl, substituted C,.1 alkynyl, aryl, alkylaryl, or substituted akylaryl;

[0041] iis 1-10, provided that wheniis 1, then R1 is not H, C;4 alkyl, allyl, alkenyl or —
CN, R4 is not H or -CH3, RS is not Cys alkyl group or a group of the formula of -
(CH2):N(CHs),, R6, R7, R8, R9 and R10 each is, independently, not H or Cy.s alkyl, L is not -
(Doc)t-, or Xisnot H, CL, Br, I F, -CN, or Cys alkyl;




[0040] R11 and R12 each is, independently, H C1-10
al kyl, substituted Cl1-10 al kyl; Cl-1o0 heteroal kyl,
weamgdtsm ed Cl- 10 heteroal kyl, C2-10 al kenyl , PCT/US2004/010891
substituted C2-10 al kenyl, C2-10 al kynyl, substituted
C2-10 al kynyl, aryl, alkylaryl, or substituted
lafyik ook $041] i is 1-10, provided that when i is 1,
0 0
[%gn Ebl/l 'S’ not H, Cl-4 alkyl, allyl, alkenyl or - CN,
[0043] i snicd-104 or -CH3, R5 is not Cl1-5 alkyl group or a
up the formula of - (CH2)rN(CH3)v, R6, R7, RS,
[0%?an89gdlﬁ)&each i's, independently, not Hor Cl1-5
[o&d5kyl qid1-bs not - (Doc)t-, or Xis not H d, Br, I,

- of Cl-5 alkyl; 5 WO 2004/091490
["@é*r/ Sgg?doéw 010891 [0042] inis O or 1; [0043] n is
[06%710; sis[100¥4] pis 1-10; [0045] q is 1-5; [0046] r is
-8 ; . [0047] s is 1-10; [0048] t is 1-10; [0049] v
[091@?2-?11;5 I'¥950] z is a ligand of at Ieast one
[o@pat osdAahi n receptor; or [0051] a pharnaceutically
acceptable salt thereof; and [0052] wherein each
[0039] et ¢ itreligand ofatjeashensFomplestpinieRata: 9Is, | ndependent | y

[0651! R BRhrmRGRHEAIGAESoptaBlelsRIE LS Qn@n N-termnal or an
I nternal am ne group or hydroxyl group of Z.  [0053]

[0053] a whereiar cesfypgictyedepictstl bethieen the brackeipiscindepehdently for each
' ' f i ; el | | OB
B OB 2l AR 50 O R

[0053} X If a tRizd gbodimeiind thei fivst afi06 e cRifndris akhlog of claim 1, wherein
- N(R11 2. R13 R or -O00H, [0055] R4 and R5
Salggéﬁ%%é%%% eof)n rl{P&%Snr{(\)lT(Hf/Rlﬁa ,I)’Cl_lo al kyl, substituted
Cl1.10 alkyl; Cl-lo heteroal kyl, substituted Cl_10
het er oal kyl = G4-l® al kenyl, substituted C2_10 al kenyl ,

Cc2.10 R1
R5—0 (W)n——(:)—x Z
R2
i
(IIm)
wherein:

[0054] R2isH, -N(R11)N(R12,R13),-N(R6R7), or -COOH;

[0055] R4 and RS each is, independently, H, Cy.19 alkyl, substituted C;.1o alkyl; Cy.19
heteroalkyl, substituted Ci.1o heteroalkyl, C,.10 alkenyl, substituted Cs.1o alkenyl, Cy.10
alkynyl, substituted C;.10 alkynyl, aryl, alkylaryl, substituted akylaryl or R8-C(O)-;

[0056] W is —CRIR10- or -(CH,)q-NH-(CHy),;

[0057] RI,R6,R7,R8,R11, R12 and R13 each is, independently, H, C.19 alkyl,
substituted C.19 alkyl; Ci.10 heteroalkyl, substituted Ci.1o heteroalkyl, Cy.19 alkenyl,
substituted Cs.19 alkenyl, Cy.19 alkynyl, substituted Cs.19 alkynyl, aryl, alkylaryl, or substituted
akylaryl;

[0058]  R9Y and R10 each is, independently, H, -OH, -CN, -NO,, F, Cl, Br, I, Cy.9 alkyl,
substituted C1.19 alkyl; Ci.10 heteroalkyl, substituted Cj.1o heteroalkyl, C.10 alkenyl,



al kynyl, substituted C2_10 al kynyl, aryl, alkylaryl,
substituted akylaryl or R3-C(O-; [0056] Wis

WO gR9MIn or - (CH2)g NH (CH2)r ; [0057] R, R6PCRUS20R8010891
R11, R12 and R13 each is, independently, H C1_10
al kyI substituted Cl 10 al kyl; C1_10 heteroal kyl,

BBl .t e 0 BT SRt (24 AR BN s,

alkﬁ}&galporabkynyl aryl, alkylaryl, or substituted

[O@éﬂ a&yl 1-10 %&?L@Rgﬁ?e%%ﬂo eacy aéllo %ﬁergp{%%e Qu%rs]'g tuped (X 10 H

hetettaRyi, Uglque@ﬁ dbstdutell IC,.1Glkekl, Oelangayikstibstituted Cs.o alkynyl,
substi tuyted -1g heteroal kyl, C2_1o al kenyl, 6 WO

akelayorh S iiney SPYHATWIB891  substituted C2_10
[ooﬁorenmlls c@@ulgroaidwmé{ wheﬁlL@i%IN tibnath £ansk@; al kyny!
?/ary ubstituted alk aryI or aryl; [0059] X is
[0061 1oua|1r<1;95 substi t uted c1 lo alkyl: Cl-lo
[OdK?Lerlq@sllkyl substituted C-10 heteroal kyl, C2.10
enyl, Substituted C2_1lo al kenyl, C2_10 aI kynyl ,
[0®Gbstqtstﬂt-@d C2_10 al kynyl, akyl aryI substituted
4tylﬁ1w8 aryl, or acyl; [0060] Qis Cor N, provided
hat en leN then R2 is absent; [0061] i is
[0065]L0; Z i0Dkgahd of atdeagt Gre so@&lﬁﬁ&jn lchpmr,]_orG; [0064] r is

- 8 065] Z.is.a li st one somatostatin
[Oog%ﬁep%gl?a;nn creutlf%ﬁé‘éﬁep% %19&55 u i cal |y acceptabl e
[005&!] t twhatiaehch mﬁﬁdty[dapiGtE]i bethveeretha baakdts ishddpgndbafly tir eath
ween t brackets. i.s, inde ndentl a
ool BHERST Gh e BB 4 AL TR ouS1of GO R of 2
[0058] Ne IQ L Eaipth @mbbigieAtdflthediroitdpedt, the chirhé{2GBhlof Bodprises formula
fourth enbodi ment of the first aspect, the chineric

IVz;?nalog conprises formula (IV), R,i_ Yz (Wn O R3
Rl (1V) wherein:

R2.

N
W),

0]

R3 N

R1
av)

wherein:

[0069] R1 and R2 each is, independently, H, Cy.1o alkyl, substituted C;.;9 alkyl; C;.10

heteroalkyl, substituted Cj.1o heteroalkyl, C,.10 alkenyl, substituted Cy.19 alkenyl, Cs.10

alkynyl, substituted C,.19 alkynyl, aryl, alkylaryl, or substituted akylaryl;

[0070] R3, R4, RS, R6 and R7 each is, independently, H, -OH, -CN, -NO,, F, Cl, Br, I, C,.

10 alkyl, substituted Cj.10 alkyl; Ci-10 heteroalkyl, substituted Cj.1o heteroalkyl, C,.1o alkenyl,

substituted C,.19 alkenyl, C,.19 alkynyl, substituted C,.19 alkynyl, aryl, alkylaryl, or substituted

akylaryl;



[0069] R1 and R2 each is, independently, H Ci1_10
al kyl , substituted C1.10 al kyl; C1-10 heteroal kyl ,
wasvium ed Cl_10 heteroal kyl, C2_10 al kenyl , PCT/US2004/010891
substituted C2.10 al kenyl, C2-10 al kynyl, substituted
C2 10 al kynyl, aryl, alkylaryl, or substituted
Iar ] R3, R4, R5, R6 and R7 each is,
epenésentltg‘ﬁ{750 _OH, -ON, -N®, F, d, Br, I, Cl
WﬁﬂnalB&E—{@Rﬁ%ﬁh{MObwr@mdio al kyl; C1 10 heteroalkyl
mﬁHﬁStH%PRF .Cl_1o0 heteroal kyl, C2_10 al kenyl,
iBst i't Ute ’C2_1O al kenyl , C2_10 al kynyl , substituted
[0C24]10 nab kKygnyl , aryl, al kylaryl, or substi t ut ed
laryl ; .7 004/ 091490 PCT/U82004/010891 [0071] W
lﬂﬁ?f Crie lige FOIFAsy ORSOMAQRBRITHPREDP or acyl ;
[Obm73]aldhﬁlnﬂaﬁetﬁrcﬂl@/ ack&foabAd salt theseok-4d [ 0075] Z |S a

and of .at | east one somat ost at.i n receptor;
IOP 76]VhsTeiheae étmie@éﬂ qd betreen Hredmpadets 5 tndPIPF‘élfl%ftﬂb’ foraagh
ocbRPhEéE, AhREtd A ehimiRi &tayud@ﬁhpatnﬁﬁe bt dtJa:_e;l group of Z.

brackets |s, i ndependently for each "“occurrenc
[0878] ac Haa fif eamborineat off thafirsbispens, thaelimerg aralﬂgwem@nma formula
VoY hydroxyl group of Z. [0078] In a fifth enbodi nent

of the first aspect, the chineric anal og conprises

formul a , R NY éz p-</ I (W.-NXRL (V)

wher ei n: [OO?@] P N( R3 or H [0080] Xis N or

S: [0081] W—é" [082] s - (CR7R8) m C( O) -

[0083] R o R4 égph [ i ndependently, H, Cl1- 10
al kyl, supstittuted”Cl_1lo al yI Cl1_10 heteroalkyl,
substi t ut ed Cl_10 heteroal kyl, C2-1o al kenyl,
substituted C2_10 afWenyl, C2-10 al kynyl, substituted
C2 .10 al kynyl, aryl, alkylaryl, or substituted
WhEreiiaryl ;" [0084] R2. RS, R6, R7 and R8 each is,
[00TeperideN(i3R4) 6t H- OH, -CN, -N&®2, F, d, Br, |, Cl-

[0080] XisNorS;

[0081] W is—CR5R6-;

[0082] Y is <(CR7RS8),-C(O)-;

[0083] RI, R3 and R4 each is, independently, H, C.1o alkyl, substituted Cj.19 alkyl; Ci.19
heteroalkyl, substituted C;.1o heteroalkyl, Cy.19 alkenyl, substituted C,.1o alkenyl, Cs.19
alkynyl, substituted C,.10 alkynyl, aryl, alkylaryl, or substituted akylaryl;

[0084] R2,RS5,R6,R7 and R8 each is, independently, H, -OH, -CN, -NO,, F, Cl, Br, I, C;.
10 alkyl, substituted Cy.19 alkyl; Cy.10 heteroalkyl, substituted Cj.1o heteroalkyl, C,.1o alkenyl,
substituted Cs.10 alkenyl, Cy.j9 alkynyl, substituted C,.19 alkynyl, aryl, alkylaryl, or substituted
akylaryl,

[0085] iis1-10;

[0086] m is0-10;

[0087] nis0-6;

[0088] Zis aligand of at least one somatostatin receptor; or

[0089]  apharmaceutically acceptable salt thereof; and



10 al kyl, substituted Cl1_10 al kyl; C1-10 heteroal kyl,

substituted Cl_10 heteroal kyl, C2-10 al kenyl,
weamgndtsm ed C2- 1o al kenyl, C2_10 al kynyl, subRtT/Us1004010891

C2_1o al kynyl, aryl, alkylaryl, or substituted

akyl aryl; [0085] i is 1-10; [0086] in is 0-10;

87]

DS el o PRBR o i bd 93050 BBy
ocammeﬂpe,albb@eé &l 4n Nemani or mnnlteﬁlal/ﬁuﬁ@ 914911@ Qﬂlﬂ}@lﬁ)xyl group of Z.

O oA SER R B RO LS .

(VMaxcurrence, attached to an N-termnal or an internal

am ne group or r oxy group of Z. [0091] In a sixth
aspect of the f| sﬁk Fment, the chineric anal og
conprises forml R1, N~Y Z i - b- (M)
wherein: [0092] CR2R3) m C(O - or acyl; [0093]
Rl is H C1_10 aIk bstituted Cl-1o alkyl; Cl_1o0

het er oal kyl , subgtituted; C1_1o heteroal kyl, C2 10
al kenyl , substltut ed C2. 10 al kenyl , C2_10 aI kynyl ,
substituted C2.10 al @Thyl ,  aryl, al kylaryl, or
stituted akylaryl; [0094] R2 and R3 each is,
|ndependently, H, -(}L -CN, -N®2, F, d, Br, I, Cl-lo
[0892ty| Y iss{(BRIRDwCED)-CL achls al kyI C1_10 heteroal kyl,

sti Cl-
[Oﬁ%ﬁst Rlﬁé ggcbﬁfﬁl’gﬁ Iil{)el% & allfgzc h@e{%ﬁﬁ% Bbstitmied Gyo
he@2ealloyl ATAqy alienyl, anlstifutel (F(z}d) dkgﬂyl, @no aikbhsft isthstigted Co.19 alkynyl,
kyl ar 0095 [0096] mis 0-10; [0097]
ar}%’ i;ﬂéf}%a%} g i ;Edg{(yl?rggst one sonmatostatin receptor;
[0094] [ mu%]i R3 ephasnﬁd@eﬂdeﬁtaj [y -@HC€MN,aNDg 5 al, tBri hex. fé('aﬂéyl,

sk Lol G b FileE G Fegaly) Erpanens

suBstir@eded;,atkeayl, &4 Slkpiiym,eshbs@ﬂtut&ﬂCi D REE R ardivhIRFafl, Q¥ Bubstituted
ydroxyl group of Z  [0100] In a seventh

aké‘ﬁ‘ﬁ’gdl ment of the first aspect, the chineric anal og
[06957DT i &es16;0r mul a

[0096] mis0-10;

[0097]  Zis aligand of at least one somatostatin receptor; or

[0098] a pharmaceutically acceptable salt thereof; and

[0099]  wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl group of Z.
[0100] Ina seventh embodiment of the first aspect, the chimeric analog comprises formula

(VID),

wherein:

[0101] P is—-N(R3R4)or H;



(MI1), RL [PYLz S R2 (VIl) wherein: [0101] Pis
-N(R3R4) or H, 9 WD 2004/091490 PCT/ US2004/ 010891

WO 2aa914b6 s - (CRER6) n; C(O) - or acyl; [0103] YPCHUSDOL@10891
al kyl, substituted Cl1_10 al kyl; C1.10 heteroal kyl,
substituted Cl.10 heteroal kyI C2_10 al kenyl,

Stipt: 5%%; 1 10 al kynyl, substituted
[0@? IL k@q{ £ @' b 2wr(’Lyl aryl, substituted akylaryl,

[01113] abé(elﬁf}l u{fmﬂ}@ﬁ}lbﬂﬁ}ted@l, 10 N‘Ifyhﬁ?dlo%temﬂwl isgbstituted Cy.1
L
hel R ol g G e % b,

arﬁuﬂkylaryu&ﬂﬂnﬁiedlaky]hm,@mminyl C2.10 al kenyl

[0@?10 r%ﬁ’%ﬁ%‘zﬂdgﬂﬁ%‘l"&‘g%ﬂ}@s’%ﬁ@gﬁ éﬁg (# ’t ﬁbé’? I('Il Lﬁr’eﬁ Ci10

au%*}}éhm‘i’tlltid COd a1, B3 10&?fiad3g(]}:ﬁ ?ﬁlﬁnlm:ed @1ﬂ§iﬁﬁﬁgﬁlﬁﬂl C¥1o alllenyl,
S 0 ; - )
su ﬂiﬁé?do ¥ W%iken)alﬁzslf’ ?@m@&u@mﬁﬂ Gt éﬁ%‘&fﬂ%ﬁl; allggary, or substituted

ak§lals@nyl , substituted C2_10 aI kenyl, C2_1o0 al kynyl,
substltutedCZIo al ky % \ﬁl aI Iar

0%t ROdDARAGRI irideriniombisl, P os ot oo @m abr: Cor

he%réa@kyl [sgl;s@iﬁltedZC §h&eﬂohl§§‘lnéz F alk@ﬁ ll s%@s?dtut@c‘i‘ @2 10 alkenyl Cz 10

somatost ati n receptor or phar maceut i cal |
allgogle p\tbabﬂutedﬁhct alkywert, 601, all@{i?dyl[ @ﬁﬂbﬁ]ﬁhmbarkefiawle ach

[Ojf"%li]et Rj.cted between the brackets is, independently
ach dccurrence attached to an I\I-term' nal or an
[0107ﬂernaisoa1rﬁ ne group or hydroxyl group of Z.  [0111]

ol 20 7L S ST ROEATRI Bl FEEide pppect . the

I'ses fornu R2 R3 R4
[0N9] a pharmaceutlcally acceptable salt thereof, and

[0110] wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl group of Z.

[0111]  In an eighth embodiment of the first aspect, the chimeric analog comprises formula

(VIID),

(VIID)

wherein:

[0112] X and Y each is, independently, -OH, -OR4 or R5-C(0)-O-;

[0113] L is —(CR3R4),-C(O)- or acyl,

[0114] R1, R2, R3 and R4 each is, independently, H, -OH, F, Cl, Br, I, -CN, NO,, C1.10
alkyl, substituted Ci.19 alkyl; Ci.10 heteroalkyl, substituted C;.jo heteroalkyl, Cs.1 alkenyl,
substituted C;.19 alkenyl, Cy-10 alkynyl, substituted C,.19 alkynyl, aryl, alkylaryl, or substituted
akylaryl; or R2 and R3 can, optionally, join together to form a ring system;

10



YI R LZ (MIl) wherein: [0112] X and Y each is,
i ndependently, -OH, -OR4 or R5-C(O-O; [0113] L is
WO ¢@RBRAYM C(O) - or acyl; [0114] R, R2, R3 aneCRUSBagt0891
is, independently, H -OH F, d, Br, I, -CN N2,
C1_10 alkyl, substituted C1_10 alkyl; Cl_1o0

[Oi]ﬁleny Ilg(yll’s %{ | utse%{1 d d_r%ﬁ’élﬁq loﬂ%}%i&y %Z’S&tgedcl 10

hegendrdltilt Cot ed k@@L, FubsibvitadiSal g alhﬂy'ﬂ,,Czad ﬂMl,yhbStlblﬁed Cz 10 alkynyl,

or R2 and R3 can, optionally,
@bgﬁylf‘%’ o sl O ng system 10 WO 2004/ 091490
[oP1B]/ usmem 010891 [0115] R5 is H, Cl1.10 alkyl,
Oi%St itu Cl.10 alkyl; Cl1_10 heteroal kyl,
[ str“Hite 'C1.10 heteroal kyl, C2-1o al kenyl,

[osm@st iZtiblh ﬁgaxﬁ%fme@dt Kﬁﬁbhlato%hﬂ-fbcaitktyﬁw , Substituted

10 al k ryl, or substituted
["yf?;h araybal%la 11%’ acr’@’tﬁ% 61%” FEEr in is 0-10: [0118]
wlZerélﬁ ezﬁ:h'nhcﬁ&? derfited@betivbithe BASkeBANBIRPERILATY HEERA LR urrence,
[0119] phar maceutically acceﬁjf tabl e salt thereof;

aﬁaﬁ&dﬁmw&tw&é BT #fointerrpl eraine grosp opydrRwh StoHR obE-acket s
[01%0] | BISRAERASNJd¥ndnPbf BEGRT AEEMT theBiferic a{aio%féa Priled fGthula
N-term nal or an internal am ne group or F
¥k oup of Z. [0120] In a ninth enmbodi ment of the first
aspect, the chineric naI og conprises fornula (IX),
R3 R4 XNZ | X) T{wherein: [0121] X and Y
each is, independentb}\f -OR4 or R7-C(O-; [0122]
Qis -(CR5R6) M orNac ; ‘

R2
Y R1

Ix)

wherein:

[0121] X and Y each is, independently, -OH, -OR4 or R7-C(O)~;

[0122]  Q is ~(CR5R6),;-C(O)- or acyl; |

[0123] RI, R2, R3, R4, RS and R6 each is, independently, H, -OH, F, Cl, Br, I, -CN, NO,,
Ci-10 alkyl, substituted Ci.19 alkyl; Cy.10 heteroalkyl, substituted Ci.19 heteroalkyl, C;.1o
alkenyl, substituted C,.1¢ alkenyl, C,.10 alkynyl, substituted C,.1 alkynyl, aryl, alkylaryl, or
substituted akylaryl; or R1 and R2 can, optionally, join together to form a ring system; or R3
and R4 can, optionally, join together to form a ring system;

[0124] R7is H, Cy.jp alkyl, substituted C;.19 alkyl; C;.10 heteroalkyl, substituted Cy.19
heteroalkyl, C;.10 alkenyl, substituted C;.1p alkenyl, Cs.19 alkynyl, substituted C,.19 alkynyl,
aryl, alkylaryl, or substituted akylaryl,

[0125] iis 1-10;

[0126] mis 0-10;

[0127]  Zis aligand of at least one somatostatin receptor; or

[0128]  apharmaceutically acceptable salt thereof; and

11



[0123] R, R2, R3, R4, R5 and R6 each is,

i ndependently, H -OH, F, d, Br, I, -CN, N2, Cl1 10
w@bkdoyh914subst i tuted Cl-10 al kyl; Cl-10 het er oabP&yiU$2004/010891

substituted Cl.10 heteroal kyl, C2.10 al kenyl,

substituted C2 10 al kenyl, C2.10 al kynyl substituted

[05{9)}I ary eke\{r{] ac Wmeﬁjde@%:t@ﬁ%@/e&ﬁ? onacikFts l?s, nd%%enfeientl f?]r each

occarrdnoe, mttax:hled ttgalﬁy%drmmal ar anRiternalndnikéd groagm or lmd‘r'm@hgbhp/of Z.
Oﬁd] 1 OtI%? %};ﬁl gj]éei%% El% tga E’l gsf@)%a'#"% gl}lmL%azr% g%gmlplslselgl formula

Q@eteroalkyl substituted C1-10 heteroal kyl, C2_10
al kenyl , substiputed C2.10 al n%l C2.10 alkynyl,
substituted C2. al kyl aryl, or
substi tuted aky |s 1-10; [0126] inis
0-10; [0127] Z Z t | east one
somatostatin re K0128] a pharmaceutically
accept abl e sal t| &d ; @ 11 WO 2004/ 091490
PCT/ US2004/ 0108 R i n each noiety depicted
bet ween the bratkets is, indep€ndently for each
occurrence, attached &g)an N-terminal or an interna
am ne group or hydrox group of Z. [0130] In a tenth
wlargiodi nent of the first aspect, the chineric anal og

ri 5 N1lY Z RBRR6 R7T R LR
OEAT S RO %[(‘Bftg%f" is - (CR8RO)M C(O) - or acyl :
[OISMSZIRIRRZ R RARRS, RéJ R7TRES atdR9 ¢dch isRhdepedddifly SACOH, §, Cl, Br,
[ ent 1 10
L RPE: EE et stlatett b i ooy e o
hewmmmtlszdk@m k%suhﬁémzqahlkydyl (52 ARy, ketwytuted Cy.10 alkynyl,
biﬁ rted g I C2- 10 al kynyl, substituted
allyjary], jop ppetitmte P@ﬂ IkyIaryI or substituted
mﬁxglaﬁﬁJL160133] i is 1-10; [0134] inis 0-10; [0135]

s a Ilgand of at | east one somatostatin receptor;
[0&}4] mis 0-10;

[0135] Zisaligand of at least one somatostatin receptor; or

[0136] a pharmaceutically acceptable salt thereof; and

[0137]  wherein each moiety depicted between the brackets is, independently for each

occurrence, attached to an N-terminal or an internal amine group or hydroxyl group of Z.

[0138] In another embodiment of the first aspect, the chimeric analog comprises any of

the compounds listed in Table 1; or a pharmaceutically acceptable salt thereof.

[0139] In another embodiment of the first aspect, the chimeric analog comprises a

compound according to the formula of:
Dop2-DPhe-Doc-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-DPhe-Doc-DPhe-cyclo[Cys-3ITyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Ac-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Ac-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop3-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop4-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,

12



[0136] a pharmaceutically acceptable salt thereof; and

[0137] wherein each noiety depicted between the
whemaeket430 i s, i ndependently for each occurrenP@l/US2004/010891

attached to an N-termnal or an internal am ne group

or hydroxyl group of Z.  [0138] In another enbodi nent

of t 2fnph§1cya§[@g,gl3mtrt]9r@r1% %y%nﬂh%{ conprises any

of the conpounds listed In

phalprédysoal)- 9%&@@151{% EyrsRTp-TiysektweEys|{Ton N8, | n
: e
ZESP&)Z’Q LR Bl D i B AR N T O
P Z:}’EID@B:?)EDE}'IE]DH&”—@yb[@ys-Tyr—DTrp-Lys Abu-Cys]-Thr-NH,,
Q’j)o%é, A BRI B P oLy AN By The N,
[Q/S)c@ﬁ Izys(albp@ﬂDPRTmldL@ﬁ-T/ﬁLDﬂpéIlTys-AﬂﬁrCsN!ﬁfhr NIA{\b os]
u- S
A DRk TR OB Yar Gl e X,

- TSP T Lys- .
D?fé’%pﬁé“mﬁ Y DRy A]%'Ei%&fs e
DopPOB%llré( {%7@’ KW Eﬁt ﬁ?@ -lagsci ]-ThNHaap
Do - s
12@5@%3@ %ﬂfg)ggm G & s} Rt o

a phgpmacppicalitirerripdy salighergef. DTr p- Lys- Thr - Cys] - Thr - NH2,
[0%22 kﬁ@ﬁn@ﬁﬁ%a{ eQB) SMQJfﬁle[fﬁ%‘csa Op-léx{ f@zﬁ&emﬁnéﬁ‘géjcoqypﬂses a

r-NH2, Dop2-
COF@?@WWMgﬁMhyﬁarme@ys] Thr NH2,

DOp%)'o%zZ Q/gﬁc}éﬁ) }yr A%g& &r ]%Y@Lfofryr %p -Lys-Abu-Cys]-Thr-NH2, Dop2-

DODDLDE(@(’D%@)O{@XSETWE@S‘LW*AWW -ysNARwr Cys] - Thr - NH

oy DTSRy AT f S oy The N o
a@ap&c@&heﬂ;cg&épjﬂﬂ@&lt&ha‘fwf( Dop2) - DTr p- Lys- Val - Cys] - Thr -
[0%’ §1Qa?-€12_ %?%HD{@BPHEX%/ gDﬁT %r Tﬁﬁilg%i&gﬁ the chimeric analog comprises
a cBﬁi@auﬂd}’éﬁé@@iﬁg Yo IR Femalacf olopy 3y R Dby?)- @Fﬁmwf&yab [CYSYSk-DTrp-
Lymwgﬁ L %&H%)Or@m#me%ﬁ’by@@% safstheseaty I apgtherypete

prefditdc dMBAinRnt, oRMBHIRGAMbE EothprisefF CMIARY Socdis to
rthereof @1[90140 In a pref%rre% grrbo di ment g r#%toherfgrmula

of PopEdiLys EZ)CQYPH}@YSCTﬁTWTB&YéMr@ﬁb@hIaNH%mwmhn@laceutlcally

ac(ﬁ:f)%@fe@hl@ Ehefe@f tlﬂgeﬂ; ér%{g;ﬂ_d# 1‘?101%f Te emb dlmelgl;r the c[l_-umen'&gnalg%/

coglpnmﬁ chmoun@@ peprding to the formula of Dop2-DPhe cyclo[Cys -3ITyr-DTrp-Lys-

ookt ﬁ@%&’é?hﬁ@&gﬁﬁf?f@%d’% RS e e

[02] a preothecentddoednt yf the fiesp tspbdteths ehimetih amabpfcomprises a

compound according to the formula of:
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NHy; or

a pharmaceutically acceptable salt thereof

[0143] In a second aspect, the invention features a compound useful as an intermediate in

a chemical synthesis, wherein said intermediate comprises a compound according to formula

13



[0141] In a nore preferred enbodi ment of the first

aspect, the chineric anal og conprises a conpound
w@ewaenelisng to the formula of PCT/US2004/010891

Dop2- Lys(Dop2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p-

Lys-Abu-Cys] Thr-NH2; or a pharmaceutically acceptable

t I

O ﬁég, %?J.j PSR S)aLﬁ 35‘43 ﬁp?)rfgeg%rreon flEh aSgutegrEHgglrQi %%i)?lgld 3),
(6}, (1a).f(d4)r(ii8n (210f (24), and (27), respectively) as shown below:

Dop2- PLys( Dop2) - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH
2; ﬁgﬁ;)ph pceutically acceptable salt thereof. In
yet @noy nre preferred enbodi nent, the chineric
anal oy S a conpound zccordlng to the formul a
of Do ¢l o Cys- 3l Tyr - DTr p- Lys-

Thr - Cys] - Thn4\ V;igr a pharmaceutically acceptabl e
salt theregf. I n anot her enbodi nent of the
first aspect, tge chlneric anal og conpri ses a
compound according’to the fornula of:

Dop2- Lys( Dop?2) - DTyr-Tyr-cycl o

[ DDab; Ar g- Phe- Phe- DTr p- Lys- Thr.- Phe] ,

Dop2-§§Z;-cyclo DDab- Ar g- Phe- Phe- DTr p- Lys- Thr - Phe] , or

Dop2- DTyi0- DIy aeg-cycl o[ DCys- 3Pal - DTr p- Lys- Dcys] - Thr
(Bzl)e 2 a pharmaceutically acceptable salt
t her eof a second aspect, the invention
feature potnd useful as an internediate in a

chem cal syntHe SpuWherein said internediate
conprises a conpgund according to fornula 13 WO

2004/ 091490 PCT/ 952004/ 010891 (3), (6), (11), (14),
(18), (21), (24), or (27) (referred to herein as

i nternmedi ate conmpound (3), (6), (11), (14), (18),
(21)5 (24), and (27), respectively) as shown bel ow \~
0

/}li/é%EbH'o 6 H~OHO OdANO &N H
N
0
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11 OOH O N 14 14 WD 2004/ 091490 PCT/ US2004/010891 O

H NOOQ-/\ 18. O OH HN~~ %N O-\OH 21 OH
WORMMOIHIN O=< S O 24 ; or M® o N ~OH QA /PEI/BF2000010891

an organic or inorganic salt thereof. [0144] In a

third aspect, the invention features a nethod of

eliciting a dopanyne receptor agonist effect in a

subj ect in nee ereof, wherein said nethod conprises

adm ni steri o0 omai d subject an effective anount of

a chi mer je-Nanal og of the invention, wherein said

chi meri
Cl

18 ;
0
\ OH
>< AN | |aN. o
O S H \(
0 o
21

o)
OH
ol
HN N
o=< S
0

7<

24 ; or
0 0
ﬂ\ 0\©H©</" /T':‘I\/\)J\OH
27

or an organic or inorganic salt thereof.

[0144] In a third aspect, the invention features a method of eliciting a dopamine receptor
agonist effect in a subject in need thereof, wherein said method comprises administering to
said subject an effective amount of a chimeric analog of the invention, wherein said chimeric
analogue comprises a compound according to the formula of Formula (I), (II), (III), (IV), (V),
(VD) (VID), (VIII), (IX), or (X), or a pharmaceutically acceptable salt thereof; or intermediate
compound (3), (6), (11), (14), (18), (21), (24), or (27), or an organic or inorganic salt thereof;
and wherein said effective amount is the amount effective to elicit a dopamine receptor
agonist effect in said subject.

[0145] In a first embodiment of the third aspect, the chimeric analog comprises any of the

compounds listed in Table 1; or a pharmaceutically acceptable salt thereof.
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anal ogue conpri ses a conpound according to the formula

of Formula (1), (I11), (1L1), (IV), (V), (M) (VI),
W@ Xoko3149q 1 X), or (X), or a pharmaceutical |y apCEpSsmbi/€10891

salt thereof; or internediate conpound (3), (6),
(11), (14), (18), (21), (24), or (27), or an organic

[0?4{6 | ”?r[ Qgééknﬁd &b ddihdlE Bﬁﬂ@ tl}lrdaégget Y‘%“cﬁin‘i‘erﬁ%g gt:&gl%sseéla?

e anount e Fo el Cit a
con@oepiwpordmgdmthstforaﬁdaeqft in said subject. [0145] In a

anal Sy AP R e MR T B Gl RS I e T

e N e

enb OB B DT Ser Ysé

T BT
P%&@ef’heﬁas o C@@ﬁﬁ %J&E E%%b% af%/]o’f NI,

[ACQ/EJo%h "gomél)asaaa 'ﬁfFElDtﬁ‘;ﬁL?’ﬁAleﬂ%] -FRENENH2,

[ Cy Frepele) SEI&HD@%“}YS'$h‘F Crpdglhr-NHy,

Th?%§@?ﬁ@%%l€{%3%'ﬂﬁb YS-TRE-EY4-HENaLLY S- Thr - Cys]

[cyélov%*ysiﬂOp Llpghmlo@ﬁﬂyrm’rrmﬂm -Absrf AsPPheNEy.cl o

e L

DODWS(WPR)@PWSDWTWIODM@WW 1Ly s-BPsiGyERIThNNEL,

oo ORI YL A, D O

[ Q’?-)OWHJVWOPSW%MIO‘W%TYIWIPW Abu-Cys]-Thr-NH,,
%?ﬁﬁl’@g %Zt%%lg‘é/gﬂﬁg%%g}éﬁ&g{,&/s%ﬁyéysP%w yS Abu- Cy

[ Q/SBoiswLyElﬁopZﬁwyl%my@sﬂo[ey’EfM’f%bﬁTrp-Lys-m -Cys]-Thr-NH,,
%mﬁg%bp ~31 Tyr- D'-I‘rr){) -Lys- The-CLy)é]S T}/l_\rbll\JIHg)i]

Dop2 0%12 EL&&('BZI?@-DQTJ ld[@ysvﬁﬁ‘y@?}p EsOT NN The-NH,; or

DTyr - DTyr - cycl o[ Cys- 31 Tyr - Trp Lys=Thr -
a @@acqlﬁ}cawceptable salt thereof

[0%3?’_2 N%z? Hg{%ﬂ%ﬁ eQBQ(ﬁm@ﬁ/tCﬂlQ bR Sk, g Qﬁfpﬁ'sésﬁst:b%f)ﬁ@a%l ording
to @@pfgmwy@f( Dop2) - DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Oys]

i i R AR e e

chi @pR«DIa/a@og@) oohhCysEg- l&TIpdrypdthudSﬁl:—&br-HHm,g)r to the

o Tl 5 SRR KRR Bl R AL o
a}ihapﬁ’acali;cs]ama@talﬂgsdltab@d: Tyr - DTr p- Lys- Abu- Cys] - Thr - NH
[0%48] " 1n a more preferred embodiment of the third aspect, the chimeric analog comprises
a compound according to the formula of Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-
Lys-Abu-Cys]-Thr-NH2; or a pharmaceutically acceptable salt thereof.
[0149]  In another more preferred embodiment of the third aspect, chimeric analogue
comprises a compound according to the formula of Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-
Lys-Abu-Cys]-Thr-NH2; or a pharmaceutically acceptable salt thereof. In yet another more

preferred embodiment of the third aspect, chimeric analogue comprises a compound
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Dop2- DPhe- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2;
or a pharmaceutically acceptable salt thereof. [0148]

wo pooa/ovase preferred enbodi nent of the third aREBEUS$2004/010891
the chinmeric anal og conprises a conpound according to
the formul a of

R A P S YT sy o

plﬂaahatcemttcell}emfcept{ﬂﬂ& i) thdrnofdm attlhﬁlrenmoqunt afftbe théd aspect, the

t.he third I
R R RS BB e LB 00y
DopD@BMMZ)-DTyIGTﬁE@BEDD% &P@me Phe-DTrp-Lys-Thr-Phe],

shi DRaERo el e @s-‘T“E&%tfei'ro'aéda“ept e

enb @pr B Tyr P TyilTRed-bydl $epdl-D anad -NH,;
conprises_a coytrrrpougngy 1%1)\% 2004/ 0 c‘}s] P Ry NHy; or

a phemnageitselly eccoriahle salithereefi ng to the for mul a of
[0P50p2- BPH Gousth GLRECHS u%lemrr@artﬁes E)‘r%th-gﬁﬁaf@i’éf}n Jgronlé!td%mm

or 'a pharnmaceutically acceptable salt thereof
regefor g2@vEh sl subject iInaeedthergofawherein saif meethodi Oﬁmpmes

aa?ﬁ?ﬁk@ﬁﬁg% SRARGHSR 8 B BVPAHA L BELALALAG LR G hOMTMlRn,
wiegie saiq slimerieynatveye conyprisesa¢aiiobabactowirite tetfemiils pf Hoymula

(I)&%Q(qu?ﬁbyg), ([VMI)A?VHI&,ADQP%T (>%-|Drr a plf_x rmaceutically sfecerygble salt
hopzomprmddys cdbgegad (0] (6] [0y <1 BEEIS) TN 2ty 50 0Oy of i brganic

ox s Iy PG R st B RLAR B et

sofnemttdtiefeceptorizbnist effectéh sad fubjigt.a somat ostatin
i n, need t hereof

or a on st eff in.a subjec
b0 Bie § RO oL e e oe L Mo AnlGE e omaiegs any of
théwimﬁﬁhdsaﬁteﬁflﬁ B881é V:oraphbitac@ficalyCdetdpaiblCsaR idqgue of
he invention, . wherein said chineric anal ogue

r g gecand apRadiTARR: ab e fawrth gshest theeh FsFAnalogye comprises a

E@Bﬁﬂd #corlin to 1(11!3 kc)rmu(aldfl ), (IV), (V), (VI) (VII),
(VIL]) or a _Exrar maceuti cal ly acceptable

sal tDop?@ﬂleﬂ?oc Ibl’rheroarﬁleE%éul D Earystia Cys) Tz,

11
G - Dopd-Bbhe Dol Liphelckeibicys Sty ipal Dite L ALVERCH 48PS,
arm dystLyseDapd e Do DAyr-esfcld Cys-Ta-RBrpdlyiseittu-Gys]-Thr-NH,,

Corer RO PR A GRSk pf g PR rh oA R E) *t e
F-“' mé)wm??%@g[@m“ﬁ‘“‘s‘m""‘cﬁ“ gally acbeptabl e
o DPORES RT3y P E B ent ot he
1; 8 u ﬂloogsa)sl‘:’m?gzilo [Clye- Ty DiTey- LﬁsO?mFgg UI?H-CNHEP ri ses a

n@’%’%ﬁ%’% ECI%H;{g#:’@E]‘]%ﬁ{’& [fg’i %ﬁ(j TN ys- val - Oys]

Th lDobMLys(DopZ) DPhe cyclo[Cys -Tyr-DTrp- Lys—Abu Cys]-Thr-NH,,
Dop2- DPhe- cl of C_,P/s 3l T ]ngI DTrp Lys Val -
Q/S]Do?%LmepZ) cyclo[Cys Tyr -DTrp-Lys- A u Cys

C: ot PIRBop I 5 T yr=c§U| s DE-DIYp LEMBuJe&%I PRy s
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu- -Cys]-Thr-NH,,
Dop35-Lys(Dop5)-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NHj,

T
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Ac- DLys(D op2) - DPhe-cycl o [ Cys- 3l Tyr-DTr p- Lys- Thr - Cys]
- Thr - NH2,
wOE3/0DRMe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr P¢WB$2004/010891
Dop4- DPhe- cycl o [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
Dopy- DPhe-cycl o [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
DOP 25 BRhE Y5 b P RS B e o LoV S k-
opd By a0 PR Rkt Ve A R G e ey
r - NH®p2-Lys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NHj, or
Dop2s L Do > 0 - Tyr-DIrp-Lys- S - Thr - NH2
B R s R S
a fjhaytsacEyticalDl fiqehiyisie Adithéyst] - Thr - NH2,
[o_%%ﬁrz: %?&P&%ﬁ m%gfﬁmgnt[ & hm%glc aDl;I;lrlggue coml';_\r?s%s %o&mound
acaqamgwthé BapR)a-dPPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Th

r- NH2, DPhe
[ q?%@ﬁ/ﬁ&% Bﬂt%lo{ﬁésrs-byéﬁmﬂfysm Cyshr TiapNH2,

200% LP %Qﬁﬁ#a-r, -Abu-Cys]-Thr-NH
Dop2 21{5?11 @Dﬁﬁ %r cyc ys-Abu-Cys]-Thr-NH,, or
< !

[ OysP w&b[%ﬂme@sqysﬁhr -Gysip Thr-NHy; or
a@%ﬂﬁa&%ﬁ:ﬁﬁp&%}mgﬁgﬁlﬁﬂé}é&{ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] -
r- , Or

[05chh 2 - DLWs@&me?ﬁMEdeymmpbys fwﬁysmmtfpch'yr@rfﬂanal@s]
| t
ol Y P pERSBLS B  RREERLS R e ot

Tyc@) Trpiliys-Adndlys Uler-NB2pn |a$>h&n&c@mmﬂb)lmdept®ﬂhcsalt dheepft Ih another

m%r&e;gef or ﬁPgng}tD%%be& @éa}spg DT ! a%al%éuec%gnlp(r)lses a compound
acEddig B the (dompR)of @ppmws)omcyaﬂ@ys% D19 buldysi-ht-

, Or .
Nig, B2 PhoRaceyyigaly esrepiablealt tharept: |1y yetprpthes agre prfergdp .
enﬂi’odiimeﬁhﬁr thefoatih hepadt] ShiBEeRhRBhE o isesta @hpolind e{cgérﬁﬁ‘l]g to the
referred enbodi nent of the fourth aspect

foRs GTDarer Deenaiofgs A BT Basysa beGHoHIVEG €k i g t o

phﬁrlﬁﬁicélﬁfcﬁ'lw aﬂ:cé}ftab@ﬂﬁﬂe\‘&)@ Dop2) - DTyr - DTyr cycl o[ Cys-
[Ola%r DTr p-'Lys- Abu- Cys] - Thr- NH2; or phar maceutical |y

te p{%thgdmbt)dlmﬁ@tr@ dre fourgh %sn@qt,ﬁb? chimiericanglogheeqneises a
coﬁml RBSHinP to thbforfaQidleh aspect, chineric anal ogue

nprises a conpound according to the fornula of
Dop,@om%q(D@p@)DEyeTm{cyglg[D@ab=@mhem@%m@yé}m—md,-
NH2ip ﬁ%m&%ﬂﬁ%% (i b%e B‘igpog%aaﬁreph% b thereof. In

yet re pre erre ment fothefourth
aspé&op?- lﬁtyr—@&m—@a@%@cbu@h@ymm-nﬁp}ﬁyawmn -Tyr-NH3; or

p%%cordl ngnt 0 th ﬁr nmul ?
B Sernlets et DTy - Lys- Thr - Oys] - Thr - NH2:
[01:56] a Iphfifinespedt] the aivémoacf@ammhethscabﬁ elfeimag e6th.a dopaﬂlﬁlaé
In a third_enbodi nent of the fourth ?fs t.he
receptor, agonyst %F g&fesogla qa’fl% Iegepior agonist effect 1n a sub] ect in need thereof,

wherein said method comprises administering to said subject an effective amount of a

chimeric analogue of the invention, wherein said chimeric analogue comprises a compound
according to the formula of Formula (I), (II), (III), (IV), (V), (VI) (VIL), (VIID), (IX), or (X),
or a pharmaceutically acceptable salt thereof; or intermediate compound (3), (6), (11), (14),

(18), (21), (24), or (27), or an organic or inorganic salt thereof; and wherein said effective
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conmpound according to the fornmula of:
Dop2- Lys( Dop?2) - DTyr-Tyr-cycl o

w( Dival91dr@- Phe- Phe- DTr p- Lys- Thr - Phe], PCT/US2004/010891
Dop2- Tyr - cycl o[ DDab- Ar g- Phe- Phe- DTr p- Lys- Thr - Phe] , or
Dop2- DTyr - DTyr - Caeg- cycl o[ DCys- 3Pal - DTr p- Lys- Dcys] - Thr

am%;ﬁfgtllge togx&f%gf&{ve t@el?ﬂ%t ﬁaa g h%la{ﬁf:% Qt?ﬁa\?&ttﬁﬂen i gﬁceﬁtﬂ Lgomst

effée af saidesibectret hod of el iciting both a dopan ne

of56 Pt A iomenho St F AR fodes AR HE Pl S iRl g of

theSo??@oﬁmsm@téd ﬁ?rﬂmlﬂt d ?@Sa ﬁhhﬁnh: éaﬁﬁ@llbrragclzebab&aalftt{embf ect an
effective anpunt of a ri c _apal.ogue o

0138 ot RS e R e Q}l@@%ﬁf@!ﬂ%? papRrisgs a

coﬁ?éﬂﬁ@%@&rdﬂ@ﬁﬂh@fdﬂﬁulﬁ@fthe fornula of Fornula (1),

111 VI | V] | |
boptsP %aﬁ%e SR JpVal-Gxd tmﬁé%eof
or DBﬁﬁD@ﬁQD%%@%@J&?&&{@% B Byr(0o$2)-Didbllys-Vaiddys]- Tﬁrlﬁﬂh

(21) or "an organi'c or inorganic salt

theAedfys( &)-TRErBIy- @aloacs@fmdﬂrpéywwwb@hmﬁz.49o
PCT/ t

el i élyt%ﬁgg é?wé&p%%ﬁ%%?@ Ifiﬁpat os?lgi |}% };Igféfe\%lvgr °
agoPipi-DPb¢- ﬁ}e&dQ[CVﬁTEIaDEFPSMBJ-@m Cyq]Oh&NHa) n a first
e”bﬁg IBPhe 2 CI(E)[PI??S ﬁr#b’i‘%nﬁ%%un&rs el“h?WPﬂB” ¢ anal ogue

conpr Seés an rsted 1h Table 1; or
a pDapirﬁ@hmycr}dCInymb’émmL&bus@yst] -Tthindeof . [0158] I n

oo PSP R R S DA L e BT BE N 0 e

for ]]?dbﬂL?é(DoﬁZ‘)HZPHBFHyelo[E}@-’[@P-Miﬁ-mh-ﬂbu-Cys]-Thr-NHg,
bop BoBPh S BOED IPRELG v D TEb-Lys-Abi CySl T NE,

[ Q/@oﬁi Iyi(f)@pz)a)f;ﬁl‘msmlcyao T BITrp-Td-AMAZys]-Thr-NH,,

Ac- Lys p2) - DTyr-DTyr -

[ & Dol P B Do Dy Al A PRyl o Ty o

( DOB% 5- D%(@roﬁ%%ﬂlelc%ﬁr@s% AT Ryd-Keo-OY6 - ESNT,,

[ Q/QDH%rDPhﬁﬁebﬂQI%S Ay Q?)-Hﬁip InyspV al-Cys]-Thr-NH,,

Dopg)- ggﬂgs(%g Q%’%SD% cy lSYISyr'%’Hp %h‘h;r bl?rs] %—:NHZ,

L s- Abu- Cys] - Th
Dop@omPhES(Bypl)deyyslbm3mﬂﬂ311ysl-wmn@s]}mrﬁﬂmm2 ,

P? ﬁéﬁbﬁ%&%@%@%ﬁ%c%ﬁtéslsgf*fﬂﬂ’ffp%ﬁsprh&ﬁﬁﬁ?fﬂ:ﬁﬁ: Lz Th
aplﬂmm%e&yis(ilmze)ptaiﬂ!@dah[t@y@f.Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2

0553} - InAnrefspsq srheiimesh e diimpri plogys fompFisgs 4 SPmRpRd oy

ac@kdiigto-thirmuldep2- DLys( Dop2) - cycl o

bon Dopd Ly bR R ey byl e B Lys- Abu-Cys) T2,
[ Cy Dof-DIRIMRpL )& BCysOReIDTHHLyMNAB-Cys]-Thr-NH,, or
Dop2-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,; or

a pharmaceutically acceptable salt thereof.

[0160] In a more preferred embodiment of the fifth aspect, the chimeric analog comprises
a compound according to the formula of Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-
Lys-Abu-Cys]-Thr-NH2; or a pharmaceutically acceptable salt thereof. In another more
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Dop2- DPhe-cycl o [ Cys-3I Tyr (Dop2) - DTr p- Lys- Val - Cys]
-Thr-NH2, Dop2-Lys(Dop?2)-DTyr-DTyr-cyclo

WO aygAB4TY r - DTr p- Lys- Thr- Cys] - Thr- NH2, PCT/US2004/010891
Dop2- Lys( Dop2) - DPhe-cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] -
Thr-NH2, or

pr%’ﬁgd %E%Q% 6} ﬂlpﬁ e U IC a]I%? ghal(%g eggﬁa}ﬁ slg&’%%ﬁ}{oﬁl%’ °

acedrding &f the m_magt] of Dmp&—mwe(ﬂbpﬁ)ewcmﬁ@!ﬂdf ‘IYESDTIP Ityheﬂbu-CYS] -Thr-
N]ECI P? ]éllla?m? e%h?a%%cce%’ﬁfe salt theof Cin.glgtuarr]lcojthera &gr%rpgéfg

enDogizacny s tROfiftl) adpdoty chidigric-anyiobwd Oyrrisasra-dofippund/medibing €ythe

Ss] - Thr=N
o O Rl Al D P oy TR - Thr - no
pharmagéutically accepltable salt thereof. H H
2- ycl o s- 3l DTr p- L sTr Cys] - Thr - NH2i
l"%ﬁ Bﬁ%ﬁéeg@p i of ﬂa%t[ef@msa?ﬂ f-dheschmeriqanalogre comepriges|a
hﬁoﬂlmgﬁd@g@{@w&guﬁmodl ment of the fifth aspect,
t

e _chineric anal og conprises a conpound according to
t he DBog2dyp@opt)-DTyr-Tyr-cyclo[DDab-Arg-Phe- he-DTrp-Lys-Thr—Phe

Dop 2y, ys;%:&%%m% mgﬁns.rﬁyﬁﬁ%[ % theg
Lys- S H27 or a ceutic I accept abl e
sal DopPrdY DTyrﬁa@gthHéDCmaBléal mw@ye@@m]mwb -Tyr-NHy; or

aﬂﬁ%a%{%%%%%esamﬁ&g er ed enbodi ment of the fifth

aspect meri c anal ogue conprises a conpound
[0E2¢ or i mgxﬂh@spehe tHeamventien foditures a pharmaceutical composition comprising

o BB i 008 bk BectRy ot blnt SLARR (D) . v

vy, ({VI)&(NHD F(MIII),T(ID@ qm(Kj er s pnhnnewhﬁchngramepabletsm thetebf; lor

intg%gegfagei ‘H’épplog&{ Jﬁg (8)? g'ﬂﬂgr‘g @g{q&’ 1'),3(83) or &9%? elljnngrganlc or inorganic

sa]Dﬂﬁ%of?lﬂheth@[uﬁbaﬂy 3tckytablP thmpiet, Wherb safdydfectivaant¥lt is the
ceut | cal l accegt abl e aI t thereof. [0161]

arqunt‘fﬂieEque&% © ggceptRLagonist eﬁ‘ eﬁts?féldoma{oﬁ@tm receptor

ag@mtrwéa@raaﬁllﬁgmj&aﬁnfee@m&eaf conpound according to
the formula

[0%§5p2- %’é@b%@‘)odm%t ofithe sixthaspsrbthsshispegicpralogiecompripes pyy of

thesco;gkuﬂﬁkted in Table 1 ora pharmaceuhcallB a?%eplt_a)l?lse sa Fhegﬁg 1. or

Do yr-cyclo
(0154} 2- WWW@Q@@“@VS‘%FU@?@EMWW eyalogvepetipriies a
co&ﬁ %%r %TQF ormflaRfpar mceutical ly acceptabl e salt

ereo n a sixth aspect, the invention
f eaﬂqkaPhe-@o&ﬂ)PdacﬁMQIO[Gab 3E@m@i§p-ﬁw&h’ abOpgirTbeiNiy, an

ef f f C

e oL g Rl A CSTBPRD IO IR 8 ey

(Vi AﬁtLY(S(‘E'ObE)-DTW DY yr-eyclo(CYs: T}@*D'BPWE{A{WG@S] 'IB@NIJY( 3

accep r a

(o) AR OPT e SiFiCrs e B Vg G ‘H*EN%Q

or g@dpT-DPhe- bywcs[ggmyr-DmLmystm @ys‘];rhuma

ORI BILL SO GEREAY S SRLEL i, Mg o o1 o
Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH;,
Dop2-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH; ,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
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anmount effective to elicit a dopam ne receptor agoni st
effect or a somatostatin receptor agonist effect or
whoioh/099@ subj ect in need thereof. [0163] | n BCT/USBD4/010891
enbodi nent of the sixth aspect, the chineric anal ogue
conprl ses any of the conmpounds listed in Table 1; or

C DTSSR AT 99

ana D@g&@wd@mp2bwloé0yseﬁyrﬂbm¢yaa°@r®br8h@m -NHzhe

for 2%%? +§’£(DB$%93{ éﬁ@}g}gj@!ﬁqﬁ%@'ﬁ%}}wys]-m-mz,

DopDoﬁ@ﬂil?h&)opelmye%EWQD@@Q(BT@I—D’}GF‘(@@E)-TE}TNH%Lys- Val -

[ Do B A G RplGr gDt 54 e cyst heavi,

Ac Dgysmmam)mmwcoysﬁmﬁﬁmymysmmybymﬁhﬂz,@MS]

i)%%l-@?@l)wl}ﬁoﬁ’c@ 3]'5-3f[m’r Rﬂ:@ Lys-Thr-Cys]-Thr-NH,; or

ﬂﬁ@ﬂﬁc&&ﬁ@ﬂﬁé&@éﬁ%@’@itﬁ&ed@ﬂ p- Lys- Abu- Cys] - Thr - NH2,
y- DPhe-cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,

(0TS30Y- Bretes S amatcrps CReT SpodThp ey isFs PR
ac@?ﬁiﬁéWtﬁéMgpa opPhe-cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Th

cycl o

q§ﬂmy®%pp2)tl91(;ﬂ;tlgm@y§1p[cwmyr W ip-Len AW CYS R HIiragH2,90

PCT 9 |

SRR e o IR P

mp@mm@mmﬂmm LpLhpTypl- Ty Np o Cys]
ap%%ac@%?l%acgspt%sahg}&% o[ Cys- Tyr-DTr p- Lys- Abu- Cys] - Th

[0¥66NH2 In a more preferred embodiment of the sixth aspect, the chimeric analog comprises

ﬂp&oun%ccorgmg too&qlormu aof li)Q)D? Bzg(Dop )pl)"l"yyrsb%/yr—cy%[c’é‘ys Tlhyr-DTrp—
Lybayhd-Gye 5 TRONAR - do hyphafilag sutio YDl RE&blcdak\lierddEr Br dndredMbre

s].- Thr - NH2 ; . .
Pf“%‘bfléi a{@geﬁfa&af thgstieth @gRerty pligperinfnplasueRRRrisGS 2 aqiRRopyd | -
coad he fimula of Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Ab
achop;gﬁdtgL&yZ(Dogg?o D(F)’ e- cy%( 8 cyc 0[ 'Iysr yE)Tr rpLyg Tﬁrcycl/Thr

NHzy 2 pjapmacsyticg lthcgfswfa@@ Al %FP‘Pfy T @mthﬁu@rg areferred
enﬂob@iﬁﬁ‘aﬁﬂ‘ of thes:8R hspbt, GhiRERS Shloptt QTRREL B &)oﬁllﬂfaccordmg to the

chinmeric ana ogue co rses a conp ound cord Ing t
forppda ¢fdPapdtlRPhefcyclo[Cys-31Tyr-DTrp-Lys- Thr-Cys] Thr-NHj; or a

p ﬁ@g%dh}fﬁfy%%}abg@ftﬂ%r%% cycl o[ Cys-Tyr - DTr p- Lys- Abu- Cy
(018G 2- Dia/hirbewbydivgaiof fresiuimspediThpectinperiodnalogys onrisesH

cofio o apgording to the fmulaof e The - oys] - Thr - NR
or * Boph g s(BOE N TalTy-cpde(Bubbrg PhaiPhe iTes-£96 Thi P6)

t heﬁé’ﬁ?ﬁgr?yc?%éﬁé %g’%gﬁﬁpﬁﬁ g@irp s T$ns] 5 aspect,

Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NHj; or

a pharmaceutically acceptable salt thereof.

[0168] In a seventh aspect, the invention features a method of treating a disease or
condition in a subject, said method comprising administering to said subject a therapeutically

effective amount of a chimeric analog, wherein said chimeric analog comprises a compound
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a conmpound according to the formul a of
Dop2- Lys( Dop?2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p-

WO IB4/A49CySs] - Thr- NH2; or a pharmaceuti cal | y apCEpSmb/€10891
salt thereof. In another nore preferred enbodi nent of
the sixth aspect, chineric analogue conprises a

a ~af
s FREL e (AEERICE Hi P, 08 080 TRDROB, O\ (- (0% or €0
anwbmewmmmﬂmhmmloeabblcél |y acceptable salt thereof. In
et r di t I xth
2 p DOPE R OB oG S PR B P Bl
aCCmoﬂi-ﬂg’ht-Dot:-IE’he-fcwlnﬂﬂ]ya-3BTyr(DopZ)—DTrp Lys -Val- Cys]-Thr-NHz,

pl S B AT el R SRR SR S A
I n Actlbﬂ,ysd)@QbDﬁheﬂeﬁilo[@?s BIEr-DITfS-Dy STRECTs]-ThIEH),,
chi gerl eanal Ogue COMBIT S Rbu- 690 U&Haword'ngto

Dop o iPROBRIo[ YTy DT AhDBg T aBfe- Phe- DT p- Ly
s- Thr

DopPDH?PPL?'EY‘%T[%EWAPEWM}ECMTW% Thr - Phe], or
Do SISy Lys- Dcys] Thr
(Bliz)Iﬁi")bj};)irm)hQI—%JI0[gr%:l a ?ﬁn&%ﬁ?ﬁgﬁ] T;?Fgg%e%t abl e salt
t heD@b%— y§(BepHiDRhe- caclggwgrﬁym-mfspéds Abpieeys]- Bwediti, on

| Ly ADBE e e R i PO g o
Sﬁl EDOBZeryﬂBpr EwaIh'bewwlomyzyTy;@ﬂmtys Wwbu-Qlyp|eFir-Ni,, a
C orBpL DL PRt Rt I S SR AT R
PCTDo2D9s{DOAS) §%he-cgcloflydi Tyg- D Tap-Lpe AbotQys]- BhrafHE Or Im;( I) a
o) Papd-Dbtsbelertys i mob T tal ol %ﬁﬁfgz 2
Pgﬁb?ﬁPhﬁs(Dg%z)w E@Jc?glb[@ygﬁgf%ﬁwﬂwwsywm%

[ q/b %WP%%%‘QE ﬁ:‘D@’ﬁ%@ﬂV @?]Lys'ﬂﬁf -CypipThr-NH,,

Ac bys§r:( DQ%%DD&BMDPI@IM/EI‘ORY}%LQTW D’ﬂg Lys-Thr-Cys]-Thr-NH,,

rp-L ]D
%E’w Q}}Z) }%0[ Dab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],

[W%%PTW C}QIB[]EDW& mée BebTROL oY FEAD The - N2,
Dopb?opﬂ@ﬂé"yt %@ﬁsQWE}QED@I& Al rpabys- 1@93@% TintBzl)llgr-NH; or

s A o A G R DA

(183032), (3A3,(DGAY2) or BRlegatig oF u{ofgagwﬁylt theieof) ahy whekbin-saidsiisedsa or
d1sP{§/\H% fele onl’f){h (l%o%glaif/ﬁ% of.(:r)l neurRﬁEiocnne tumor; a vascular disease; a

co@mp@vel.tyss(elmmé’s)e @Tytrrmﬁﬂ:')d[sea:sym dlsorder of the gastrointestinal tract,
IE% o ReY S ’ggul tugmor of the |

PSS A b ¥ B o) Pk cegRer A espE pf the Lung,

breaﬁhﬁroNdB liver, thyroid, blood; a musculoskeletal disorder;a panic disorder; and opioid

overdose; and wherein said therapeutically effective amount is the amount effective to treat

said disease or disorder in said patient.

[0169] In a first embodiment of the seventh aspect, the neuroendocrine tumor is a

neuroendocrine tumor of the pituitary. In a first preferred embodiment, the neuroendocrine

tumor of the pituitary is an ACTH-producing tumor. Preferably, the ACTH-producing tumor
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Dop 5-Lys(Dop5)-DPhe-cycl o
[ Cys- Tyr-DTr p- Lys- Abu- Cys] - Thr-NH2, Dop2- DPhe-cycl o
WO By8/0B4Tyr ( Dop2) - DTr p- Lys-Val - Cys] - Thr-NH2, PCT/US2004/010891
Dop2- Lys(Dop2) - DTyr - DTyr-cycl o
[ Cys- 31 Tyr - DTr p- Lys- Thr- Cys] - Thr- NH2,

is Opdn: &Q&P 4) 5 RERGa L: dlgﬁent he QJJrQenldX&n-g%mor o%]the
N R T )

pithiBys i3 Qiywtlﬂlﬁlpomqwedﬁqnlg@«n¢r PfdsferaNbrLZthe growth hormone producing

tul?%%i %cl:‘rﬁlr% gg%ﬁ 2111 ﬁ%&%{%ﬁﬁ@ gméﬁﬂ)mgﬁ t}'le neuroendocrine tumor of the

pitDitgaR isTayprolaytid-pro Dididy- tAmgr. %&eﬂb@g%@?&é&_ﬁﬁﬁ -p'{cfﬂilmﬁg Gjmor@sf a
2 DT Ca S a r
P“?o ATty LTS B oo R et e AP P Sl oy i
dipfobefinentis of proREHRMIiAtIA a éf@ﬂec( é’lﬂbodﬁﬁént tﬁ&fi’eilroendocnne
an organi

mqﬁlé‘?f@%qélé?%w e gk botea IO g dngis

preéféSar fodintent Meafeh@endocARe 1uhSr bf Al pl@lﬁﬁl%) §t‘1'1(919urf3florﬁng”
neuroendocr| ne tunor; a vascul ar di sease;

pituigy adenopa. In aseyentlypisforred embedimant,the n@nrg@dg@me gumor of the

ltgﬁ qsdg%a&ftro fi6mgastroi ntestinal tract, pancreas,
P a&? or I?ver a metabolic disease; a cachexi a;

[0107811 c e n myecend;arhoinesht ofithe seyengh aspoeteths neurfmdsctrme éymor is
caxlclnY)ﬁf tuxaﬁ)p Yih g é)?efeljpé %%odﬁlegy ﬁfél%:la &h)?ci tﬁl’n%L :Ae%%r r%?l{rc])ida sgln%rome.

pani ¢ ai sor over
In & Hardgpahotlimeat ¢fyh€e-‘feﬁ/€tth aspectative umtroendodrime ‘aam:rum glucagonoma. Ina

t [ eat i sease .or. di sorder i i d
o kMR bl Stk g AL ARG SR
caempmat In 4 fith erebodiaadof the Isevehth?iﬁlbect ﬂleale}nl’tbemdo@ﬁﬁ&jtﬁﬁlbt 1’3€hyroid

r of. the ituitar Ina_firs referred
megfiRt pteinprio: Fee sish Poborigeof e sesath ooptob thechoproenorting
turh& 1§WIE%@]E[‘H@E eslenth réﬁlbg&éiﬁ‘lé\/%; ogg([)egeg%l?g% ectttﬁ@neuroendocrme tumor
cin unor

is lpgwwg g‘lzjﬂlﬂ(ﬂ%@@?&n bqdimen ehthp geventhiagres’s the disardsr efseigrigscular

disPds8 fiiniropiaRd LioBHesis. tﬂﬂ% MRH CRSHHREH I ﬁle sH‘{;@B’Eh Rbect e
|tU|tar IS a rO\M:h hor nbne prOCUC|n

dlSP’fdé’f %frsa@i Vgsculag élS@"‘fS%WfPFtWQFWDW@ temth gubp glentt(lﬁﬁ@rsev@th aspect,
theA 40P RLaYd vasth1 @ diddhdes ﬁfl%g@fhgeﬂl §?F§fé?ﬂe§§ﬁtodxﬁ1&ﬁ the

neur oendocri ne tunor of
retigppatiacis idinbgticolirapatyy rupreliferative f@llﬂamﬂﬂw Ip hgother preferred
enB SR8 LIREORE) BB Lghien ALAEH) 0800k by
degsheratien. pi t ui tary S hyper prol actinem a or
0B8] LI oo B R b B BRONTR b e
sclebdermiaaln yey aﬂim]nairembocllfﬁé’zh‘l)of ﬂecse&mﬂmgpéourtm imnhhe @isSds¥ ﬁsh

d.e h ndocr ne tupor of t
e e R S b i SR Of Y S PapoSiolBR pgine chsegse i
infaemeribh. pryet ﬁ’foﬂ%ﬁelﬁm&'&ﬁtﬂtgﬂfhe sé\}éﬁthl’aﬁpérc? gg_éggl]ﬁ{ulinél BistAdERRr
ituit nadot r gpi noma n a
ﬁb@éléopruyeéﬁ%laq ﬁ@fﬂ%dlwntﬂ% thesgvratt %p%ﬁmnmqnﬁ discase is Graves’
opthtHopaRe OklyietgotHeFBrhbd dmerkt 81 fhb BQeHthlaSWBY, thelifinRne disease is

preferred enbodi nent, the carcinoid tunor causes
allogzatbrejstion. 519 Nelragaiher embodiment of the seventh aspect, the disorder of the

gastrointestinal tract comprises gastric acid secretion, peptic ulcers, inflammatory bowel

disease (IBD), or diarthea. In a preferred embodiment, the IBD is irritable bowel syndrome
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In a third enbodi nrent of the seventh aspect, the

neur oendocrine tunor is glucagononma. In a fourth
wepdsetdrent of the seventh aspect, the neur oenPlODUS2964/010891

tunor is small cell lung carcinoma. In a fifth

enbodi nent of the seventh aspect, the neuroendocrine

or?x‘nggx d<1 digaldu ?Qh(ﬂher evéilréd%ﬁ%o& fd ﬂ%’@arrhleyls%ﬂ )ﬂellated or

ment o ent h aspec he neur oen ocr ne
chemetberapysreldtedmmayatern dlarﬂm\smmnenhth aretiter pfeferied embodiment, the

dls%?&é?Flt ﬁ%&%ﬁwsuﬁy ?fﬂ&?%l{]n?a%%) & grio urrSDIlirlarl]l Botvel obs ction,

I'nsu e seve
gammageaheﬂuix sloodlbavgasifnc sefhut, Ha@dmﬂ pnbhfemhtmﬂ,aﬁ@astﬁnntestmal
bldei Qproprlate angi ogenesis. In a ninth enbodi ment of

?F &sevent h aspect, the disorder of said vascul ar
[01ﬂ2$ ealeyet andtks bmbodimsnt df Iﬂlea;eﬁ@ﬂi i&p&ﬁhﬂéjmefabﬁhc@ﬁseﬁsl@%ompmes

hypg 1 lg?l}’l]lt}olagﬁweﬂﬁt%{l%g, %Pél’?) Séag &M{SO% %{dﬁ%etgé-ﬁe?a%e?de

dises¥el MOPRlehyroll SmBbERGA the ARLEBLRAIIDAI RhseRORTiESR G%étvce
retinopathy, In anot her preferred enbodinent,

nePlgw%layp glahim neurogthy, siabgiis e apathy o 2asroprissiab| y ,
[Oﬁ?rg i r & 7k SihiAR Chhbadime AT SRAE Rt ec[t Qde/chbndxih 18 BGERC Eachexia,

di ment of the seventh aspect, the connective
capqeseaghexin, obgatricscackpkiaer oder ma. | n yet anot her

od
OO ST g MRS 2 g
glipine, agerewiat ypathyreidism t Gravéshaisease, diylmaé@)sies)msm systemic sclerosis,

|
paﬁ&éaltl‘am hﬁpand 1Hte%%gm%nr%£t%eprseue OFYS?)S ali‘rlﬁ a§c1te? I?avé?a%cocupaneous

ﬁs‘auhx) hésdoblstosidli hypeﬁnsuiimﬁnln @aﬁﬂm&ﬁﬁ, th&gﬁdilhsoﬁﬂwndlﬁmﬂﬁ e
et .anot her

e SRR B S g moste b BB ornened. JRRIRES U Sas
hypeparathyroflisad, tPag&]s elﬁséaﬁlpoblcpstkeiva@niiﬁeh@[ or€vbatié Hpdtensibn,

t he enth as t he di. sorder t he )
o Sp P P APOT BT EGIIDr P Oterirett essedbloeding
[0XISF I elnl dDffst ﬂ@ﬁibﬁleﬁlbuliﬁﬁﬁﬁof the HshROBBhLS ¥ el RWRlisclofd SBBHE the
), .or diarrhea, In a preferred enbodi ment, the |BD

chﬁ(ngenp A4 ?%WYEMSQ% APV anke YDADNIISAPQSDtPY BgPNist; O @
phfrgﬁéédggeggﬂa/e Qe}a%%]salt Werdel O, BrstPrSBRSFemYdRinRe ttllﬂee(fhl eric

preferre nbodi nent, the diarrhea is AIDS rel ated or
anglpg Fsthereompyisesel SHTBL egonishercy S TR-3 agdnish of ¢ phatemeceutially

aca &bggggﬁﬁ&opgp?ﬁﬁred enbodi ment, the disorder of the
gastrointestrnal tract is snmall bowel syndrone, small

[0156ie| Inglsseandaréfemed engfmdimens shephige®l analeg Further comprises a SSTR-
e lL.orl prol
5a g&g f%%%ﬁlﬁxtrﬁcg% cglfl%#%eep&%%%% ﬁ}(’c[ﬂggféfﬁ] i {hlrg Preg%gﬁgﬁ)odlment the
chigrebio dnalegfurtbér comeriss aSSTR-2apoaist or aISSG‘Rr-Ba agonbt,ioea
sea er.l i pidema, insulin resistance,
Ph@§ﬁg}§ﬁ%®fﬁ&ggﬁg 9ﬁ%& betes, or a diabetes-rel ated
[0197F e alher mord peef@radf eﬁfbb&ldleﬁf;r‘ﬂﬁd:hﬂi%ﬁk ,anilbg?compnses a SSTR-1 agonist

bet es-rel at ed di sease. co i,.ses di abeti
and BRI FPP AE al VEGPRPHGFS SaeARck #20mist a SSTR-3 agonist,

and £BSTM&§HMS’E &fa G@EhAcORREBBASeptitld hflthdrébry et anot her
odi nent of the seventh aspect, the cachexia is
[Olgg di @ sgcaceﬂég‘(lp’rgd embodiment of the aspect of the invention disclosed above, the

chimeric analog comprises a SSTR-2 agonist and a dopamine receptor agonist; or a
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cancer cachexia, or geriatric cachexia. [0174] In yet

anot her enbodi nent of the seventh aspect, the disease
w@eoodiogasader conprises glioma, anorexia, PCT/US2004/010891

hypot hyroi di sm G aves' di sease, hyperal deosteronism

system c sclerosis, pancreatitis, external and

phhﬂa@éd@i@élly%@ﬁn{iaﬁ)ﬁ%%ﬁt Sﬂﬂ%ﬁ\fd‘f g a?/ %%ﬁrr@@%%@iﬁ%&ﬁsthe clrimeric analog

ancreat 1°coc nesi stosi s
ﬁlﬂhl;ep eomprisa$ & B ERAS agamisty oneaphaymadaitichliygesceriEitilé sadrthereof.

[0 ?ﬁm r Pn::e ﬂnrd geeiatgci graggd?lﬁéﬂt Ay 4he gsopre&" o?%lesiﬁ&ernﬁ&il Higcl&éggﬁwe, the

chinypie rapaiomdiwmem SMR—Bagmﬁétandja Sqasine 1paipie ygdnist; avar y

di sea orth ati.c. hypot ensi on, post prandi al
ph’ﬁ?ﬁBT’%‘ﬁ@ Yoa}‘f?epgﬂj?ﬁ% Sﬁ#t%ﬁey’i%dgr tensi on, angi opathy, or graft
[0188% S eln DfcasH kdMed ¢iodiment bf e hipesitof BRlidteatoredifdsicdetve, the

of the aspect of ¢ i_nvention scl osed above, .the
chipiricapsleg comprises ac%g#ﬁ% P EEYIY aeéﬂr meé‘gedfﬁ?eé’f“ apqpis; ora

pheORBEIHBSY REGRIY sali@iécEl ; Or a pharmaceutically
acceptable salt thereof. In a first preferred

[0 o dimasrrighth pwetniheEweRtion fpafyrege maﬁht)%eﬁtr%ﬁwr@e%ay ina

subjstt i Recl YR o3] twl%&elﬁ‘ saRPIBthad B&AHseS adnPhisRring to said subject a
phararraceutlcal y acceptable salt thereof, or both.

thyrepewdqally affective ewnent of e tlimedel ansfagowhereintsaidchimegihianaleg

coﬁxﬁﬂée?g cfn‘df;&d?ﬁ ac&oPdiR {ostﬁé ﬁ‘%ﬁ? @h?ag@g 1) III? él\%hplr) (VD

armaceuticalty ac epta e sa
(VHD dVélily éIK) em‘()ﬁ)i iampof the ¢dmepounds listediie Tdﬂall,og f urt her

e i S ey et

m)r Bop2-Bibhe-Ded-Dithbagielofeys- SIT}IrG)oph)-DE’rp-I:ysaWail-@g;] Thr-NH,,

I R S R e M ifveﬁb"
SﬁT R-c3)155@gDu;ﬂ?-PPhaﬁszblqc%Tﬂyﬁﬂli@ﬁnyﬁm-WS]a‘cl;rl 17\151;12

P o Bias PbhecarioGp s AL r APkby Tttt the

i NV ERpi-DPhelcsa _|[Q§'§-¢yﬁDQ¥iﬁLystﬂﬁ1 cyﬂlm anal og

conprises a SSTR oni st and a ?am ne receptor

agomloa-Drhe- Czéple[ﬂ?yv@w@@m borapCrdihodiBo4/ 010891
PhapygBspitht &b ySOPRRIAN £, S ahicidaneNs, | n

preferred e i meric anal og further

conmplopZesRopBTREIS-ayglolt et Tyrdi Trar Lypravbpd e i ki, y
acc t rel at ed
%@lik ?i) Wgﬂggpe 1?& ]é"ﬁlbﬁv t Iq}él ’scl osed
a b owphlryrdDonlrrlh"éyrrlaTsambloﬁlyedrypﬂTseéyeAB@tRsmlagéﬂz, st
and i | St ;
haPaEs LS SRR A T T B b T Ma0) 11 a
fou Dobs-rbgk(ﬁ)bpﬁb -Piizecyclopys-Tfr-DThp-LaspdoiCys f-ThideH,,
i nv ve
comppre SR RS E ORI e DB LRI F AR o
a% 0 moﬁl—Lyﬁ(DJeQZ) -PharDhgeaytio E(WSB‘,I/B&QEHPII%@M@‘S]’I-TM—NHZ,
t he n
{ catpeLyOREDIR ocrycrf@g%rhﬁtlﬂgaﬁ’@wg%éér?yrﬁg
Dop2-DLys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]- Thr-NHz,
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[ DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NHjy; or
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subject in need thereof, wherein said nethod conprises
adm nistering to said subject a therapeutically
we@bdoeo9isve anount of a chineric anal og, wherei PCHESZH04/010891
chimeric analog conprises a conpound according to the
formula of Forrmula (1), (1), (I11), (IV), (V), (V)

a ﬁhyﬂnlla)ceutfcwl}l Ac\:eptﬁﬂlé@al‘c tﬁére(( X%]r' 1nt@ﬂﬁ[ed%Peiq$oH§)oﬁ€d]@9 L{@}j T11), (14),

listed in Tab
( léf)d;zg :@‘%ﬁr-(mr g:.emyoggayaq Qr@y:ggamcfﬁa}t 1hdeRf; and the therapeutically

ef%ﬁé a%:) l%ﬁr@% %p n%_le?%& ¥R to 1{1}ee1t acd/mfgalyrlﬁl salﬁﬁitlent In a preferred

dimeg{ g)wp@'ﬂwf ﬂiB'lfyventwm lthee] dBingeribyanal B ¢ mpirisss ABSTFRF Sionist
an%lla@_aﬁﬁ%dgc%torﬁg%néstc % fr Sa_béy 1ih h’ﬂqﬁnﬁ a}R}gg Wer@pgipr}?es a
SSHR-Nigdnist.

DTr Thr
[O%E - %&?8%3‘%// %F% gmlﬁ)/{;m th'l_% %Eh L ctﬁqp dﬂfq@,ped oris at
erbD&wEBbﬁg@Mﬁhﬁgﬂys Tyr - DTrp Lys- Abu- Cys] - Thr - NH2,
ycl o s- 3l Tyr - DTr p- Lys- Thr - Cys] - Thr - NHQ

“’@Bz EP ﬁéljecg%énw&%{e@ges Fyetliogof treaps medlactipepiatna
sulijedﬂhﬁzmeecrl @%_i!_%g &%&ge@gbﬁﬁa n&@/ﬁi]&ll Sbl’ﬁnpnlslf—?Z administering to said subject a

th%)ﬁﬁﬂqeﬁ% eltRsHs ar[lﬂlw ofrglimegiangjogywhersin saixt epjmeris andbog Oy
cof: SEB b C(Mi%)und Qéb%?du%%%ﬁe[l%ﬁﬁ»&la SP'FArEEIa @, (II), (IIL), (IV), (V), (VI)

6§UDy@¥E@p§99BﬂﬁéﬂﬁwmﬂwowﬁyémwﬁﬂlIﬂﬂmlLys Abu- Cys]
Th
Dop 2Py Bhe-Dog-DPbe-cyelolCys STy DTSl ys- VAL Cysy ey 7,
NHZDOP@BE@-D})%PBI)Q-EYGI?U}IS 3D py(iDop3)eD Brp-Lys-Val-Cys]-Thr-NH,,
- - DTr.D- Thr T Thr- N
bor e A s R ORI b b s Ty o
ThrANMYS(Dpr)QDEh@‘Q(CMG?S)-ﬂDRhBT@YWSOThI -Cys]-Thr-NH,,

ﬁi ‘ﬁEW¥fW¥@ﬁP§§%L8Fd%§$%gfﬁthe Phe- DTr p- Ly

%o TDDp@DEl]ae -cyclo[Cys-Tyr- DTerIF]ys AFI))# Cy[s)jl:Thr -NH,, Thr - Phe] |
e e- I S r- e or
pé ﬁ@?h%f&%ﬁﬁ@o‘[ym _Lys- Dcys] - Thr

( szeopzmphdx&ﬁlo[@ys 312%r- @m&@i US2004/ 010891

a pharmaceutically achPtab salt thereof or

i nt QPRAekySHP P2 LRE GHOICay- Ty1-BYrp-EasAbu-CaehThr-NELS) |
21 I | t
{ heporEfDo ?hfé@‘?[ﬁ’gﬁ T b I ount | s

t heDenokis( Der2)-B I ye-eydlel6ais- THdDBmeT@awbu @y-Aihd NH,,
P s RS T S e T o S Tt
ag dﬁmsﬁtLYSHP@SérDl’bpaynl@[@ys FyePTorLpgbini-Sys]- THpNEL,,

DA ORI P8 LR SO oes 2
of Dén2sLyadpaep2)-D Tyh® Ty trbycbef Cy 3Ty BTe-DpeThraCysi-ThaNH,,

Dop2-Lys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,

Dop2-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,

Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],

Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or

Dop2-DTyr-DTyr-Caeg-cyclo[ DCys-3Pal-DTrp-Lys-Deys]-Thr(Bzl)-Tyr-NH,; or
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ri sk of devel oping acronegaly. [0183] In a ninth

aspect, the invention features a nethod of treating
wee@kacpmemi a in a subject in need thereof, MMEUS1004/010891

said method conprises admnistering to said subject a

t herapeutically effective amount of a chineric anal og,

o PHREALELcl) o UUIT R o, e IPAY ol fRIREY [ 10

(191 @), @4)') or (2% 9r an(oyganic, or éndrgdn)c sa(t kbéyeof;and (h¥)therapepticily
of s SRRA T8 bRl SRt R e ubiinesp o ot gyapropmd

enibpdmltelﬁt of tije pe el d}eﬁh@nﬁﬁh dte(b}uhhdmc analog comprises a SSTR-5 agonist

amiQAS 3. I-Er%re%jp(’?%f%onl VS%’ Ba[b %eﬂpﬁﬁﬁdﬁ@@rt%owgfes a

SSTMag&hEt Ac- DLys(DopZ) DPhe-cycl o

-3I Tyr.- DTr p- Lys- Thy, - Th
["@3- %ﬁﬁé{l’eﬁ’%ﬂf@gb%%# BHWIEPCAE% sepisstiep fevejaped or is at
ﬁs%%%ﬁﬁg WIIztcﬁnégilﬂsTTyr D%)Tr pLLysAbAbuq/q/ ]s] T'rl]'hr NlI}IIZI—IZ

- DPhe- ¢ s- Tyr - DTr s- Abu- Cys] - Thr
[01{§éf>2 Bﬁﬁ@le&%@Paﬁwé»@%wvndD%f B [ipention may igpludy,the Negeture of
Dopﬂﬂgysm}_céﬂ@melﬁ)ip?rsqy@hﬁe [ukss pfestl H&lérM{%aApBL%/ S is 1- 13,

forrssprmpleylagmepop2 Bped.dpapssDanps Doms, Ronf sDosuDays Dopho, D21,
DOF& Qﬁ@%ﬁ#ﬂs (1R Q@eﬁgaﬁf i Bgﬁffx I%ﬁ@ %ﬁ,& in which A is 2 (i.e., Dop2-
LystBep2)blapd (mﬁ@) Ady 8 (ics..[I0PS-LRyDopTN pire stowlbaloBy s |

[0?@5-%?1?#28- ys-%ﬁg@@j’%‘?ﬁ%&lﬁ%‘?m&%z DPhe- cycl o

[ Cys-31 Tyr ( Dop2g Lys- Val - Cys] -Thr-NH2,

Dop2- Ly§ Dow2)/EWyﬂ DTyr - cycl o[ Cys- 31 Tyr - Eer Lys- Thr -

Cys] - Th 72, Dop2Lys(Dop2)-DPhe-cyclo

: ™ DTr p- Lys- Thr - Cys] - Thr - NH2,
Dop X2 Dlxy p2) - DPhe-cycl o
[ Cysi3 - DTr p- Lys- Thr - Cys] - Thr - NH2,
Dop2 Lys(Dop2) - DTyr-Tyr-cycl o
[ DDab- Ar g- Phe- Phe- DTr p- Lys- Thr - Phe] ,

[0189pP2- ﬁym@me|&b%@ceﬁﬁ&uﬁ@ﬁaxﬁ’ﬁg€th91t{-&uﬁé/§f Thr-Phe], or
Dop2- DTyr - DTyr - Caeg- cycl o[ DCys- 3Pal - DIr p- Lys- Dcys] Thr
(Bzl)-Tyr-NH2i or 26 WD 2004/091490 PCT/ US2004/ 010891
a phanmaceutically acceptable salt thereof; or

i nterfdedi ate compgund (3), (6), (11), (14), (18),
A4)V,6F\Eég); or an organic or inorganic salt

@0f ; yahd thg therapeutically effective anount is
gunt effective to treat prolactinema in said
et In a preferred enbodinent of this aspect of
jention, the chineric anal og conprises a SSTR-5
d@o and a dopam ne receptor agonist. Mire
preferably, the chinmeric anal og further conprises a

[0188] By “Dop3” is meant a compound having the structure of:

NH
)
] NN hll/\”/'
‘“, w! o}
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SSTR-2 agoni st. [0184] In another preferred enbodi nent
of this aspect, the subject has devel oped or is at
w0 p@k/oofs9devel opi ng prol actinem a. [0185] | n sPOEUS2004/010891
enbodi nents, conmpounds of the invention may include
the structure of DopA-Lys(DopA), wherein Lys is
L-1ysine, unless expressly designated as DLys. Ais
1-13, for exanple, Dopl, Dop2, Dop3, Dop4, Dop5,
Dop6, Dop7, Dop8, Dop9, DoplO, Dopll, Dopl2, and
Dopl 3. The structure of a DopA-Lys(DopA), in which A
is 2 (i.e., Dop2- Lys(Dop2)), and in which Ais 5
[0189] e. By CDpp4 Liy i p spthpovari dawh e shadtmre/of:[ 0186] By
"Dopl" is yeant a compound having the structure of. H
NS~ 0 HN H H [0187] By "Dop2" is neant a
conpound ving the structure of. NS H; . 0 HH
[0188] 4 §¥< p3" is neant a compound haV|ng t he
stnuctur HN~\ ".~ 00 HH27 W
1W§ 00K/ 010891 [0189] By "Dop4" is
2.5 ound

avifig the structure of. NH H

[0190] By “Dop5” is meant a compound having the structure of:

OH
OH
HNTY
o)

[0191] By “Dop6” is meant a compound having the structure of:

.

[0192] By “Dop7” is meant a compound having the structure of:

wNH

wN—<’m f/_&

[0193] By “Dop8” is meant a compound having the structure of:

P

HN

r?j 28



gHH O ' [0190] By "Dopy" is meant a conpound havi ng
the structure of: OHOH H2N O [0191] By "Dop6" is
wore@anIdconpound having the structure of: O ECT/BS1404/010891
[0192] By "Dop7" is neant a conmpound having the
structure of: ON FzN SI .,..NH H [0193] By
"Dop8" is neant a conpound having the structure of:
HN Fr/~ 28 WD 2004/ 091490 PCT/ US2004/010891 [0194] By
"Dop9" is neant a conpound having the structure of N
HZN--~/ N O [0195] By "Dopl0" is nmeant a conpound
having the structure of. OHHO~/ N H OJ[0196] By
“"Dopl 1" is neant a conmpound having the structure of:

[0195'] 0 JB%/ Z]Bop9” is meant a compound having the structure of:

N
HZN%SEGNH_
4

[0195] By “Dopl0” is meant a compound having the structure of:

[0196] By “Dopll1” is meant a compound having the structure of:

[0197] By “Dopl2” is meant a compound having the structure of:

O O
9
H O “ \/\)—b

N
H

[0198] By “Dopl3” is meant a compound having the structure of:
0

/_/—/<\
N
cl
SO [ )
OH OH
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N HOJ[0197] By "Dopl2" is neant a conpound havi ng
the structure of- 0 "") HON-,,| H [0198] By "Dopl3"
WO g00aw2ma0 a conpound having the structure of: PEI/T52004400891
I ~/ \ OH CH 29 WD 2004/ 091490 PCT/ US2004/ 010891
[0199] Lys(Dop2) has the structure of 0 HNY H/ NH
f-] ~-NNH HO [0200] Dop2-Lys(Dop2) has the
structure of- 0O HN4~ HH HNNH '0111110.,0, Sl
N HOHO 0 [0201] Lys(Dop5) has the structure of:
0O N

[0199] Lys(Dop2) has the structure of:

[0200] Dop2-Lys(Dop2) has the structure of:
O

HN<
="

[0201] Lys(Dop5) has the structure of:

[0202] Dop5-Lys(Dop5) has the structure of:
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NO ONH H 0 [0202] Dop5-Lys(Dop5) has the

structure of. 30 WD 2004/ 091490 PCT/ US2004/010891 O
wW@200D09MIN~ O NOONH H O[0203] By "Al kypPCT/1US2004/010891

meant a hydrocarbon group containing one or nore

carbon atons, where nmultiple carbon atons if present

are joined by single bonds. The al kyl hydrocarbon

group may be straight-chain or contain one or nore

branches or ¢¥clic groups. [0204] By "Substituted

al kyl" is gmgnb an al kyl wherein one or nore hydrogen

at ons of ¢ hydrocarbon group are replaced wth one

or nore gdbstityents selected fromthe group

consi sti mg %f hal ogen (i.e., fluorine, chlorine,

‘?6g$ne), -OH, -CN, -SH, -NH2, - NHCHS,

-N®2, -Clo kyl substituted with 1 to 5 hal ogens,
-CF3, -0OCH3, -»)OCF3, and -(CH2)o 4-000H. In different
enbodi nents I 2, 3 or 4 substituents are present. The
presence of -QCH2)04-COOH results in the production of
an al kyl aci & Exanples of alkyl acids containing, or
i Spi O( CH2) 04- COH i ncl ude 2- nor bor nane

acet i '@ d tert-butyric acid and 3-cycl opentyl

pr ofi owEe ac'HTH[OZOS] By "Heteroal kyl" is neant an

al kyl ereinh one of nore of the carbon atons in the

hydrocarbon group are replaced with one or nore of the
[0208] | oRy Pylkyl dumpeant a hydrecarbomigg@p conginingme epmgEsAarbon pigms,

i ffar ' .

Wil B B RO Bl Sert ool GACHQIE eIl fRftarbon
graug trery e Iskaightwhein er pontaie ony ormpre btapehes gegyclic groups.

[0204] By "Substituted alkyl" is meant an alkyl wherein one or more hydrogen atoms of

the hydrocarbon group are replaced with one or more substituents selected from the group
consisting of halogen (i.e., fluorine, chlorine, bromine, and iodine), -OH, -CN, -SH, -NH,,
-NHCHj, -NO,, -Cj.2 alkyl substituted with 1 to 5 halogens, -CF3, -OCHj, -OCF3, and
~(CH;)o4-COOH. In different embodiments 1, 2, 3 or 4 substituents are present. The
presence of -(CHz)o4~COOH results in the production of an alkyl acid. Examples of alkyl
acids containing, or consisting of, -(CHz2)p4+-COOH include 2-norbornane acetic acid,
tert-butyric acid and 3-cyclopentyl propionic acid.

[0205] By "Heteroalkyl" is meant an alkyl wherein one of more of the carbon atoms in the
hydrocarbon group are replaced with one or more of the following groups: amino, amido,
-O-, or carbonyl. In different embodiments 1 or 2 heteroatoms are present.

[0206] By "Substituted heteroalkyl" is meant a heteroalkyl wherein one or more hydrogen
atoms of the hydrocarbon group are replaced with one or more substituents selected from the
group consisting of halogen, (i.e., fluorine, chlorine, bromine, and iodine), -OH, -CN, -SH,
-NH,, -NHCHj, -NO,, -C;.; alkyl substituted with 1 to 5 halogens, -CF3, -OCHj3, -OCF3, and
-(CH)p4-COOH. In different embodiments 1, 2, 3 or 4 substituents are present.
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atons of the hydrocarbon group are replaced with one
or nore substituents selected fromthe group
weongiostsping of hal ogen, (i.e., fluorine, chlorPeEPS2004/010891
bronlne, and iodine), -OH -CN, -SH, -NH2, -NHCHS3,
-Cl. 2 al kyl substituted wth 1 to 5 hal ogens,

[020$E3’ By GKi’l@nyl"’ gﬁ'lze%nt e?iﬂﬁroca gﬁ%‘? flha%'of th% og Hofretegaﬁg)&x

odi hrent s 1, 2, 3 or Su ents are presen
whep @@@nmmwg@nw@rbpm@mwmw@ pres¢r0.201§ alByny! Mydkeaashioh group

malybo KEA0E- e IR BRI Gh QY BBAS ok B AL ol O DY

ar bon ere one Oor nore carbon-c Bubl e bonds
[0208F p?%é)emtuted xenyd! tefmy/to ahyikenyl arhaarong ootipre hya;ogb@ are

t chai n nt.ain nor e branches_or
ropdokf bt b€ H3hbte BlsBBRN S tdlectih it 1 Bt oting af Bilegen fic-
fluentinen b erinyd, bmhﬁmeeamnedme) nmechycﬂmgm NI Ha! fmbzafcqq alkyl

ub ts_sel ect fromthe
sulfy e oot e Bt o O, OG- QPP diffrent
embbdifierite 1, B3Gr M@dbsﬂﬁl)ents afehpreseN, - SH, - NH2, - NHCHS,
gﬁﬂ %j substituted with 1 to 5 hal ogens,
[02083’ By c%ﬁ%ﬂy @mm 194 dydroesbytherauineis um of twp Pt werssarbons
Wh@fé‘Q)@lQ bﬂﬁﬂfe%aﬂoon%arbgn RiplbonHPSE bfeH&fﬂt Phedl ﬁﬁ@ tarbon group

[0209], By "Al kynyl" is neant to0 a hydrocar
maphe émushtz?halflmCwalmwrm%bmchee\meh@mum nor e

[0298] POBy e o@Dl 'éikQﬁﬁ" RAndz: Ar ﬂcyﬂgﬁﬁ?eﬁé one P §ncBl @(ﬂ](y%%ns are

hydr ocarbon group” ‘may be strarght aln or co
repdaged with A @ hore Aubiséivends setegtedifonythe gpep cpiBRLiog oByhalogen (1 e.,

ﬂuoﬁ&ébékﬂb%ﬁé ﬁ%mﬂ{ekyr@/ll)dmé S (ﬁ?aEI\I ﬁ‘[ alﬁﬁ%’ %gg;eﬁ\ﬁ)zo 12 a

nor e rogens are lacéd W e~or
su@umﬂllmﬂnelnmw lnbigest éffﬁmﬁﬂ 1CCRyY mﬂp(@&@bbs;meOHgInoﬁffaent

(4 orine chlorlne brom ne, and
emg‘%d‘%%f 1.2, 3y0 4 S‘i’iﬁw‘e’gw PR . NHOHB, - NO2,
[02:11](y| By SAldyﬂ'tls tddre én \Apttdiia]ly :twbstftuib&hl@gﬁfis grou n%&&h at lgﬁlt‘Bme ring
In.different di pent s

ha"é“g %Cdd’ﬂ“gﬂteg Bé%"&éﬁ% . gopramingIm P twe ﬁiﬂi‘ﬁ]ateéyf ﬁ%&?dﬁmg ’

systetns@ayitinelided Pirbedyalid tyls hrsrobiclt 81 ﬁ{dlﬂﬁ&l SO PRAMAEID, the
L Ieast one ring _having a co at ed -el ectron

aryL15 89900 ReEpessd gy Prrlerted e febﬁ]i%@ra%@ac a1 #1g SBeIONTOTg

sulfy,ox95eh, aﬂdf'mtkd%@ﬁ Uk shpled o Q&Yﬁlkluge ﬁ‘ﬁe\ﬁ&d 14 %@é}ﬁﬁﬁ %lﬁ\e{p?ﬁlyl

aryl .and blarX %rou ps. Preférabl
indgle, ‘B‘l?f%ﬁﬁé’% %zp gandﬁr@fd@aqee@ éxybm&vsmmentaarn seleqtesciyarh fte
gro@%nsﬁﬁﬁ‘g S’B'l@l?ﬁlkﬁo rC‘L a ﬁﬁlo flﬁy %eﬁuo dx{lll?(fn 01 6898 Yina
I ncl'ude %
iodmeh o Htm -SH; J-élozmﬂmenwmmstnutpw@thzm éhalagmhs -CF3,

o SO0l AR A8 8 GRS L

m$@wugﬁs fluorlne chl ori ne, bron1ne and iodine), -OCH,

[02?5’“’5 l?fll:%c glr\]fg rriealg:}g)%{” C@nghelgﬁﬁj is e@gt i Ut 7 ]t Het%roalkyl

substiitfifed hetatoakkpb alttenyd rstﬂsstltdmi zﬂlteyltll elmm,l sasstialtedlalﬁynys ary®r
ubs u IS meant
aliogaty &% 1MFHﬁﬁ@Pg' %&méubstltuted al kyl ,

(0203t er®al Acylalkyl" or “alkylaryl’ is meant an "alkyl" joined to an "aryl".

[0214] By “Abu” is meant o-aminobutyric acid.

[0215] By “Aepa” is meant 4-(2-aminoethyl)-1-carboxy methyl-piperazine, represented by
the structure:
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substituted heteroal kyl, al kenyl, substituted al kenyl,
al kynyl, substituted al kynyl, aryl, alkylaryl, or

wGe sy od ed al kl yaryl and X' is H or absent. PORUS}008410891
"Arylal kyl"™ or "alkylaryl” is neant an "al kyl" j oi ned
to an "aryl". [0214] By "Abu" is meant a-am nobutyric
acid. [0215] By "Aepa" is neant 4-(2-am noethyl)- 1
- car boxy net - pipex azi ne, represented by the
structure: 3 1490 PCT/ US2004/010891 -~ N N
O [0216] By "Aib" 15 arnt a-am noi sobutyric acid.
[0217] By "Ala" or A" i's neant al anine. [0218] By
"J3-Ala" is neant beta-alanine. [0219] By "Arg" or

R nt. arginine. . [0220] By "Asn" or "N' is
[Oﬂgbntﬁgggg‘r Eiolmi Q'a“fl’@??lﬂ‘%@fl]amgsp or "D' is neant
[0Aagpar By eARCiod A” [OB2} alByine. Caeg" is meant

N- (2- am noet hyl ) - N- (2- cyt osi nyl -| - oxo- et hyl ) - gl yci ne,
[0718hr e8¥nt-éde by meme bepralfditire: N H2 NONOO NH
[0419P23By BXrg" Q¥ SR” Ameakt arhifingant cysteine. [0224] By

"Dab" 1s neant 2,4-diamnobutyric acid. [0225] By
[0228) c " By sAse i N8 IsiReabasparaginefi oxaoct anoi ¢ aci d,

r egen »ts re.q H[0226] By "A@n" or "Q
[Ozl"ng rreggtkgpfﬂl??mlﬁgl? 5&?%’%%*7‘5]&9‘% "du" or "E' is neant
[02321it aBy ECaagl’ ds megnoNA@janByoeth@)yN-(BeytogBiylilsoxoedind)-glycine,

rep%sgﬁt.laﬁ‘ﬁythe[sg&%%; By "His" or "H' is meant histidine.

NH,
O N
o}
kﬁ .
- Py
—y Y

[0223] By “Cys” or “C” is meant cysteine.
[0224] By “Dab” is meant 2,4-diaminobutyric acid.
[0225] By “Doc” is meant 8-amino-3, 6-dioxaoctanoic acid, represented by the structure

H
\\‘/N\/\o/\/o\k ,

g
-

[0226] By “GIn” or “Q” is meant glutamine.
[0227] By “Glu” or “E” is meant glutamic acid.
[0228] By “Gly” or “G” is meant glycine.
[0229] By “His” or “H” is meant histidine.
[0230] By “Ile” or “I” is meantisoleucine.
[0231] By “Leu” or “L” is meant leucine.
[0232] By “Lys” or K” is meant lysine.

[0233] By “Met” or “M”is meant methionine.
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[0230] By "Ile" or "I" is meantisoleucine. [0231] By
“Leu" or "L" is neant |eucine. [0232] By "Lys" or K"

w0 g00aeembo | ysi ne. [0233] By "Met" or "Mis nmeaPCT/US2004/010891
met hi oni ne. 33 WD 2004/ 091490 PCT/ US2004/ 010891
[0234] By "INal"is neant O-(1- napht hyl ) al ani ne. [0235]

[oﬁm ﬁgl‘m,ﬁ” %gétﬁé@ ﬁgﬂﬂ% )g;anl ne. [0236] By

rrean "On"is neant
[0235hi t By ﬁﬁ\lalf@ﬁi&&}t BE{Q-ﬂaﬁlﬂhyl)'aﬂeminceant

z d: n n| ne. [0239] By "3Pal"is neant
[043%]_ Bgym ﬁ‘?Fﬁg‘ a‘ﬁucrl]né3 [0240] By "4Pal "is neant
[0133}(4Bpj/©hﬂismyéa)1adrmﬂtm [0241] By "Phe" or "F'"is

nt _phenyl.al a "Pro" or "P'is neant
m%%ﬁl iﬁg ﬁ%z%@f”’é@%g@g@ﬁm ®% s neant seri ne.

[ois© 4413 B3(Pa1’;f§h|ilea1ﬁ]3 (3-pyridifyljiaie. t hr eoni ne. [0245] By
nmeant threoninol, represented by the

t

[07#9} uc?ﬁ %Pal”lsme@tﬁibpywwhﬂ@we] By "Val" or "V' is
[OMPntB%/ai‘ﬁeﬂ%r“lﬁ Q@rﬁ&lnt?ﬂeg DniMe) Trp" " is neant

N- a- -trpto han Certai n other
[024B8br eBY abiooAs’ stséﬁeaﬁél?f@hliiﬁ are defined as foll ows:
[014(3]24913 Byer";&C‘S”?s%néEﬁ?é%hn@‘:et yl. [0250] By "Boc" is

nmeant ¥ert- tyl oxycar bonyl [0251] By "Bzl" is neant
[024dhzyBy “Tig2 852 1" By mepiireprdnareant di chl or onet hane.

o Sy i TRl g p R AL T,

[ 0255}, Byy' Dmab" is nmeant 4-
{N-(1- ( 4- di met hyl - 2, 6- di oxocycl ohexyl i dene) - 3-
rrets'_h_y_/r\ll bh- am no} benzyl .

' H

[0246] By “Val” or “V” is meant valine.

[0247] By “(N-Me)Trp” ” is meant N-a-methyl-trptophan.

[0248]  Certain other abbreviations used herein are defined as follows:

[0249] By “Ac” is meant acetyl.

[0250] By “Boc” is meant tert-butyloxycarbonyl.

[0251] By “Bzl” is meant benzyl.

[0252] By “DCM?” is meant dichloromethane.

[0253] By “DIC” is meant N, N-diisopropylcarbodiimide.

[0254] By “DIEA” is meant diisopropylethyl amine.

[0255] By “Dmab” is meant 4-{N-(1-(4,4-dimethyl-2,6-dioxocyclohexylidene)-3-
methylbutyl)-amino} benzyl.

[0256] By “DMAP” is meant 4-(dimethylamino)pyridine.

[0257] By “DMF” is meant dimethylformamide.

[0258] By “DNP” is meant 2,4-dinitrophenyl.

[0259] By “Fmoc” is meant Fluorenylmethyloxycarbonyl.

[0260] By “HBTU” is meant 2-(1H-benzotriazole-1-yl)-1,1,3,3-tetramethyluronium

hexafluorophosphate.
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[0256] By "DMAP' is nmeant 4-(dinmethylam no)pyridine.
[0257] By "DMF" is neant dinethylfornmam de. [0258] By

WO DNR0914%0 meant 2, 4-di ni trophenyl. [0259] By "MMDUS200$010891
meant Fl uor enyl met hyl oxycar bonyl . [0260] By "HBTU' is
meant

o O A 5 o

[0ZF62)/ UBR OHZDIACII’ 8@ gant DOZEEkibeByottiaddet-y1)i 151, BB aettamethyluronium

cyLl oh ., [0262] By "HOAT" is neant
he@%?foggg%léﬁ%ot riazol-1-yl)-1,1, 3, 3-tetranet hyl uroni um
[0k af BuGHOBTOS m{wﬁte-hs[dﬁﬁﬁajenﬂynazb@t is meant 1

- hydr gxy. enzot r| 64] By "Mnt' 'is nmeant
[OZL@ tﬁ%x ean gﬂo gl}‘ % i s meant
[ozﬁspret ByFNMB’Qi meﬁiﬁﬂamétﬁﬁlﬁﬁ]rolﬁbne Pbf' is nmeant

ent aret hyl di hydr obenzof uran-5-sul f on

04655179 BB FEant & SR RO e Spliols

[0269] rregpbtgur’llgﬁ@&g&p{yﬁ@yll ane. [0269] By "TOS" is neant
tosyl. [0270] By "trt ™ is meant trityl. [0271] By

IO%W;A ByéT%aﬁmewrrﬂmmpalsa@@u c acid. [0272] By "TFFH'

[02@] magptq«bgi {sahBhitsyl uor of or am d| ni um
hexaf | uor ophosphat e.” [0273] By a "somatostatin

[0278t e pBy i tragoniis meantdrittbant a corrpound that has a high
di pg«raf . | ess than 100 nM or
[Oi;rlgf eP2oTs A s difludiy acdllo B0

| ess or nore preferably |ess
[02728nN By ﬁWFH’brs ngasicetetneesliydiiiuonofomoaditiom Hegaftporophssphate.

OFR] o 2 St iS  TERBEF ot P Rhmp i s B njeh binding

afﬁiﬁ:’j Fe. g‘ KB&'HE%SZhanSS(FRMS or PIEEHB'I}A']ESS&M 1$Sil'\lR cﬁmcﬂﬂﬁreferably less
| SO st ati or I N an
o) Ppf SRR RSP {58 LR b e BeeBlcr Bidiie 2oy

de@hﬁéﬂﬂﬁ‘dldv@nsuch Q2] of Bye dEffers@IEabIPSdsod.6.'S SE-@SITHE2, SSTR-3,

me L .a sonatosta | n receptor ag on|st
Atz ﬁn fﬁ"aﬁ’ FitS R %‘?H}af?éta‘alﬂ 1}(@ﬁffe3c;t g"q)r eéamplp{mép agepy for the

1nH1l§if1o@61%Mﬁﬁ1@§éﬂ@IakBroﬁ@&i%ﬁt or subtype than for any
ot her _sonmatostatin receptor subtype, such as, for

[0274h B 2 “sonnstatin Selagtive agyet 1 megnl asompipata iy BRGeRSer agonist

e I
M T

forgmy jothessonasastatio cecampr ptype.shdr asbioy elagpie, o lematogatm\g STdR-2
selBRNE 2 efierably Iess

[0275] By a “dopamine receptor agonist” is meant a compound that has a high binding
affinity (e.g., Ki of less than 100 nM, or preferably less than 10 nM, or more preferably less
than 1 nM) for a dopamine receptor (e.g., as defined by the receptor binding assay described
below), such as any of the different subtypes: e.g., D1, D2, D3, D4, and D5 receptors.

Detailed Description
[0276] The invention features somatostatin-dopamine chimeric analogs and methods
relating to their therapeutic use for the treatment of neoplasia, acromegaly, and other

conditions.
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than 1 AM for a dopam ne receptor (e.g., as defined

by the receptor binding assay descri bed below), such
wa@sgooangi4ed the different subtypes: e.g., D, DCT/DS2004/010891

D4, and D5 receptors. Detailed Description [0276] The

i nvention features somatostatin-dopam ne chineric

0T SRR AL STR B Bl B ot
2, BSARBL $BIR-4, B SHIDR2Y) 0 361Dk F20TikIIBRODA B0MBAMS that bind to

7 } OU ost atdA-or £cept or STR s .
o BRI S S AP AR LGRS RIS SUBHS o
or aSATISSHReti}t). Sonat ostatin agoni sts are those conpounds
o, B IR 51 S o G

speoHiidatl prea el ih $e) publi@2iéf settoith belowe¥RABY ®BicRfs hereby incorporated
s%mt ostatin, agoni sts are those covered by fornmul ae or
by Fe{greRee I PR RSl |y recited in the publications set

fort hP@li‘M%Wicaﬁaﬁﬂowm/@ﬁzi%b@f)eby i ncorporated by
reference In its enti relf&é.b} PCT Application No. WO

03/ 05921 Arphqatiey No 20830 4 €408bn No. 20030191134

(20035, WpSticaRBPh CHob QR3O (130430083241 (2003)  PCT
plication No. 0210215 (2002) U S. Patent No.

6, 316PGT Apphimgey NPCOR1AB 2601 on No. WD 99/ 22735
199 i ' . WD 98/ 08100 (1998) PCT
oot s PRREGat L £0dl, iy

Appl i cation (1998) PCT Application
No. VRLDapnkgsen Nogws)99/RCF5 A9 cati on No. WO

o0 442 AR 6 PORAGaly PP 2100 U
Ill?eseaP@T\ AppBealidki®Na) WOH®4492h(1988) et al . Abstract,
ST R OB gl o0 revine
Sept ePUEAppicafifn NO.OWD, 98/4u0e2 (18BN,  Swi tzerland; PCT
200! SR 0 O SONRS, (AT OBl Ll o
* (1990¥an Binst, G. et al. Peptide Research 5:8 (1992);

Horvath, A. et al. Abstract, "Conformations of Somatostatin Analogs Having
Antitumor Activity", 22nd European peptide Symposium, September 13-19, 1992, Interlaken,
Switzerland;

PCT Application No. WO 91/09056 (1991);

EP Application No. 0 363 589 A2 (1990);

U.S. Patent No. 4,904,642 (1990);

U.S. Patent No. 4,871,717 (1989);

U.S. Patent No. 4,853,371 (1989);

U.S. Patent No. 4,725,577 (1988);

U.S. Patent No. 4,684,620 (1987);

U.S. Patent No. 4,650,787 (1987);

U.S. Patent No. 4,603,120 (1986);

U.S. Patent No. 4,585,755 (1986);

EP Application No. 0203 031 A2 (1986);
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U S. Patent No. 4,871,717 (1989); U. S. Patent No.

4,853,371 (1989); U.S. Patent No. 4,725,577 (1988);
woL@4/0Pavent No. 4,684,620 (1987); U. S. Pat eneCT™MUS2004/010891

4,650, 787 (1987); U. S. Patent No. 4,603,120 (1986);

U S. Patent No. 4,585,755 (1986); EP Application No. O

203, R BRr BRI L0 ) o1 (106

U S. Dat Babnilo. 4486865 A984)( 1984) . U. S. Patent No.
4 48 tent No. 4,435,385 (1984):
S‘iflg éﬁ%&ﬁi )‘*zfgi’g‘%ls%gfa( 1983): U.S. Patent( No.

4 369U379atéﬂ19&>3)4435 BBS @984:);(3tent)l\lo. 4,360,516 (1982);
. 1982); U. S. Patent No.

4, 3288%§at€a%f%9§gﬁ%ﬁg%ﬁem No. 4,316,890 (1982):

U. S. B gﬂgntl}m) 44,5@1@ @%83)(1982); U.S. Patent No.
4 291, 022 (1981 U. S, Patent No. 4,238,481 (1980);

S. Bat Batentiip- 4:§6%§56 @88 1980); U S. Patent No.

4 224U%99atéﬂt%§p)4;35814)39§%9§§tem No. 4,211,693 (1980);
US Pat ent 48 °(1980); U.S. Patent No.

4 146U(§1Eat911t§\té}13282ﬂ4§19$%tent No. 4,133,782 (1979);

1996); U S. Patent No.
4, 26163{%2&%ntg§j14§1§9&)é§%23§ent ?\Io. 4,728, gsgn(lgss);

U. S.UpaPeet Nao4,349,380(1980); (1981);
U.S. Patent No. 4,291,022 (1981);
U.S. Patent No. 4,238,481 (1980);
U.S. Patent No. 4,235,886 (1980);
U.S. Patent No. 4,224,199 (1980);
U.S. Patent No. 4,211,693 (1980);
U.S. Patent No. 4,190,648 (1980);
U.S. Patent No. 4,146,612 (1979);
U.S. Patent No. 4,133,782 (1979);
U.S. Patent No. 5,506,339 (1996);
U.S. Patent No. 4,261,885 (1981);
U.S. Patent No. 4,728,638 (1988);
U.S. Patent No. 4,282,143 (1981);
U.S. Patent No. 4,215,039 (1980);
U.S. Patent No. 4,209,426 (1980);
U.S. Patent No. 4,190,575 (1980);
EP Patent No. 0 389 180 (1990);
EP Application No. 0 505 680 (1982),
EP Application No. 0 083 305 (1982);
EP Application No. 0 030 920 (1980);
PCT Application No. WO 88/05052 (1988);
PCT Application No. WO 90/12811 (1990);
PCT Application No. WO 97/01579 (1997);
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U S. Patent No. 4,215,039 (1980); U S. Patent No.
4,209,426 (1980); U.S. Patent No. 4,190,575 (1980);
wERoRatem No. 0 389 180 (1990); EP Appli cati orCTMUS2004/010891

505 680 (1982); EP Application No. 0 083 305 (1982);

EP Appl i cati on No. 0 030 920 (1980); PCT Application

No. ORRn 29 91/1 6T (). cati on No. VO

90/ 12811 990) ; [i catl on No. WD 97/01579
(1997¥:K. @plm%@ﬁnm 6PCI98UB2004/ 010891 PCT

[ U. K l'ication
mp Ggé%agggﬁ%gtiéﬁggﬁlﬁ cf@%gg%%%]ch Appl ﬁggt i on No.
[0778] 2, NQ@ tﬁfﬁ5701(3119831)1’&0S@mm}llsmdb@rﬂobrhherém;eaeﬂ 4mino acid residue
re a%ggt%r RS tﬂre%goﬁﬁsé( 1?3 Llléll%v (iicrh {Sfﬂ;eeéléﬁ ce}laln e.g., IED?I for Ala).

represe
LinehlHetSER) dtinﬁﬁ)acld iresidues ehreRenit peptile beridd ¢hat foa lhe afir®. acids&HA 1so,

for [ esid represent
st BB ap s e R RV i Zes coniebiiohypsshe D-
fortnhie eﬁpifbst?,l}r d't@llgdatédi‘ Siodl dRritys dieglfil€ednldy (eaé?tdlélﬂﬁdel Bridk®) thdl@xist

L-form |on unl ess ](lhe D formis expressly

borSEER GO G HFICHS S aIeTy ABESIBORSof he Commort amino

acidb Sidlid hdd6rdefideG@R) VPRI T fesémmbB&ivis&N two free thiols
of Cys residues are not shown. Abbreviations of the
common am no acids are in accordance with | UPAC-| UB
ﬁlgggrgpglgﬁgtbggﬁnA@ﬂgtgea s of Somatostatin Agonists
0280% he met hods for synthesizing peptide

[0 ke methedsdgbiynthesizing pepiide sonepbestativragendsts atndvelirdecumented

oIy R
an %Wg@ﬂtﬂ@ aﬁﬁfg] df%ﬁlggn gfecg(%l{i%ggklgr eﬁl Sbtn?h% %"%%1 ple, %érji)ﬁdes are
syrmlqsi@e@qm BankNBHie MB& Anresin (4- (2’4’ -dimethoxyphenyl-Fmoc-aminomethyl)-
n
phorflefmi G e R XN YD TR A BT o g protocol of Fmoc
chcsmalmd aThdt replidecregih m fme amnmcfhnauf)nﬂ matthe Neteamingd i§ Yhen Tlogted

de-resin with ' unctional_ at. the
iR REB g Pttt B BtTe At e e Speiihrangt i cleaved
ofﬂfﬂﬂfp%ﬁdvﬂﬂfﬂﬁf&?vﬁﬂeﬂ@uﬁ)@fb@ylsﬂb&{eWDES?hﬂxtufEhe final product
0 rom

aved [ th TEA
0831 &, P el ph & YD e e b BrmeL s BioePhp- ThigiNEL, can be
aclgsaapl Eolloshnp ﬂﬁ@ﬁio%c@f set forth in Example I of Euro&fan Patent Application 0
H D- Phe- Phe- Phe-D-Trp %s Thr - Phe- Thr - can beée

395EH b Ty mihEnt GhPTGOENE poBEisClh Sbstied N-ppmis can be
ac@%ﬂﬁoﬁeﬂau@f&: E&'fo‘i’l@%ﬁ@ thabieiatol ARRbite ﬁltP(quPlgnhcgfﬁ)El Mot o

he synt FIESI s of somatostatin agonists wt

88/§g{b§§§ PET tPgl@jqupqle o WML 94/847 SBand/or European Patent Apphcatlon No. 0
329 295.

[0282]  Peptides can be and were cyclized by using iodine solution in MeOH/water and

purified on C18 reverse-phase preparative HPLC, using acetonitrile-0.1%TFA/water-
0.1%TFA buffers. Homogeneity was assessed by analytical HPLC and mass spectrometry
and determined to be >95% for each peptide.

[0283]  Certain uncommon amino acids were purchased from the following vendors:
Fmoc-Doc-OH and Fmoc-AEPA-OH were purchased from Chem-Impex International, Inc.
(Wood Dale, IL, USA). Fmoc-Caeg (Bhoc)-OH was purchased from PerSeptive Biosystems
(Framingham, MA, USA). Bhoc stands for benzhydryloxycarbonyl.
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achi eved, for exanple, by follow ng the protocol set
forth in PCT Publication No. WO 88/02756, PCT
woamkiogabd on No., WO 94/ 04752, and/ or Eur opeanP@®rUS2904/010891
Application No. 0 329 295. [0282] Peptides can be and
were cyclized by using iodine solution in MeOH water
and purified on Cl18 reverse-phase preparative HPLC,
using acetonitrile-0. 1 %9 FA/water 0. 1 % FA buffers.
Synthesig efiBopaminadgasistsssed by anal ytical HPLC and nass
[02;82 flt gg%%%é@ﬁp%ﬁ%%ﬁﬁghﬁgg%m?& a>g81§1 Ps al% Cftlso Wehl documented
an¢h ere ctithgettie Abibity dflagefsoh bﬁwﬂilngy\s‘hﬂidmﬂﬁ art Flm‘iIBr @mdwﬁt'lpﬁbeﬂures

urchased fr ex

arq prf"élcrleﬁdsp Aheg_lpomflﬁ E&C& %dneB&P‘gexafl}? esUSA) Fnoc- Caeg
(Bhoc) - OH was pur chased from Per Septi ve Bi osystens
(Fram ngham MA, USA). Bhoc stands for
benzhydryl oxycar bonyl . 38 WO 2004/ 091490
PCT/ US2004/ 010891 Synt hesi s of Dopam ne Agoni sts
[ 02841 The net hods for synthesizing many dopani ne
agoni sts are also well docunented and are within the
ability of a person of ordinary skill in the art.
Further synthetic procedures are provided in the
follow ng reaction schenes and exanples. 39 WO
2004/ 091490 PCT/ US2004/010891 OHOHH2 O NRL 'R1
N~NRL HHH Hav H, ... H 3 H 1 2 Schene 1 NH2
HN-CH2(Cl-4) NRL H (C14)CHO, NaBH4 NNRL H H-'

39



HN H 34 Scheme 2 OHO S~ H .Rl hydrolysis, H

1. MsCl-pyridine OHHVv'" N-R N Rl 30 2. CH3C(O SH
WOR04/09H9H HNH 1/ HH 5 40 WO 2004/ 091490PCT/US2004/010891

PCT/ US2004/ 010891 Schene 3: 0 0 NH2 HN-L-(CR7R8)cC

OH NRL Base NR1 Hn" H,., (CRFTR8) HI N OO0 OH

3 10gy Scheme 4: 0 Oy OH O O N-RLyN, N -d issucci

Scheme

Scheme 2

1

NH,

H\nl

1

N—R1

H\I\I

[\

(C,.,)JCHO, NaBH,

~

oo

1. MsCl-pyridine

C ol

A

- N/R‘I

hydrolysis, OH-

2. CH,C(O)sH

. >
H™

N\
N
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H carbonate N H"" H H," HN 1 H 11' Schenme 5: 0

O NH2 HNKO N N,RL N, N -di ssuccinimdyl O H carbonate
WORRYIHYO H H,,,, HN 3 H 12' 41 WO 2004/ PO1/uSd04/010891

PCT/ US2004/ 010891 Schenme 6: OHH O p Op O NRIL

NRL H'' Hoxidation HHN H 6' 13" Schene 7: COH

sébhe: Slp~ o ~ S 1 Po

Q 0
NH, N )\-—(CR7R8)¢_/<
OH
~R1
N Base
H
Hue —_—
(CR7RS8)
AN S\
N
3 10
Scheme 4: o
0
O AL
~R1 . o 0
N N,N'-dissuccinimidyl _Ri
H carbonate N
Hw H
- Hw
AN
N N
N
1 H
B 1
Scheme 5: o
g
N
HNT Yo7
N,N'-dissuccinimidyl 0
carbonate n—R1
- H
H"
N
N
H
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NRL NRL H Hoxidation H NN HH6 14" 42 W
2004/ 091490 PCT/ US2004/ 010891 Schenme 8: H N SH
WA yBao2BHOCM H N SRENCS R5-N° /N S 2 ~- 2 | PAT/USI004/010891
If n1l If 2) Ac2OdBase 0 SO 3)50% TFA in DCM HN R5
ONNRSHHVRE 0 OOH ONOn ER5-N=--NS N OCH
sdiBhew: hydrolysis NRL O HoH ON-RL \ H'o H ~\ \
15 HHH 2° Scheme 90 H2N OH 1) Boc2Q/ DCM H2NO
RENGS"R5-N' /N-KnO® n .S O ) Ac2Q Base 0 3)50% TFA
S HN'R5 O 131 N-t-)sORAHN'RS 0

n—R1 N—R1
<! oxidation
—_—
A\
N N
H H
8' 13
oxidation
B
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OOH MN'TOL RB-N--NO / NNR 1 OHII H

hydrolysis O NRLO HOHU" NRL Nz~ H / NI \ H'" H
wagoo4eba9o H 43 WO 2004/ 091490 PCT/ US2004/ 0108BAT/US2004/010891
Schenme 10: HZN iJ 1) Boc2O DCM Q RGNCS HH n OH

HZN\. 0~CH3 R5-N N no ~CH3 n 1( 2)

e I O DVAP/ pyridine s 3) 50% TFA in.DCM HgO HN ~5
pHHNR5 Oo0 OONDNN( "CH 3 heat NRL 0 R5-N-=N CH3

N -R1L H H',hysscpl ysis \ with basg H"" OHN or

'é%xyﬁ’étl ¢ hydr oI ysis (é’eNg(.,)/leﬁl/est er ase) 1 \\{(VER‘G}-K,

2) Ac,O/Base
3)50% TFA in DCM

- R5—N=—=—N S
YA \ﬂ/
(o]

15
Scheme 9:
1) Boc,0/DCM R5NCS R5 H H o)
0C; H,N 0 -
e SN ——— T R

2) Ac,O/Base %
3)50% TFA in DCM

- R5—N=——N O
Y

OH

hydrolysis o}
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0" 55HR/ -1 NNk ON~RILON-RL H,.. HHH 18
(see Schene 11) 19" (see Schene 11) 44 WO 2004/091490
weEFOnAE82004/ 010891 Scheme 11: ,R5 HN'RS HN /PCHUSTN4/010891
SHO-N~n S\O1) BrCH2C(O Oet/Base 0o RL O NRl 2)

Hydrolysis, O+ N_H HH" H'" N H H 15 20
S%@ﬁ%npo:lz HNRS ,R5 O ON(')n-NHZ O-j" )---(CROR10
~ Base N~n HOH ONRL O H(CROR10 N-R1

1) Boc,0/DCM R5NCS H H
HZN \C/Q\OH - HZN w‘,nio /CH3 R5—N \n/N o /CH3
n
S

2) MeOH/DIC/DMAP/pyridine
J HgO

3) 50% TFA in DCM
R5—N=—=—xN \?’;[L ACH,
. n ©

hydrolysis

with base

or enzymatic
hydrolysis (e.g.,
esterase)

18’ (see Scheme II) 19' (see Scheme II)
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H11" HH OOS5L- 01~-0 HNH 21' 45 WO 2004/ 091490

PCT/ US2004/ 010891 Schene 13: 0 ,R5 R5 HN HNC O
W@RMHHNH 2 O -J1 N ,NNLO N N, N -di succi ni m ByT/Us2004/@10891

N-R1 carbonate o NRL HH H'" H" HH 22" Schene

14: HNR5 HNR5 0 O O0-1~ N. (*)nOH N, N -di succi ni m dyl
Schemed1N- (' ) nO ko' N O carbonate 20 O0 NRL N~RI HH

H'" HH 16" 23" Schenme 15:. R5 HN 1) Br-CH2- COOCH3

HN RS ONSH?2) Hydrolysis Nnn S'-~ OH O
_R5
R5 HN
HN” OH
04\ OJ\N*‘)HS/\\(
N HsH 1) BrCH,C(O)OEt/Base °

2) Hydrolysis, OH-

Scheme 12:

_R5

0
Pcrsriog 4
CR9R10.
AIRN
H OH

HN

N

N
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ONRLONRLHH H'"™ HI1" HH16" 24" 46 WO

2004/ 091490 PCT/ US2004/010891 Scheme | OH OH N. CH3
woe@yo9i4on NCH3 H Ra-N i or DMF- pyri di ne/ Pd-E;T/BR20p4/00891

H Lysergol D hydrolysergol Reduction

R COCl/pyridine/ DMAP O\\ R OHO0 1) C\NBr CR ,,CH3

8)}Ean?ust or NH NRa-Ni/H2 H3) RI1/K2C33 H' 4)

"\ V' H NHR=C -5 alkyl, allyl, or alkenyl 1)
MsCl /pyridine 2) HS(CH2) PCO2RI /R5(CH2) BCO2H S

,( g\b!z) PCO2R N R NCR HN
N-ETRNH, 0
N, N'-disuccinimidyl 0
carbonate
0
N o)
N,N'-disuccinimidyl N o/u\ oM
carbonate o
16’
Scheme 15:
_R5
1) Br-CH,-COOCH, HN
o o
2) Hydrolysis N nS/\g/
o)
16' 24
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H1) O+ H 2) HBO+ HEH NHN (I) Conpounds 6',
7', and 8 can be synthesized using the synthetic
wa@elvenei4above: OH S OH s/~ OH S OO0 N_RL H PET/NS2004/010891
H" HH H" H", HHH 6" 7" 8 47 WD 2004/ 091490
PCT/ US2004/ 010891 Schene Il O R'"' \ H2ZNn NI N "R',
SdRemell 4 \ O 4 BOC2O/ Base BOCaO/ O base hydrolysis
\

0]

. OH
N/(:lHS Reduction N/CH3
o H
N Ra-Ni
or H\‘\“
N\ DMF-pyridine/Pd-C, H,
N
N
N
H , H
Lysergol Dihydrolysergol
Reduction
R'COCl/pyridine/DMAP
? OH
-
0 1) CNBr R
CH 2) Zn-dust or N H
N Ra-Ni/H,
H 3) R-IIK,CO, g
H“\‘\ 4) OH- _ N
N
; N
H R=C, 5 alkyl, allyl, or alkenyl
1) MsCl/pyridine
2) HS(CH,),CO,R!
s ~(CH,),CO,H s ~(CH,),CO,R!
R
1) OH- H
2) H,O*
-t H\\\“
A\
N
H

Compounds 6', 7', and 8' can be synthesized using the synthetic scheme above:

OH OH OH

H
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R*" / n NANH2N' Mni 1 OBoc Boc H,RL O N D C DCM

H Base ~I \ H HN' ~N,,Boc ~~P'" ~OONRL R*" RN
waz0040M490 OH H 1) H+ 0 N~R1 HO1, 2) Br CH2CO2Be¢T/B$2004/010891

RNCO 011 4. [H or enzymatic H H hydrolysis (e.g.,

esterase) / I \ 18 H (I1) Wiere R' and Rare,

sonelependent |y, H or ClL-C4 al kyl 48 WO 2004/ 091490

PCT/ US2004/ 010891 Schene 111 OH NH2 30. NRL N~R1 H H

1) MsCl/pyridine H2) N H N K+ 0

HzN/\(\’)n/\H/R" —_— NWH/R" ,

O
(0]
NK
BOC,0 l BOC,O/Base
base 0
0

hydrolysis N—\(\/)/\ -
Rn - n N/
HZN/\(\’)n/\N/ \ |
Boc

DIC/DCM
Base

1) H+ o) N
2) BrCH,CO,Bz] H
3)R" NCO &
4. [H] or enzymatic H
hydrolysis (e.g., esterase) N
N
H

)

Where R"and R™ are, independently, H or C,-C, alkyl
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3) NH2NH2, H20 (CR7R8) O O O 0 HN (CR7RB)Qg- COON
.,RL H HH (Ill) 49 WD 2004/ 091490
weEFOnAE82004/ 010891 Scheme 1V: S, -(CH2) ' | CO2H PEI/BS1404/010891
Partially protected somatostatin |igand on resin or
H in solution H1l) couple (1) 2) deprotect and cl eave
%{:ﬁe‘?ﬁ@gl on resin) (From Schene 1) or deprotect
I'gand in solution) Si(CHACO Sonatostatin /
Derivative NR H H/ I \ N H R OR'-HNN | -
~NNv "OH o NRL + Partially protected somatostatin

o'I_Ii gandR1on resin or _Hin sglution H N | \ 1) couple
N~ R1

1) MsCl/pyridine H
2)
(0]
N N- K+
H (ﬁ N
(0]
3) NH,NH,,, H,0
(CR7R/8)2
Oé\o ~o
o
JL(cr,R,),-cOOH
_R1
N
H
ny
N
N
H
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H 2) deprotect and cleave (ligand on resin) (I11) or
deprotect (ligand in solution) (From Schene I1) R' O
wo 200M004960mat ostatin / Derivative O N RL H PET/US2004/810891
H 50 WD 2004/091490 PCT/ US2004/010891 Schene V: 0
HN~-(CR7R.)qg COOH N, RL H + Partially protected
getatin ligand on resin or Hn solution | \ H1)
coupl e 2) deprotect and cleave (ligand on resin)
(11 '()c 0 protect (ligand in solution) (From Schene
| 14-70e 1--(CR7R8)q CO Somatostatin / Derivative
HrH~ 1 \ N H 51 W 2004/091490

PCT/|USZ904/ 01089+1 SCh‘?—"'gﬁiaMl |::>rotected somatostatin ligand on resin or
in solution

n
ﬁ 1) couple
(1) 2) deprotect and cleave (ligand on resin)
(From Scheme 1) or deprotect (ligand in solution)

S/(CHZ)nCO-Somatostatin / Derivative

Partially protected somatostatin ligand on resin or
in solution

1) couple
2) deprotect and cleave (ligand on resin)
a or deprotect (ligand in solution)
(From Scheme )
Sy
N
R™-HN N/\M \/U\O-—— Somatostatin / Derivative
R1
o] N
H
n

N
N
H
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OH O'" N,RlL H2No,,, N,,Rl HHHCurtius H
reaction \ N\ HN H N N -disuccinimdyl
w@ 200boymabe/ base 0 Li OH Oyo HN, E HN O NR1 RACT/HSZ0pP4/010891
Sarcosine/base H 2) HH\ N\ I N HH 52 W
2004/ 091490 PCT/ US2004/ 010891 Synt hesi s of
schemphoest at i n- Dopam ne Chi ners [ 0285]
Somat ost at i n- dopam ne chi ners may be synt hesized
according to the follow ng reaction schenes and
exanples. Starting material and internmedi ates for such
cagpounds are commercially avail able or are prepared
Sﬁﬁgﬁk$aﬁﬂﬁ¥ﬂ nmet hods, e.g., see Pharmazie 39, 537
1984) coll ect Czech. Chem Commun. 33, 577 (1966);

. cﬁﬁ co. Acta 32, 1947, (1949), U.S.P. 5,097, 031;
1, 894; EP 0003 :
synt hesi's of p£ﬁ£|u£§gtg!r3§8Sg]g\%%%aggta%ar,@rﬁgﬁegr

e.g., see Stewart et al., Solid Phase

, Pierce emcal, 2nd Ed. 1984; G A Gant;
¢ peptide; |Wi).compleenand Co. New York, 1992:
M Bodenszky A. BodandAeprotegianpeigays (iganskorpesing de
Synthieisi s, Spring |veIGggrotegt igandmsolutionbge] o her
sdrrem §¢eae lth- dopanifne chi nmers that suppress growth
hornone and prolactin secretion and are useful in the
treatment of acronegaly are described in Saveanu et

al. (J. din. Endocrin. and Metab. 87:5545-5552,
2002), hereby incorporated by reference. [0287] The

fol | owi ng exanmpl s jarer Qi dtadstiut IdeHakat e t he
i nvention. They
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meant to limt the invention in any way. Exanple 1:
Dop2- DLys( Dop2) - DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys]

WO Tion/odH2 [ 0288] The PCT/US2004/010891
Dop2- DLys( Dop2) - DPhe- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys]
-Thr-NH2 peptide was automatically synthesized on an
@Q; 39 peptide synthesizer (Advanced Chenilech,

Isville, KY) using FIuorenylnethyloxycarbonyl
(Frmoc) chemistry. A RINK AM DE
4- et hyl benzyl hydryl ami ne (MBHA) resin (Novabi ochem,
San Diego, CA) with substitution of 0.66 muvl/g was
used (sub: 0.66 mml /g, 76 ng, 50 nol scale). The Fnoc
aoHno aci ds used are Fnoc- DTrp(Boc) - OH,

sgBoc) - OH, Fnoc- Thr (But) - OHy  Fnoc- DBhe- OH,

PsTrt)-OH, and Fnoc- DLys(Ddef)“ﬁ

S&CHEM  (San_Di ego, CA) and Fnoc- 3

INTERNATIONAL Inc. (Wod  [e IL). The
=8\ was carri SHWSt on a 50 gnol’ g% For each

Ba,Cycl e, t he'®a&HaN 396 peptide s esly/zer was

met hyl pyrrolidone (NWP) tw ce; (2) renpving Fnoc
protecting group with 20% pi peri di ne |n NWP for 1 X5
mn and 1 X 25 mn; (3) wi i h tmﬁce; and
(4) double coupling wth :%gﬁg C'”Ew of Fnoc
protected am no acid (0. 20° .2 mol ), and

N, N -diisopropylcarbodiimde (DIC) (0 2 mol) in
N N-dinethylfornanide (DMF) for 1 hour pegr coupling:

regi n was coupl ed successively accordi o the
se uenﬂe 53 WO 2004/ 091490 PCT/ US2004/ 010¢ [ 0289]

Hpepti de chain was assenbled%ﬁbﬁé Fripc group
s renoved and the_sesin__was washed clonpl et@ly using

. emg-81 chl or omet hane (DCM). The rediNu,ye R
tragsfdgHed into a 1 Saeeasine/basssel on a shakgw and
g ith 2% hydrd¥l'ne in DWF for 2 X

& Dde protecting group in the si d€

D esin was shaken overnight wth .ag'-m (54
my, 3. O €q), brono-tris-pyrrolidino-phosphoni tim
hexaf | uor ophosphate (PyBrop, 82 ng, 3.4 eq), 1-

hydr oxy- 7- azabenzotri azol e (HOAT, 0.4 ng, 3.0 eq),
pental fl urophenol (18.4 ng, 4 eq), DMAP (0.25 niL of
0.1 Min DW, 1.0 eq) and diisopropyl ethyl am ne
(DIEA) (53 L, 4 eq). [0290] After washing
successively with DM, MeOH and DCM the resin was
treated with a mxture of TFA (4.75 nL), H20 (0.4
m.), and triisopropylsilane (TIS, 0.425 nlL) for 2
hours. The resin was renoved by filtration. The
filtrate was poured into 70 nL of ether. The
precipitate formed was filtered off and washed
thoroughly with ether. This crude product was
dissolved in 5 nL of aqueous acetic acid solution
(water/acetic acid = 1:1). The solution was then
diluted with 50 nL of H20 and 20 nL of acetonitrile,
to which was added,
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dropwi se, iodine in nethanol until the solution

acqui red a sustained yell ow hue. The solution was
waeionedsl owly for 1 hour and the reacti on waBCT/US2004/010891

term nated by addi ng aqueous Na2S203 sol ution. The

crude product was purified on reverse-phase

Syaﬂﬁaammﬂﬁodﬁh&mﬁhﬁﬂleacmﬂewm of C18 DYNAMAX- 100A
Varian, Wa| nut Creek, CA). The colum was

cm
lO?g&Sht e Somgipstatingdqperaie c@m&aﬁ @R b Pyaieg b ascefiag i Bllowing
refeHA ﬁh@lﬁ% a‘ﬁgoé‘kﬁnﬁl& Hia ateBa %84 ﬁlté?ﬁédlrugs for s/ﬁcﬁ%pmhgunds are
water and B was 0.1 % TFA 1 n acetonitri Fractio
commercaellyiangjlablenaajarecurepatadging etandand methoda vigo Isest Phatigzie 39, 537
a d
(G2 fck EOCERrb Uit 06 SY RIUBl: KERK oW AR, 187! S0),
U. E[Pefz,f)SPbOfSlpUsy SL%mJSQQtEPd)ﬂO&@(ﬁsamﬂm 4 6%892y Métﬁﬁls fortBs )

N LRI R TI

Syh8sis, ?)erceEXl&ﬂﬁdzad; 22 Ed. 1984; G.A. Grant; Synthetic peptide; WH., Freenand Co.,

Ne&g?rk-?ﬁggf\@ﬁo%@]ﬁy %ﬁ)ggn%ky %LJ yrastlce%%}’ep%ﬁ[a %ynt}llgmsvgllmng

Ve@&@ZNQngg@oc DPhe cycl o[ Cys- 3l Tyr (Dop2) - DTr p- Lys- Val -
2% npound, was synt hesi zed substantial ly
[0286F o Qﬂ% Sqw?%t?émp%oa%%a Flamgisdhat sypEess giowiihormone and prolactin

sec?é’tmnrbﬁg b w@ful in the treatment of acrome gally are described i 1n Saveanu et al. (J.
Dop2- DLys( Dop2) - DPhe-cycl o Oés 3l Tyr - DTr p- g -Thr-Cys

ClmTﬁmeRm and Metahe 85 34579 5217009, heielEiineasperated byireaftrenche

[OfSQ] | O%@ﬁﬂlﬁ@ﬁg%ﬁﬁn 168 efrggr olia€d ﬁ)siﬁl?s[m{é‘thé)ﬁv&ﬁﬁn p‘fﬂéy' €not
chai n re str nsterred into a reaction

megaide dinitthe mvertiokaér anyrwkyt reat ed with 25% pi peridine in
DMF for 30 mnutes to renove the Fnoc protecting group
at the NNtermnus. After washing successively with

Expiople 1vDop?-Bhas(Depd)-PPhe-ayelol Gyswid ByrdpbripdrysdhhesCys lghir-N

o) BB BB I Sy B
peideAyvag 4uteq1)1tlcallx\fsyréluesmb©awagbcar3l6 pentide soulicsizer, (Adhanced
Chglglé‘lg%e ﬂglﬁgxgﬂéj g&n 9.1 n%\%{ h Vxl(}e/caarbtpnyli E(gocxfghe%%s{%y A RINK
AMITH ymeﬂlyﬂﬁﬂﬁylh}lde;llaimine CMBHIA) mnqmovaiilocﬂﬁaﬂﬁ San Dldgo CA) with

sul%%algi_gyggp (E g(\n 8y /tg r\}sfe?s %sfaeldc(é'l lba6 gg mmoll/ % mg, 5V(\)/e;,{n90q sca?e) The Fmoc

anm%Tﬁsylﬁle(SQ%&ﬁﬂm@ﬂimj@wro@M&L@é@BoEymp’ﬁh@clthﬁgggﬁ

he titled co nd was
b e R G- G PR SR PP E ROV ARIACHEM
(Safn%eg@ @:A@Béﬂ& igﬁ%%% nﬁgir [o&/ from CP{/Erl\zI-l%l(\)/IggX Ig_’lfrEgN@l;IONArL Inc. (Wood
Da@y ) 'Tflhﬁ sm8@me¢mb@wt@b@@é Hmel Salendloreazh r@m@wcle the

Aé’lﬂ?% ;F & SHBESIR Ghs Hd eﬁﬁf? orffAl &12 %ﬁlﬁh egkgr oglgc t

Lys reS|duea ermn
me\ﬂaépyﬁmhd@et(ﬁ M tWh@r(@bl@mmg Hmdc pragecting glioyp with 20%.p%ridine in

Y LS RS P o TS W B e

withed Xjfidld efce20FAEniop préfcagdrnencelacid (0.20 mmol), HOBt (0.2 mmol), and N,

N AP D Koy b S W SRR i (M) Tor 1 hous

pesScopligNtThaldsyn wacoupledgictdsivele agoaligtiarie sequence.
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descri bed for the synthesis of

Dop2- DPhe- Doc- DPhe- c[ Cys- 31 Tyr ( Dop2) - DTr p- Lys- Val -
wWEy®pATHe NH2 (descri bed above in Exanple 1). H¢EUS2004/010891

purity of the final product was 93.9% based on an

anal ytical HPLC anal ysis. ESI mass anal ysis gave the

0 eCulfd ' : [ | t.he .
O ool etk cfin wiodoritlod W -GENTE Vs bl i e resin
wasyashed spmiplstely waing NMEiaad dicblonpmuoatimae (BEMYOTHe redifiiwas Gafdferred
. . ) i) m xt.u :
L e n—
to gy fdp potectinglgioup ol the sids chafroofi DL yac iAdterwaxbitigdtedessively with

, ). in acetone (. [ i,rred at
DNt e OR and DEL TBPcln Whs SRR i@l B e O i ma d <o
brmﬁis[madﬁtﬁﬁ?phﬁsphﬁl(ﬂurﬁ hexﬁﬁ&oxbglﬁisﬂlwﬁe dPS}Brdi&i,h%Sﬁllg veql ed)gl-
t ene chl orj shed with saturate
by PR 2ol il 0 e 3D ol gpmadurasheiiok (it s 4 e,
DMARESE)S milfdfed MvepNanh Hpy1dil -ed;
O 20%4%91490 PCT/ péz&’?’/%ﬁfodé'%l cyééﬁg}gtﬁﬁ%ﬁgéﬁ?g(s%h’“@‘
(0299 u oM ftatashig isergessivalypvith PMEgMsQH anid MM othel rasin was treated
By i ki [ I, [ ni de-
Wl%?f‘f%%?ﬁ%&%?%ﬁﬁg,ﬁi HOR04 mih Sl (o RGIAERTS. oS ) or 2
hoys.x Th 1esip fvag tamsedby Bliption Thy,filgats Waspmirdd iatnd’0 mL of ether.

W ' e 1) AN
ot SRy 8 ey R e
prqﬂp@mdé.sqlwdain banlf @BBueony acetic Acidwolifiort(walr/cetitA6id = 1:1). The
sol gk Wiy LA R SOTRE of B0 et B0, BEechiomicly foepvas added,
dropivisesipdinelini reethamebuntA tHeyolucioiS adyfiséda suksfalnte 8w N e he solution

The residue is purified by

concenirated.in vaguo. i
waf, SHRG Clob, R 1 e ai5Ry VR e e by adsina aeng NesS:5
solutivine rTire dudé prodeuTRaL Pakiffed dmterleHhise fﬁ;’éﬁﬁaﬁ6§ HPLClusing a cﬂumn

f¢ﬂ%8&&§8@§%f 8 ound (Q%‘_CH | 30 o HHNN 475
° 10§ %‘6} e Yatkp.oV alngrCregk, CAdr Apoerdemmivaseluted
with a (i36Qzra@ent Gorfr9aABLd 10% BRG] RLAPRARS B in an hour where A was
0.1% TFA in water and B was 0.1% TFA in acetonitrile. Fractions containing a major
component by ultraviolet (UV) absorption were pooled and Iyophilized. The purity was
95.7% based on an analytical HPLC analysis. Electro-spray ionization mass spectrometry

(ESI mass) analysis gave the molecular weight at 1982.6 (in agreement with the calculated

molecular weight of 1983.3).

Example 2: Dop2-DPhe—Doc-DPhe-cyclo[Cys-3ITyr(Dop2)-DTrp-Lys-Val-Cys]-Thr—NHz
[0291] The Dop2-DPhe-Doc-DPhe-cyclo[Cys-3ITyr(DopZ)-DTrp-Lys-Val-Cys]-"fhr-NHz
compound was synthesized substantially according to the procedure described for the
synthesis of Dop2-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH, (as
described above in Example 1) with the following changes. After the assembly of the peptide
chain, the resin was transferred into a reaction vessel on a shaker and treated with 25%
piperidine in DMF for 30 minutes to remove the Fmoc protecting group at the N-terminus.

After washing successively with DMF, MeOH and DCM, the resin was shaken overnight
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(83.9 ng, 1.50 mmol ), and a catal ytic anmount of
concentrated H2SO4 in CH2C12 (20 nL) is stirred at

w0 omaeEaper at ure overni ght. The solution i s wWeSHEs2004/010891
with saturated NaHCO3 in aqueous solution (2 tines)
and brine (2 tinmes), dried over anhydrous MySO4,

i b4 008, PG ALY NTLIVASUDIIPS 06 GUDIER s .
Afigrr elealiagga iGoattbnithe (€29 profiuctavasifound tehayt a porifyad Ao based
ol o SIS st SR BRI 5
ag@chdend withrthpoul aitntdirmoteatatweighacf 046203 ng, 1. 46 mmol )

at 0 C The mxture is then warmed to room
tenperature and stirred for 6 hours. The solution is

ExwigladDap2-DyiDopm- IR r D T8y clalys- T9F-DEEh-DYL AR THY|OTIR NG,
J‘}ég 04, fi tder ed, and concentrated in vacug. The

(07525 o ke fitled samppynd vasgyniisizag substantially GReasding tgheapiegedsre

desehibéRdr thtisPhtdsRGFIDIHRIDPREIDRE DI EROHH ' 1.{5-Val-
° nt he;} S S%J%t_ iSnt er rrgdi ate corrppglgnd 11§%9%2WL%S val

CY%B‘I&N:IZ:@FFCP"@? apgve i Exgmpy 22@19¢4f:pt)ﬁ:l;atﬁl‘%)c-Lys(Fmoc)-OH was used

O ST - . t u. (S
TR 813 OGOt okl g o
hompgangpt ey yhenumify was $9e9% B EIPEE, ESI massasplysis gaveghdpblemdar
W A (R Jehol Sy i SR P A AT

tenperature overnight. The solution is concentrated

. . h >0 . I

B o S S Bt Ry et Tt e o

[0298 hrp oTlimeckitled cofapamgd Ivens SyntiRgired adistantidly iacdopding i thé procedure

soGRERT s s a9 b BEERL 2.

Cyél\l}ﬂill\’lzigm,de&ﬁﬁemopdinmammg.)s’gmﬁt}é of 0the ﬁneil )pro_duct was 93.9%
| I1sopro e am ,. 9. U MMD n .

bass PR BRG] P RIA20. ) e amaie e TP Ta b rcight a

15 BL50i ig&é’en{&t with fhe CRBAI ted TR CHIBSWELAIYE 1501.68)] on 1S

stirred at room tenperature overnight. The sol ution

is washed with brine (2 tinmes), dried over anhydrous
Example 5: Synthesis of intermediate compound (3)
Ve

5

2 H

O

' N
: OH
3 S(
o}
[0294] A mixture of R(-)norapomorphine compound 1 (from Sigma, 200 mg, 0.79 mmol)
and p-toluenesulfonic acid monohydrate (451 mg, 2.37 mmol) in acetone (20 mL) is stirred at
room temperature overnight. The solvent is removed under reduced pressure. The residue is

dissolved in methylene chloride (30 mL) and washed with saturated NaHCO3 aqueous
solution (2 times) and brine (2 times), dried over anhydrous MgSO,, filtered, and
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MySO4, filtered, and concentrated in vacuo. The
residue is purified by using columm chromat ography on

W@ pdoo2149yi el di ng conpound 13. [0300] To a sol pXT/082004/010891
conpound 13 (190 ng, 0.8 nmol) in dioxane (6 nL) and
water (3 nL) is added IN NaOH (1.0 nL) at 0 C. To the

coﬁc%ﬁﬁ'it&d i?zgza&@ Ui Qébidud 133151\9|ﬂgd g& u§1 &o‘hlﬁHﬁ Yrom&tbSAPIRARAR A,

é rq% 8 mmol ) over he m xture Ts
yielding pesépnige- Rbbmqpemﬁ@hmew@dmg@pmmwd&n s. Dioxane is
[019% Ve 2 Wdete cgg%ﬁ&&d @f(?éﬁﬁi% Q.5 7T19;F%§ Gnd W hﬁi Eﬂ;p%@%h?famme

ution i1s et hyl" acetate
@2 @omgtth ‘bnmiod) imdjethyteael clﬂ@ﬂ@k(@@: tmlp s asldbydraphmsmgromochﬂc BIGH (236

| 0 i .
g 37O G e e B B Blrodrt RERANAL B st for
holdy S(Die scﬂuticmes waishedimth bnnn:(@rttma) dded ovey ardlydrouih@SO% filtered,
ami cucrat ZB u ﬁ e%ﬁus nge ourmc tO raoh on
Foregmrated i v ﬁg iR Re BPLTE Jﬁﬁ%}i&rfa on
silioy,nlid1diag mtamediafeebpelind3e conpound ( 18) 57 WD
2004/ 091490 PCT/ US2004/010891 HHO HOHA NNN d a

~C HO/~ol i /~0o/~o0on/\ OHoff 0O CHO O 0 15
ExAfplk 6: éﬁnhe[s&amﬂterﬂé@lamc&wmdqt) f enol dopam 15 (from
Sigma, 306 ng, 1.00 mmol) and p- toluenesul fonic acid

nmonohydrate (476 ng, 2.50 mml) in acetone (30 L) is
[stmwr=4 at room tegggrature overn|ght;iThe solvent is
o.r eqoved lnder reduc '
mg;:uied I et hydoene
NTated Na :
brine (‘RPtimes), driesov hydrous MyS&A~IrhTer ed,
and 4£oncentrated in vadﬁoH'The residue is @uFH ak by

usi ng col um chromat ography on silica, yleldlng
acet oni de- fenol dopam 16. [0302] A m xture of

onj de: fen am 16 8
1033 R BPBEALRE TR PO E LRI04 Hgelh 2cmethyiptopgne
(8R9RIGNT 5O GRTY dabllRIE ArkdSRoficOndetiZfd L) iEH, IS (20 mL) is
stirred at roomtenperature overnight. The sol ution

stifedsH eppippe e P ghing hesdu onge-ﬂ@d wéh a%tpr@r?d(}@HCOs in
aq%!goﬂ? ﬁlutﬁ)ﬁcb Efﬂe?%nﬁ Britd (BRdesP ﬁﬁedj&}e? Eh1¥RNs ﬁ@hmg 'ffHdeed, and

l'tere concentrated in vacuo.

com@gﬁr@@fbmwgcm riibe iresiflup §s nysifind by veingwelumg @m@ggramimpn@ﬂlca
ylei’dlhé E&mpound 5.

[0297] To a mixture of compound 5 (150 mg, 0.486 mmol) and N, N-
,diisopropylethylamine (188 mg, 1.46 mmol) in methylene chloride (20 mL) is added

dropwise bromoacetic acid (203 mg, 1.46 mmol) at 0 °C. The mixture is then warmed to
room temperature and stirred for 6 hours. The solution is washed with brine (2 times) and
dried over anhydrous MgSOq, filtered, and concentrated in vacuo. The residue is purified by

using column chromatography on silica, yielding intermediate compound 6.

Example 7: Synthesis of intermediate compound (11)
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yi el di ng compound 17. [0303] To a m xture of 17 (201
ng, 0.50 mmol) and N, N-dii sopropyl et hyl am ne (129 ng,
wa:2@®40mmab) in methyl ene chloride (20 nL) is adeerus2004/010891

4-iodobutyric acid (107 ng, 0.5 nmmol). The resulting
solution is stirred at roomtenperature overnight. The
solution is washed with brine (2 tinmes), dried over
anhydrous MgSO4, filtered and concentrated in vacuo.
The residue is purified by using colum chromat ography
on silica, yielding internediate conpound 18. Exanple
10: Synt hesi s of internediate conpound (21) Oo OHN
OH H2N-</ NH1 H2N | ]la -</s nll"ArH "' SW HpO

0835h0.4 S +80E i lRe iﬁ?ﬁ/&"%&% b AEmphaRth
diidproggieehy(RRine{258 au] 2\0ai@s]) {nkethyind chlorde ¢BUML) is added 4-

4-i odobu [ . The resulting
iod b B0 4G L By TBSFem st oS sheFed h 80T drmikture
overhight. nﬂle sbluGioRtd cBhcehiited® Rl vt Mhe SeskRBls Hifiéd By B¥ng column

adding 0.5 N NaCH solution, The solvents are renoved

chiomgiaetaphy gp 8dica, pielding iaternreiate eampayad s puri fi ed usi ng
col um chr omat ography on silica, yieldi ng conpound 20.
[030 To a solution of 20 (179 ng, 0.7 mol) in
B 3n Sypibesis of inigemeditesonymeupd §14) s added 1IN NaOH (2.1
nL) at 0 C. To the resulting sojution is added
di -tert-butyl dic ctb*on <{336 w 1.54 mmol) over

’% course of n1nut xture is stirred at

r. ure for ho rs D oxane is renpved

er reduré‘ss—ur’e To e resultlng wat er
qutlon [ .«ded et hyl The pH of the

42l uti on |31§gjusted to ab_$; pH 3 by the addition of
0.2 NHC solution at 0 C e organic |ayer is

S ﬁarated washed with water (twi ce), dried over
[0288hy dF o & Ry SO 1-afpmansmamingrydroohlords PAtAddrichn 87aug)d.00
mﬁﬂf%ﬂﬁfggiﬁg%gpyéﬁhﬁg%nﬁlgg%ﬁyl %? & i 1?11‘%J lane (ihlonde (20 mL) is
addedrpiodotaty2it acidEX Hmpg,d .OlhimoBy Ahé mulﬂng;ﬁolmtmhes stegtidat ®om
ten?p%{‘g?lﬁ'g ggengi%ﬁ"g. "I%e scgu}i_'on is washed with brine (2 times), dried over anhydrous

MgSOs,, filtered, and concentrated in vacuo. The residue is purified by using column

chromatography on silica, yielding compound 13.

[0300] To a solution of compound 13 (190 mg, 0.8 mmol) in dioxane (6 mL) and water (3
mL) is added 1N NaOH (1.0 mL) at 0 °C. To the resulting solution is added di-tert-butyl
dicarbonate (192 mg, 0.88 mmol) over 30 min. The mixture is stirred at room temperature
for 12 hours. Dioxane is removed under reduced pressure. To the resulting water solution is
added ethyl acetate. The pH of the solution is adjusted to about pH 3 by adding 0.2 N HCl
solution at 0 °C. The organic layer is separated, washed with water (twice), dried over
anhydrous MgSOs, filtered, and concentrated in vacuo. The residue is purified by using

column chromatography on silica, yielding intermediate compound 14.

Example 9: Synthesis of intermediate compound (18)
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OHHN-~~~N NHNSNat ,N-slIl -N~OS S 22

24 [0306] To a solution of 22 (169 ng, 1.0 mol) in
waeleaxarng( 20 nL) and water (10 nL) is added PCT/US2004/010891

4-iodobutyric acid (214 ng, 1.0 nmol). The resulting

solution is stirred for 24 hours. During this period

of tinme, the pH of the solution is kept at 7-8 by o

adding 0.5 N NaCH solution. The solvents are r ved

un reduced prdssure. The regidue is purifi

cdl u chronat graphy on silfca, yieldin onpound 23.

¢ } o1y, 0.7

Ho (6 nd@t er ‘ addeg
mo at Oo€. ,}Pothe regult solutubn is
di -ti®rt-butyl' diigar bonate ‘(168 0.77
the course of 30 mnutes. The nm xture is stirred at

[030dbm Themjxéuraofifegolfopam 15 (frogy $igma 36 pig, 00 mheolsaidut-i on
' t o
oS AE S ARAIRUE t AUOL B0 008 Bt o
tenymcatare ovéreighe Sli’hebu;elvmg iprgmiofedachdbyredussd pigssmad. Ulhe residue is
.Chr opmt ogr [ i el.di.n |nter
e P L T R
solapani2l tﬁne’hl)lzandsmﬂb Kz ginss)odried mfﬁraﬂbfﬂr@.fs M gSOphiliered, @ad) O
co%c@ggzg%l ZEI\ vﬁ{"%HLB%Q t%#dug gsc%(ug@gd ﬁ}éllléi@?/wwynﬁlato gzrgphzy(sonzszlica,
yK&hmg&gﬁth0ﬂﬁamoﬁ§$1mg 1.50 mmol ), and concentrated
H2S04 in CH2Cl2 is stirred at room tenperature

[0303kr Awquﬁféce@wﬁmfﬁlaﬂ%dqpém@ééwdnwOt%’? moYy Zyngylpropene
(6MH@@20 Ainffa Wcmtmn&&csﬁdgﬁ%e@ﬂgcmﬁ @ﬁzé@ (20 mL) is

times)  and dried over anhydr ous MgSO4 tered
Sﬁ@@h@é@ﬂm tompgratuie QyeEnjaht. fhe selutigngs washed mrh.sqtm@tfd N?;H%
I
T G e B i e L LR ied and

cop@nirategbingeuc) The ﬁ?ﬁﬂu)? 1%ml(§1ﬁRﬂ W usdng @bpnm@yomthgmﬂm guesilica,
ymggﬁgdg%%mﬁdﬁznnnl) in nmethylene chloride (20 nmL) is

[0303] To a mixture of 17 (201 mg, 0.50 mmol) and N, N-diisopropylethylamine (129 mg,
1.0 mmol) in methylene chloride (20 mL) is added 4-iodobutyric acid (107 mg, 0.5 mmol).
The resulting solution is stirred at room temperature overnight. The solution is washed with
brine (2 times), dried over anhydrous MgSO4, filtered and concentrated in vacuo. The
residue is purified by using column chromatography on silica, yielding intermediate

compound 18.

Example 10: Synthesis of intermediate compound (21)
0O

N r/-_«
HZN—QS]C&'“NHz - HZN_</S I wNH » >( ’K_</ | = YO

H

Q.
19 20 21 <
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i odobutyric acid (171 ng, 0.8 mmol ). The resulting

solution is stirred at roomtenperature overnight.
wah@4eol4d i on i s concentrated in vacuo. The reRBCTUS2004010891

purified using colum chromatography on silica,

yi el ding internedi ate conpound 27. Synthesis of other

[0S0¥TPOUBESo kA3 08 19 'T99 QIR ﬁ%@ ih laf) 38% 36 in‘cirg’aﬁ&‘& R€(10 mL) is
Synt hesi zed accor | ng roceaur es SCr %
addestrriodougiciqcid@i4 migel .p mmcd)j Uldeiremltinf s@doiporilis sfdo@or 24 hours.

{

DR SRR YT oAb T80 s o
solytipn. nbhetsolyesty atehrermewd und@rscrmcéd predsyre. [[B3iRiduéizrputified using

t th t ai ni tides,
E‘ml éﬂ%g%a?gg%) 8%3@0? 1{}% Mﬁ%«gﬁgn{ an D ego, CA)
[0305% uFed solbﬂéhl&]ZOl%d)w . DopBI)ie aioﬂﬁ@ (6 BIp @i[@% gvg@m mL) is

[ n e synthesis,

o RERRIEE L S A e S e S dona
(31&mg,ngs4tlhmols yidrigsdodirse of OBhalutdsOThd Mk e RSsti@d hidmi N

ept i ? C}i" ound 14 is used during the synthesis.
tefFE?%%ff #o HoHts- Bapgns iserraened mrdss sphisedayssseenpe theceslfing
waltdy sblgféh id Hddeﬂ@ﬂﬁlh&:eﬁal/é" 1R EiSof thel BRASD is aﬁ%xaﬂeﬁ?o B&Eé&{ 3 by the

residue in gonmpound 3 is used rin

addifion pfds? N H&[SG@‘PSI} a‘#b (C. t¥Hhe omxspic layer isseriuated, wapi@pmntheasater

tv& [

RTINS SBASELEL, DRSPS ), B g

purified Ryipsingrgolyapm chepsratogranhy on widic® Fidldngimedmediate nqnpchmd 21.
synthesis. [0320] For the Dop 13 residue in peptides,
compound 18 is used during the synthesis. [0321]

Example d 1:1Syinthssis oSinteanedistatompaiop @4) ne chi neri ¢ anal ogs
likely to have somatostatin and dopam ne act ivity in

vitro or in vivo. Table 1
Dop2 DPhe- Doc- DPhe- cy'cil/o_f’)%g-slT yr - ,\p@L‘;_?—PHQ/s] T

HN Ly s¥Dop2r ﬂ@w Tyt p- Lys- Abu- Cys]
hr=NH2 Ac- DLys(Bop2) - DPhe- cy%
NH24

[C&& 31 Tyr - DTr p- Lys- Thr - Cys]
Dop2- Lys( Ac) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys]
- Thr - NH2

Dop2- DLys( Ac) - DPhe-cycl o[ Cys- 3l Tyr-DTrp-Lys-Thr-Cys]-T

[03?3_8% N"%o Hz}2 Mh@?ﬁf(l%‘é%g? 1.[0%{861}-}4{&3&19 (iﬁyn%iﬁ%ld_wg{e%](IO mL) is

addod ﬁ}zioctqbn‘e'rig yeitl 64 1@ysg, Tyormiddh) p They/wsuMing Giision TdstirdHZor 24 hours.
s_p%ﬂ&%qﬁﬁﬂe[_ tl%eyp%%of t&/ S(ﬂluthHI}S ]ﬁﬁéat 7-8 by adding 0.5 N NaOH

solumqu ‘The ptdveﬁ)ﬁ’afe reymjvenﬂ Wyder thylticedpropsuke/ STAesideSd pultiied MR

column chromatography on silica, yielding compound 23.

[0307]  To a solution of 23 (179 mg, 0.7 mmol) in dioxane (6 mL) and water (3 mL) is

added 1IN NaOH (1.4 mL) at 0 °C. To the resulting solution is added di-tert-butyl dicarbonate

(168 mg, 0.77 mmol) over the course of 30 minutes. The mixture is stirred at room

C

O

temperature for 12 hours. The pH of the solution is adjusted to about 4-5 by addition of 0.2
N HCI solution at 0 °C. The solution is concentrated in vacuo. The residue is purified by

using column chromatography on silica, yielding intermediate compound 24.
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Dop5- DPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2

Dop6- DPhe-cycl o [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2
wOEi/0DRMe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr P¢WBS2004/010891

Dop8- DPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2

Dop9- DPhe- cycl o [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr- NH2

Dop 10- DPhe-cycl o [C,ys Tyr - DTr p- Lys- Abu- Cys] - Thr- NH2

Dop, 11 - DPhe-cycl o [ Qys- Tyr-DTrp- Lys- Abu- Cys] - Thr-NH2

Exppplel3: WS@ fn@@y@atvysammqns(f Rs- Abu- Cys] - Thr - NH2
Dop 13 - DPhe- cycl o [ Cys- Tyr - DTr p Lys- Abu- q/s] - Thr - NH2

Dop5.. ay€ [WS-%DTW - ]1) $hrl;
H ) Cys- Tyr - DTap yE r
) ® Ops {g éb” ]\&Z?IE lﬁﬂﬂg\/ ~"“OH
S ¢Cl o[ Cys- Ty - Abu- QIS]

Do yclo [ Cys-Tyr- DTr p- Lys- Abu- Cys] - Thr-NH2 Dop
10szy%| o[ Cys- Tyr - DTr @8Lys- Abu- Cys] - Thr- Np2  Dop
11-cycl o [ Cys- Tyr- DTr p- Lys- Abu- Cys] -Thr-NH2 Dop
12-cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr-NH2 Dop
[03D8} cyAlmikysefDr(203Tmng,- 1LGEmAbL); Apnsihyhropeid-B 46&% Y50 mmol), and
C

co%c%éét%%gﬂg%@sﬁoﬁdéos (At f@qgnster%%é\rlgtlu;e overnlght The

solbXigafis mMﬁﬂl&bmfa@ﬂSN éﬁ{@@ﬂiﬁ%@ué@ﬂé?so‘l@ion%ﬁ]}neég hha BH?e (2 [Bmes)
r- DTr p- Lys- Val -

%dg%%y Q %‘Cﬂxe@%an ‘i’?rt‘r’-elﬁ%‘i‘\lﬁl"a@fs]rhe mrduNHZ)unﬁed

I s] - Thr - NH2
usiz® @ﬁgﬁ%%ﬁ?b@aifgﬂ&mﬂéﬁ;m?fﬁgrf_gDc%f%?ll}_@Sg\%l ] Cys] - Thr - NH2

103@318 110 ppigpre of 1aéfrw§mwnemyérpcm% 29l (203 mik, Orf mongHpand N, N-

H2 -
dll%%p%}%ﬂg%lﬂﬁ Lle_ @Yg h% iQ/ Qrﬁnc;ll_)’fn ng[ﬁ enIBY:ﬁK/}{?é %%’?:)'ﬂﬁ I(H{QEBI
10%1'5;51:1%%;‘34 6[7 byg, g ﬁnr(ml} pTILeygsu\lrajg.s@yg@n iBlstirr¢dHR room temperature

Vi
ove!-?fﬁ%ﬁt_ gx/lg |s§r{1(§a/1§ %c)]/—r%@é%ﬁggd éslﬁ?lVa ?‘ilea%]?l_leﬂ% }_ M‘_!&\cﬁlzsmg column
hI%lp@%@th of dye, Sf'lyldll@'ﬁnmeﬁiaté\lahnp@@ 27Thr - NH2

Synthesis of other compounds

[0310]  The compounds listed below can be synthesized according to the procedures
described above.

[0311]  For the introduction of Dopl, Dop2, Dop3 or Dop4 residue(s) into peptides, Dop1-
OH, Dop2-OH, Dop3-OH or Dop4-OH (WO 02/100888 A1) was used during the syntheses,
respectively. |

[0312]  For the synthesis of the Dop5 containing peptides, Fmoc-Dopa(acetonide)-OH
(Novabiochem, San Diego, CA) was used.

[0313]  For the Dop6 residue in peptides, compound 11 is used during the synthesis.
[0314]  For the Dop7 residue in peptides, compound 21 is used during the synthesis.
[0315]  For the Dop8 residue in peptides, compound 14 is used during the synthesis.
[0316]  For the Dop9 residue in peptides, compound 24 is used during the synthesis.
[0317]  For the Dop10 residue in peptides, compound 3 is used during the synthesis.
[0318]  For the Dopl1 residue in peptides, compound 6 is used during the synthesis.
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Dop9-cycl o [ Cys-Tyr-DTrp-Lys-Val -Cys] -Thr-NH2 Dop 1
O cyclo [Cys-Tyr-D Trp-Lys-Val -Cys] -Thr-NH2 Dop 11
WO eopgloo4piCy s- Tyr - DTr p- Lys- Val - Cys] -Thr-NH2  D@I/US2004/010891
12-cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr- NH2 Dop
13-cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr - NH2
0339p5- BinBe D¥F1 Orefi@eSin ded r
: 6- I[))Phe cI oﬁf Cys- PheB% p- f)g/glw]ﬁlfl :ﬁh &&hurﬂthé’éynt}QQE
[039h7- 3ofef1@}fsmPméldmlcgmwmdlﬁnsI@@Fumigrth@sbynthems
Dop8 DPhe cycl o[ Cys- Phe- DTr p- Lys- Thr - Cys] - Thr - ol
9- DPhe- cycl o [ Cys- Phe- DTr p- Lys- Thr-Cys] -Thr-ol
[O@éB | T@lﬁ)ﬂ’ﬂiéts egrdtostftidydopMhine Ciimprik yealdgydikély 39 hahlsemhbtostatin
Phe- DTr p- Lys- Thr - Cys] -Thr-ol
an(glé%) in%m D%Egl?}&l?/%}?t%oo?{éﬁ%ﬁﬁ’he- DTr p- Lys- Thr - Cys] - Thr - ol
Dop 13- DPhe-cycl o[ Cys- Phe-T&biept Lys- Thr - Cys] - Thr - ol

P s-Thr. ol
PSS S e
AcmrsgDW¢ lDtTyf WP%[gWK-Wy@SmgWSéBh]S@F -TihE- lmiz
- S- - - - r- - r-o
Ac%%@fﬂ‘é@-?l’%%d %ﬁfypa%im TIPRURS S E
DopR-tys(AR)-OfSr-Birer L Byr TIDI‘T ]Ab-EbCys*]l}l“hr-
D 2\%34/ %4%% PCT/ 2004/ 01089 Dop 11-cyclo
p ) |hE) oy Crpre Ly Tee WF'T B~ Cﬁdﬁ hl‘?Ubycl 0
Do @L@h@ld 1 DTHAL 9 Bl-Cys
cl o[ ‘?ﬁ %hf XS TKr Q/ Ll'hr ol
15)3% é‘ITb.if Pa&psLysyAbipEygl-ThyNEBhr - Cys] - 2Nal - NH2
-B?H& Qs BT g Qys], - 2nal N2
%@.eﬁa ey i ‘}YS‘F%S{C@%’I s] - 2Nal - NH2
Dogﬂaﬁ\esa DtheyCéq{@mTy@grpTIyxs fmtr @yslhTs‘:: -NEk- Cys] - 2Nal - NH2
D @)%% Cys] - 2Nal - NH2
og ppm Hgl—ﬁﬁp[ @JA 9%#%% I\ﬁ}s Thr - Cys]
DOPQmeMo[Cﬁasrﬁy&IDTrp-Lys-Abu-CYS] ThI'NHz
rp-L -2Nal - NH2 Dop
D°R%§ﬁw"qé@’%¥‘ﬁ§¥ ‘%ﬁ%ﬁjﬂ"‘?ﬁ Oys] - 2Nal - NH2
Dop8-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop9-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop10-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop11-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop12-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop13-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop5-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop6-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop7-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop8-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop9-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop10-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dopl1-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop12-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
Dop13-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,
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Dop 13 - DPhe-cycl o [ Cys-Tyr-DTrp-Lys- Thr-Cys]
- 2Nal - NH2
w®3/0emed o] Cys- Tyr - DTr p- Lys- Thr - Cys] - 2Nal - NH2PCTU§2004/010891
6-cycl o [ Cys-Tyr-DIrp-Lys-Thr-Cys] -2Nal - NH2
Dop7-cycl o[ Cys- Tyr - DTr p- Lys- Thr - Cys] - 2Nal - NH2

NG 1§ 2Nal -
O% E*“?‘“[@é@s%‘r?%%ﬁp‘h%%ﬂ?‘%@& 2Nal - NH2 Dop 1
D@Mﬂﬁ[ﬁ@@[@yffmﬁm wﬁmmﬁ% | anH2 Do Dg 11
p
Dofg cyc L% %ﬁ ;¥&¥P‘é¢&p SSVJ% ]O{:,@‘l “5Nal - NH2 Dop
Dopswial-gfo@ly[@ywyr DTr_FpLstsy\Sal 'Uys]—mﬁ_l}l}lggl ] N'll_'Er DKI E|2
5 z S- - QT ps - - Cys] - -
Doé%%?r‘@%& &%{@éiﬂgl{, YFSE?@%'V!F%?}?S}Q&? hr - Cys] - Thr - NH2
Don(l p}DZNal-cyﬁlo[Cys-TygEDTrg-Lgls-Val—C%s];Thr—NI-éz Th - Oys] - Thr - N2
- - - C - - - - - - -
Do%@ﬁﬁgﬁ@cgg% JE %P(Ijgyg:%‘ “TyT- 24 ys-Thr-Cys] - Thr-N
DonZ-DZNal-cyclo[%ys Tyr-I T&S-Vg}'? ys T['l)l_f_NHLys Thr- Oys] - Thr - N
e-cycl o[ Cys r
DO%D%NEJS%’CJ;E% B%H%Tréﬁé’? Y} @%}/‘%] lﬁlf?ﬁ'h DTr p- Lys- Thr - Cys]
DoFiiayc@U%F?%% Ly %_l%(?}ls% ] T?wr NH2 Dop4- DPhe-cycl o
DOP@%Ql@ipY?ffybﬁffﬂl L)}%tii'ﬁys- BNHThr- NH2 Dop5- DPhe- cycl o

DOF%%@t% rygﬂérﬁ“g) %§V$rﬁysgﬁn]lNﬁlT:‘r NHZHZ Dop6- DPhe- cycl o
PﬁrpW@@héTwBlTu{ -CyssVatCypl-THANH: Lys- Thr - Cys] - Thr - NH2

rp- Lys- Thr - Cys] - Thr - NH2
Doy T B T Y et Dot
Dopth&ycoipties- CyreD Tipyys-\il-OCysl- DENHA_y s - Thr - Cys] - Thr - II:IH2
p S [ Tyr rp Lys- Thr - Cys] - Thr - NH2
Do pc;%ﬁo_[ggngyrg%g OL){S%i @F]T%’ p- Lys- Thr - Cys]
Dop IDReycNif2ys- DapD Tip- I@Bﬂ&ﬂ-@y@]l—’mr-Nth o 13
DT r-N Dop

DO{’%@%&% W[@?L[‘?'IS@CQS%@LT_ ~Thr - Cys] - Thr-NH2 Dop
Doﬁs-my@bmc{[CysPﬁd-iﬁsrfp Dl orloys}-Tho1Cys] - Thr - NH2

% % 3L.Tyr-DIrp Lys Thr - Cys] - Thr - NH2
Dopsf) h?:giéql‘ﬁ %éh%Pﬁ’PrLﬁﬂﬂE G5EThreL Oys] - Thr - NH2
DopPRDPhEVEISCR P h3D T ETTHR-Ay¥ pTH1- Oys] - Thr - NH2
Dop8-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop9-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop10-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop11-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop12-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop13-DPhe-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop5-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop6-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop7-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop8-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop9-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop10-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
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Dop 7-cyclo [Cys-3lTyr-DTrp-Lys-Thr-Cys] -Thr-NH2 Dop
8-cyclo [Cys-3l Tyr-DTrp-Lys-Thr-Cys] -Thr-NH2

w®o9/0emed o] Cys- 31 Tyr - DTr p- Lys- Thr - Cys] - Thr - NHXCT/Ds2904/010891
O cycl o[ Cys-3I Tyr - DTr p- Lys- Thr-Cys] - Thr-NH2 Dop 11
-cyclo [Cys-3ITyr- DTrp Lys-Thr-Cys] -Thr-NH2 Dop

- 2 r-Cys]-Thr-NH2 Dop
D‘%’“%@%R&%‘és ”rwSDTrp S‘!"gﬁkrﬁrq Oys] - Thr- NH2 Dop

Dopl@}gg@o@ewbeméygm-Cys] -Thr-ol

D(%ghf%&[%gkc c% W% )IS]F;rp Lys- DCys] - Thr (Bzl ) - Tyr -
DaysDPhe-cyclo[Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal-NH,

| 3 Thr(Bzl)-T
DRSPS0 0L NG L ER B R - T (B - T
Ddiaamm;cpe1bysfsm@lymfﬁ4myé-w @ysTAZNamﬂz Dop hr (B2l ). T
Dot SRR RS e bl Dl T (BT
deD@mm%E)abf@Ir@rDﬁSp DGy Fhr- d%](zﬁai NHIW NH2  Dop3
Dop-}-ﬁ ﬁl’@ &grd O E)Trp Lys Thr-Cys]D-{I(IQI NT\&S DCys]
DdB@D—‘bPﬁ&Q?clS{@?ﬁL‘I?#Q'TﬁI By BrrdfRl- 2R}y s - DCys] - Thr (Bzl)
R @:mamnmbzwswms] Thr (B2l ) - Tyr -

PSP B bty BT

quéﬁycqu&‘gg-TngI‘@-Lys Thr Cys 2Nal-NH,

DJBOP%a&%g/gl g% E{'ﬁim %ﬁhﬁgﬁz;)s E)C/Ar/s]l\lk?l'hr (Bzl) - Tyr-

DadnAR yclollyS-TgaBd el gd-Bhr-Cys]-2Nal-NH,

DpPESs E&S’g érWDF%H%BEDgﬁ?Eh'L@Z%gr i rH(2 Bz |D)o pnl/r NH2

Dopdisydd[Cyadye-Dileg-Dyd-ThySysBPNARNHY p- Lys- DCys]

Doﬁ%&/}gg@%ﬁ ﬂﬁ?g%% ﬁﬁﬁ@y;ﬂ '(I)'yr -NH2 Dop

Dop3t-Cat] €9y ToD DipyBys 3Rl Cyeil TNl g DCys] - Thr (Bzl ) - Tyr - NH
2004/ 091490 _PCT/ US2004/ 010891 Dop

2. 64
Doplayelol Lyl a1 BEpLysnEr b2 N3Ny 1 - Ser ( Bzl ) - Tyr - NH2
Dop0Peydeieds-T @rpL]%ﬁﬂlﬂ}@]' BNy s- DCys]

Ser ( BzI
Dwt@é’er @gybh) EJ@%@W%TF Ehl(fgﬂ]ﬁ(byﬂHzSer (Bzl ) - Tyr - NH2
DoP@-@ﬁ’h@% @9@%&%{&?@ N}POJS]

epa eg cyc 0

DOP b@,¢§a Le Emliﬂclziréﬂmp L @ FrEGy s)-Tiny NHyH?
oISty P ) S (31
DopHdyepa-Pibe-CYRiClrs - 3LREPIFp-Bps TIBCYs- Tyr-NR2
Dop4-Aepa-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop3-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop4-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop5-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop6-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop7-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop8-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,
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Dop4- Aepa- Caeg- cycl o[ DCys- Phe- DTr p- Lys- DCys] - Ser ( Bzl ) -
Tyr-NH2 Dop5- Caeg-cycl o [ DCys- Phe- DTr p- Lys- DCys]

WO S Bab) - Tyr - NH2 PCT/US2004/010891
Dop6- Caeg- cycl o[ DCys- Phe- DTr p- Lys- DCys] - Ser (Bzl ) - Tyr-N
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DoplarL-ysop6)-cyclo[Cys-31Tyr-DTp-Lys-Thr-Cys]-Thr-NH,

- -.DPhe- - 31 Tyr: DTEp- Lys- Thr - -
DS R, e e = T O
DW@OW)-%BTOIW#:yﬁyﬁmﬂ@ﬁﬂmwwﬁrﬁmIO 11- L%S( Dop
D R el bt bR PR G Ys] - T -2
Do}ﬁb)-i?gmrﬁﬁ»z“d%gb@915?=33T§gg%£@1iryg.lngy@y3]hrm®ﬁ; - Thr - NH2
DqrY PRy DistrpLsy ST Gy e BT O%io] some of
DPIE-LSMRp LGS cIefCysBerystpilysimyeniinpigyve at | east

one asymetric center. Additiona asyrmetrl cC centers

Dapd§-LyeDep ERwnelo{ Gys3hEyrmipTredysd heteyenditAgupon t he
t ' ' | | e.
s OSSR s O TS o

h" asymtetric center 'w r two opti cal
DapddysppanaPha-cyodo[ Cye-ddoe B Trrnbys-BirtCysilrdhr-Npb i cal

! . Tt ed
D e PO AR P Bt D e PR R TN e
Dapd:ltys(Dep9 - BBhecyclo[@ye3I TynBydbys-ThrtCyish ThkNHs cope  of

he (i ' ' , 3 h d f th
DA IR AT T SRR 1
Ddpot-fys(Dop1 NdhRhepiyalo[@cSITYral byl yadbeysblie-Nig d

additian l.t.s, such.as.th al.ts derj from usi ng
D%ﬂ%ﬁ’é’%@f’@%ﬁﬁ%?ﬁ@ﬂ@ S?&*}ﬁ?fw&#%gyégﬂg aci ds
Dapll & Ligy(Dop I3 D hie Gy c10] Gy 38 Tyr i th U fyk-Thr-CPE|OBRIN C,

formc, acetic, trifluoroacetic, propionic, nmaleic,

succinic, Dtartaric, L-tartaric, malonic, nethane
[0322] f oRbrAe afttle tdirpdundsof theingatd idvieftion 12€¢ htdeARt GRMUPANRNESC
cont aj.ni ngl an acj dic func%i on such_as ﬁ\ﬁzcar boxg, can
COREF [AGItoPE FSYHMES CPYPTRIGY bE RSSO BT Bglfele deending upon the
natild Sfthd Vigiodslsub¥di e A FARLANBURC HaIARA463A&R4 center will produce

counter-ion can, bhe selected from sodi um potassium
twp ppifalisemers pRd i intredsd At athpushapiiqabisomeiRets separajs), purger
patth @A RAR G RSRSrs, 1203df nithies BN BSIRER e GRkinYes thereof, are
. acceptabl e salts can be fornmed by taking about 1
inchyglarl yathisythe scgpe of thoinglentiavestion-he i nvention and
(0230 A%hd Ofinglobmdl! e o3 irko SR AN cal b BRIRLo8 i thEForm of
appropriat€e correspondi ng acidof the sa rch i's
thedehiareageutipll kacggptahieladid additiansaltso fuch lae the salssudetivewyfrembising
- l4- of, [ i 14, Ln_the art.,
indr gt AR, ERR e nRh ARSI 8o igE plet€ b,
phegphoni, Sirmice deeltiy, tdfladrpagetie, @ripémi, makeiay syccinic, D-tartaric, L-tartaric,

HOET cul .intraperito | . intravenous or . . . -
ma%?J i ﬁ{éﬁlﬁg% %ugtrolmﬁj ag %hlegﬁ(?. raﬁﬁﬁi&‘l, gRsin c?fgg%n’ﬁs‘ containing an acidic
function such as a carboxy can be isolated in the form of their inorganic salt in which the
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vagi nal, rectal, sublingual or topical routes of
adm ni stration and can be fornulated wth
w@baanogaeut i cal |y acceptable carriers to proviPer/usmage10891
fornms appropriate for each route of adm nistration.
Accordingly, the present invention features
coRktALOREM Bd sBRbte§ BBRABHumOPtassfut Rk, tlcivds nign@fin %R the
i ngredi ent, at |east one conpound of the invention in
likg.eas gvedl 46 from organidbasesphar maceut i cal |y accept abl e
ri
[0523 n?é% 1%1?1?%@%11?%@# hgcggfgglggﬁ ] ecgﬁ P10 Erﬁéd Wl@iﬂng Iabout 1 equivalent
of poowipeund ofithe igyeatien ad. comtnctmactrwﬁmhoult ld‘tﬂsla@bnt ormes of the
apgﬁ%gﬁaﬁg el é)n% ot oPHD o lg Gty § is degltre(i S# 1%(— g)rll%d 1solpa%%1t1 of the
Fmaceut: accetale carrier suc s sucrose
reduitoegleis wﬂl-l&bwna@thomrcﬂmgall ifthe am. can al so

ti I bst a
0FRher i s R verfioR S faciRgete B Bial BRI 2.
inmﬁmhﬂaxsim&’@peaﬁoxﬁalgm&avamnmdreawoataeeouh fihjédfien,Cor $@plaht), nasal,

uIe abl il t he dosage for
Va%ﬂ“ re&%ﬁﬁ?‘%tl%“ S TPB’FIEHHQ&SSg%fSﬁ@@ImSF’&BP%% g Bc?m"@’eéaﬁth
ph@ﬂdibédti@ﬂﬂj dcYemdlddatias ®Drovidd doRiteTbrints a@ﬁl@bhﬂl $or chéhFtk of
qui d dosage_forns for oral admnistration jnclude

adwwama% ué\?ceéﬂm%1Y=éla%@5%eaﬁp‘éentlelﬁ{ﬂa§1rtz§ pharmgseyficalsagipositions
coﬁﬁ%ﬁﬁﬁé‘ 3k MSotive Mg%ﬂ%nt tﬁlf‘l%as% bh%ohﬁ;o&%ﬁh@i’n@&h‘oﬂ &f dssociation
l'uehts commonly used 1n the art, such as water.
Wlf@e%ﬁ’@ééa%mui’ prseptalle FUEeR s, conpositions can al so
[O%ﬁ: id @Rh Vfﬁnqﬁsstbr gHF diﬂnﬁﬁs%%ﬁ Er{égld@gfﬂ%l%s, tablets é)llls, powders

yl ng anc suspendi ng agents, and sweétenin
andl gamdps Ny seghcsofié dm@m fogma dleeractive ctomi)@&}d iPedpied witbasleast one
: r
SRR LR B0, R0 RIS 8o sy o
fornol dat nleo sqmpnssm msmoms], prattice midhsmmih substanaspthesthad smh mext

-agqyeous . sol vent s hicles are | ene ql ycol
SIS & RRRET et s gy Be g e. dn i cotudigppyles. ublets
an@ pills Ahéeldssagafotind maﬁﬂb@édn{pnsahﬁfdrﬂﬂg agdnah I TabREsGAad bills can

ol eate. Such dosage forns may

such a
oa RS B PR oL A M COUBE ag or esorvt o, | ot L1 m

[0zl s qumcrtu»sag@rfdnnsdbﬁ&alraﬂhﬁmsmsm trSludd’ Bl‘ﬂ%ﬁnﬁ&ﬁh&@ly acceptable
sterilized by, for exarrple filtratiaon throug

enRARNSy SORHOPS, ﬁl&p?nswgsafswup%ﬁ SRFITE FROHBE Heft ﬁguents commonly used

in fe@ft ducB hiWatBd BtsRled SR ideRRAIIGAND OSthpdsRidss ca{iﬁyalso 1nclude
irradiating the conpositions, or by heating t
adpuypri® SRali a6 N ttimpleegnts smulsifyag ped syeprofliag agenis am%svrqq@mng,
091490 PCT/ US2004/010891 sterile
ﬂat’&fll{gdagﬁgnp05| gngs/ whi ch can be dissolved in sterile
(03281 er Premra@mccmrmg tosthig inviertion; foy pacenddyiledmirdstration include
- ; [ |
L R
aqudviue kolvemis ownhlalemre propgldok glyand, gobremlybnagllyculevegetable oils, such

bst. '
o S B Gpy  B T P EE uRe SrSbb sl sue
dosagb lforing waly aisd ebithintadfularodsuaki & Rbsovigy, epaingenwiléilying, and

dispersing agents. They may be sterilized by, for example, filtration through a bacteria-
retaining filter, by incorporating sterilizing agents into the compositions, by irradiating the

compositions, or by heating the compositions. They can also be manufactured in the form of
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standard excipients well known in the art. [0331] In
general, an effective dose of an active ingredient in
w0 b@4oorposi ti ons of this invention may be varPCBUS2004/010891
however, it is necessary that the anpunt of the active
i ngredient be such that a suitable dosage formis
ste@ﬁ)é 9118 86mpddie ?%Jhi%ﬁtc%ﬁbéj&’i%%d ﬂﬁﬂépgaaﬂap%s&nt@otﬂ&%temed
therapeutic effect, on the route of adm nistration
anaﬁelblemele@ iumediateinbeferebe treat ment, all of  which

O, VbR R R POMERAE B P06 bt BBt
wlﬁclomaﬂcqx@nj,@ﬁ)ad@ﬂdngo tfe abmjaysuhmrghtexdlmehtﬁ saghaas coca butter or a

1, Qi red to humans and other aninmals, e.g.,
Suﬁlgo%% g[ 0332] Preferred dosage ranges are fromO0.01
[0339] 10 COompysitiehsdbr taced yr sublighital admiaidtratibe asgds preparddevith

nm.ni stere , daily as a single dose or
Sta&a?fflﬁﬁcdpﬁe?\tf Sfem?‘?’rﬂngﬁ) ses. Somatostatin Receptor
[08gCi T gdnbinl, an dff&aive dbde\of biy adkes prddABIB] theSpugdokitiehd of this
. and selectivjty of the somatostatin anal o%@gs used tg

mEpHeHEREY %V"FWQ T HE b SersSiRTY Bighihe AROWH iohile actiygdngredient be
suSlether MuiSle BYsage foAfl iOdbtamad Tht Bdédia c@&\%ﬂeﬁéﬂd%n%ﬂe desired

cells stably transfected with each of e SSTR

thepppsutipeifect. 98 thegpyte R adnggistativs: andion thgdralips oA the tregimept, all of

VHESERORSH ookl 00k UL et

dogagg develstod b@tﬁvem{éOmwl 0 g/kg of ba@ynivaghik daibicase sdmmlsNoed to
) nbank accessi on No. MB1830),

hug% "(lﬁglmlaéeér]ga a%esa on No. L07062), and SSTR

[0382] e. Grefer@anlosagk rageess from ONY. to Aﬂoéwfgh)f bgdyesightrBuah

k
%%EAE]%X 8o gdml “Q ereﬁgfg](;é 8)§an' g?llly S s) i; qog?g & 1v18?<{1 1§1gb rgﬁltlple

doweCt Or pCI\N (L| fe Technol ogi es, M | ano, Italy). Oher
SSTR sequences are known to the skilled artisan.
Clonal cell lines stably expressing SSTRs 1-5 were

Soﬁim@tz{tﬁdRméptotr ISpadfieiat dnarseldetivifChé3aikl cel l's (ATCC,

A) .usi ng. the cal ci um phosphat e
IO%T pr B?cbﬁce'gtamfﬁsfﬂ‘%f@ Ealosfatin gpalogues quéynsymheswe the
soﬁ@ﬁ;lsiﬁtlr[r&&ﬂ%ﬁﬁiﬁe dhindYDves att@mirdd (BS' @%/dlolgﬁﬁ’d blﬁ&iihg ‘aé%ﬁ?y on CHO-K1
pl eton & Lange, Norwal k USA: 611-646)

cel&ﬂ Sl gensfeciod R cpotnestie SR e b g aSeatasttiandoss are

alme&%ed Q@Qaéat&@ Rﬁaaﬂ&%pmeamwoe 6328006795PHhe JhfPete
medi a 83 WD 2004/ 091490 PCT/ US2004/ 010891 cont al ni'ng

coding sefyenpes of segan® fragmpeets PEMARSTRJi(es., Grntaak accessian 9. |
M%}BSEE){ gb"?ﬁ%tg a@i@nﬁ?ﬁfg Q&ggs%n N@M’Sl@% {86 3 g é?’élnbank accession

es invitro receptor bi dln
N b@%ﬂﬁ%dﬂ@ﬁsm HigenGeitagk a@h@ﬂﬁﬂl@ IAlLOéQﬂﬂl}sgmmreisaquI@A clone

f01I gEeJiRS§ E% SGéSn% ggss&oﬁ %]lg O]§ b&%&f\i Smed 1ntf) Iﬁg rﬂammahan

expna!;mdﬂoap(éMNe(m Tecisiolmgick, rMﬂermshaljD).l fGtker.SSTR sequences are
known to the skilled artisan. Clonal cell lines stably expressing SSTR's 1-5 were obtained by
transfection into CHO-K1 cells (ATCC, Manassas, Va, USA) using the calcium phosphate

yq

co-precipitation method (Davis L, et al., 1994 In: Basic methods in Molecular Biology, 2nd
edition, Appleton & Lange, Norwalk, CT, USA: 611-646). The plasmid pRSV-neo (ATCC)

was included as a selectable marker. Clonal cell lines were selected in RPMI 1640 media
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The final pellets were resuspended in 10 nM Tris- HC1

for assay. [0335] For the SSTR 1, 3, 4, and 5 assays,
w@Pbdoguots0 of t he menbrane preparations were iPCUD81004010891

90 minutes at 25C with 0.05 nM[1251-Tyrl 1]SS-14 in

50 mM HEPES (pH 7. 4) cont aining 10 ng/ M bovi ne serum

. ) I
LD O ERRLe A1 KU, IR, S Y o B
intp|culbwre.de. The fi nal assay volume was 0.3 ni. [0336]
t 1251 ] .
eI T —
than@HOK! exllsekpsssatg tRSSSTR'ST: ﬂmbtyipmubeﬂ-ooﬂlhﬂ) mM "Erls-HCl and

ter.m. nat ed pi flltratlo t hr.ough G-/ C gl as
oo BTG o YodoBRTY il MR By e Bt i T Shmptter
Th@(ﬂnﬁlqiehgtb e»re'rerfe?sﬁindsd ingoanlﬁ%h N[PEd b1 that dsbafytat i on rm{]lhf gl (r:ln
u ilter s washe ree mes with.
05 BB BT 4 by endsorl, Shapte P P e Brepergtons e
indh®htbd 80l mAsitdshae24°0tvikh 0.0 28NIq1FIORR 0L ébsum% 50 ﬁiMSHEPES (pH 7.4)
bound in the presence of 1000 nM SS-14 for SSTR 1

containgg 0 me/mbpovipyisrmpIRpmis ABS Ay > mdPreCl398 dH el Trasylol 0.02
@%@E&‘itﬁfcnﬁm 53 b pﬁ&@lrﬁhﬁﬁp‘h&ﬁ;ﬁl Yud¥eRAYThE @iﬁ%@ksay volume

ecificity and selectivity Tor the dopam ne-2
W?}S@éelpl or of the dopanm ne anal ogues wused to synthesize

e ' .
O T R SR ER DB ORAE A L2 RIS R oBfic 6L Sa A Bh an
thmﬁtﬁxaa@te‘elnwae%mmas ety I%mgmhatms were tefinifateltenrapid

o ARG LA R Y SRR T RO

poBRhEMANN S DsivE R(H‘RANIDEL Giltsation tmmfc(lé eEddhrgbetand }Iﬂ'teﬁ\eﬁs)washed

Buf.f er obt I ume of .40
S ket R B iy ol e e g torl
radioligand Bdund 3¥n@Bat®oli@l in 1k piesshdeas’ 1000 AM4ASA4 f$ES%TR 1, 3F1 4, and

re t] ern was decanted and di scarded. The
> B’éfqldht"w}g@g&%ﬁ% zed in ice-cold buffer,

pre-incubated at 37 C for 10 mn, diluted, and
centrifuged as hefore. The final pellet was

DopaaiasRereter Spe¢ificitycrndfelecHEEHASAYi ce for the
[03’35 F e pS}%mﬁ%t? dhd %l&ﬁw for (A3 AmiFLD r&%?tg of tRd &cﬂﬁﬁ’i‘im% aﬁglogues

washed nbr ane prepar at’i ons and St COfT'pOUI’]
HSWeTP éynthmza kﬁléf’t sedatostatin-dopgnpng dimgrg mayrpe dptenmigedty apgioligand

%laggggwg (16.5 G .nmol, New England 84 WO
20 41091490 PCT/ US2004/ 010891  Nucl ear, Boston, MA) in

[0338] m\VCrude snenmanemere prapRkediby hgmmni@mn o fm%l(HOl@pus]smatum

(21 Mol ies wsbm GINGHI N cy.%ldvxgsfmgx.ﬁ}- 1o HF

I'nc ons “wer \
PGIIHR{DNS@I dlsmpter (fsethngﬁ d5 u;sa)n @uffeﬁwamdééd to obtain a

R:H\TKM@N
o P AP B e PP bR}
39000 Eeor. 10Spiacies at®-H@ dTHegestdting supernatant was decanted and discarded.

The pellet was rehomogenized in ice-cold buffer, pre-incubated at 37 °C for 10 min, diluted,

and centrifuged as before. The final pellet was resuspended in buffer and held on ice for the
receptor binding assay.

[0339]  For assay, aliquots of the washed membrane preparations and test compounds were

incubated for 15 minutes (37 °C) with 0.25 nM [3HI]spiperone (16.5 Ci.mmol, New England
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defined as the total radioligand bound m nus that
bound in the presence of 1000 nM (+) butacl anol.
wo pdvislodapon of cAMP Intracel |l ul ar Production [PSEHO0$20041¢10891
agoni st activity of a somatostatin test compound is
determ ned by the follow ng assay. [0341] CHO Kl
NifRal, BosR GRS iDsh AN mmw, § with kchd) m%@{(ﬂ@,el mM
receptors aré seeded in 24-we ti ssue culture plates
Mg@l2Ribke find ggsaprwivaewias A-01lysBhe inghibatiahs wete termirareddy rapid

08y B ) B gy

filcupps bewwashdd wiredtiGesSyit Bmi slojmats oif ide-cgbi%ﬁmiﬂex aSptebiifin dinding was
- 1 B\g: : : ' t 30. 11
cefipdaglitnd ol AR vE Bl el PEHER R pieBlnad By TP

butadbitol.on of 10 M forskolin ("FSK') (Si gma Chem cal
Co., St. Louis, M) for 30 mnutes at 37C. [0343] The
agoni st effect of a conmpound is neasured by the

InBibbitidn GIRAMP UiteadeRalar PRGIWCLO (10-10 Mto 10"6 M for
:;@Xe nut es, 1{)“ or to the addition of FSK (10 l\% The

10340t L% aeenist AVt Te 9YPatosiatin dent tGostpoBtd dpdletgmiged by the

foll&@ng Msfly. absol ut e al cohol, and the supernatant is
transferred to a 12x75 nm gl ass tube for cAWP

103 or FEOK L gslls capopssing mad soatastatin dSRIF-14) subtype receptors are

o r .
ST SRS M b BV (G Rl 8L Ry M Gl rcs)
[03421 | afCelnat 19F celisévelbare maphed Zndmeobly 8.8 dnlsBBVE A64f medie. Hank’s

. . L] _ ‘ N , o )
balfleR b ODiloh, suBReRBRA B O Fubd STERRSL A bl PN,
and theegstl$s ang.inghibatad dag 3 Otrhiputenate370C .00y dhia ANIB @roddetsoer ik biddulated by

o FoRATEE e BuBPERI BRSBTS T ) o 0

migteuatd3 7ot be unduly limted to such specific

odipents, |ndeed, various nodifjcations. of the
[0§§EC r ?Eﬁgﬁsonﬁbﬁfg@t P cormP YR i greavredtiyehe afdinm b ghertery gompound
(1@1°e1aDY 0O US) fof v aSRutEHKbrdr 88l tHeMali#lien bf E5R101.:M). The reaction is
medi ci ne, i'nmunol og har macol ogy, endocri nol ogy, or

termeely fiectdsionra {08t eriddce-eaid bbsolutp lioholt bl Gsuaerodtant is
trafn%%%fi%i? Itl ngfl}bFﬁlS%lm O/ QAMP getjglq%-lé%gﬁ)?lg Qﬁﬂ/ﬁ’]ﬁ% 81géasured using

I cations nentioned |
radigismivnpasaty loh(Peikire ElngtirjBpsf@TMA302/ 17859, are herein
i ncorporated by reference to the sane extent as if the
di scl osure of each independent publication was
explicitly provided h@tkénEmbtiinents cl ai ned is: 86

[0344]  Various modifications and variations of the described method and system of the

invention will be apparent to those skilled in the art without departing from the scope and
spirit of the invention. Although the invention has been described in connection with specific
desired embodiments, it should be understood that the invention as claimed should not be
unduly limited to such specific embodiments. Indeed, various modifications of the described
modes for carrying out the invention that are obvious to those skilled in the fields of
medicine, immunology, pharmacology, endocrinology, or related fields are intended to be

within the scope of the invention.
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WD 2004/ 091490 PCT/ US2004/010891 Cainms 1. A chineric
anal og conprising (1) at |east one noiety which binds

WO 20080021400 nore sonmatostatin receptor(s) and ¥Q)/US1004/010891
| east one noiety which binds to one or nore dopam ne
receptor(s), or a pharmaceutically acceptable salt

[Oidg?r eQfll -puBlicafiBfs lﬁéﬁtﬁﬁéd if 1RO ?ﬁfon%@lhﬁﬁh PCW@VWSSQ are
said chineric anal og conprises fornula

heyejin) incarporatgyl y mfmncemtm sarppgxtent gs {fithe diee osm@.f gaqh ind¢p¢nglent

lo al kyl, C1_10 heteroal kyl,
pu@‘f%ngﬁeexﬁyfl,ﬂg&o.v%dh%nynyl substltut ed Cl-1o
al kyl, substituted Cl1_10 heteroal kyl, substituted
C2-10 al kenyl, or substituted C2_10 alkynyl; R is H,
C1_10 al kyl, C1.10 heteroal kyl, C2-1o al kenyl, C2_10
Whithkyalailned &substituted Cl-1o0 al kyl, substituted Cl-10
het er oal kyl , substituted C2.10 al kenyl, substituted
C2_10 al kynyl, or -CN;, R2 and R3, each is,
i ndependently, H or absent, provided that when R2 and
R3 are absent a double bond is present between the
carbon atons to which they are attached; R4 is H,
C1_10 al kyl, Cl1.10 heteroal kyl, C2.10 al kenyl, C2_10
al kynyl, substituted Cl1_10 al kyl, substituted C1.10
het eroal kyl , substituted C2.10 al kenyl, or
substituted C2_10 al kynyl; Yis -0-, -C(O-, -S,
-S-(CH2)s-(O -, -5(9-, -5(Q2-, -S(Q-, -0XO-, -
N(R5)-C(O-, or -N(R6)-; Lis -(CH2)p C(O-, when Y is
-S-, -S(O-, -5(0O2-, -0- or -N(RG)-; or Lis -
C(O-(CR7/R8)q C(O-, when Y is -N(R6)-, -0-, or -S-;
or Lis (amno acid)t, when Yis -C(O-, SC(O) -
-0C(O-, -S(CH2)S C(O-, or -N(R5)-C(O-; 87 WO
2004/ 091490 PCT/ US2004/ 010891 Wis -CR9,R O
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R5 and R6 each is, independently, H, C-10 al kyl,
substituted C1_10 al kyl; Cl1-10 heteroalkyl,

wa s ed Cl-1 o heteroal kyl, C2_10 al kenyl , PCT/US2004/010891
substituted C2_10 al kenyl, C2_10 al kynyl, substituted
C2_10 al kynyl, aryl, alkylaryl, or substituted
al kylaryl; R7, R8, R9, and BRL@neach is, independently,
H F, d, Br, I, Cl-lo alkyl, substituted Cl-1o
al kyl; Cl-l1o heteroal kyl, substituted Cl1_10
het e[ Qﬁingﬂé anafs% c%ﬂpnﬁhéﬁ')‘ ¥ 1635%&%615%2';\’@‘{#0}1%{%QO one or more
al kenyl , Substi tuted
ar y somatgstisizl rasae;ﬂtor(sgﬂnds(@b@tl‘#asmr@ ancidly Waich binde |to m Qamre
R8 i ng
oyt opumiBPlep g o S b OB Sescrb 1] AR s
to forma ring system i is 1- 10 prOV|ded t hat mhen

Iozr'l -S%%IFhll%?h%Q ar%llc%ﬁdcf a%ln leEépé:lem% %eh&?n%%doggjrggs rmula (1),
I's, independently, not H or C1.5 alkyl, L is not
-(Doc)t-, Xis not H O, Br, I, F, -CN, or C1 5

al kyl, or RO and R10 eaqh_ug ndently, not H
msOorl, nis 0-10; wﬁ(s 1-10: qis 1-5; s is 1-10;
t is 1-10; Zis a Ildé tl_of at lleast one somatostatin
receptor; or a pharmadeuty-¢dl |y acceptable salt

t hereof; and mhere|ﬁ3e.‘ @i ety depicted between the
brackets is, indepgnd@it or gach occurrence,
attached to an N-termp o i nternal am ne group
or hydroxyl group]|of 88 AND* 2004/ 091490

PCT/ US2004/ 010891 |3. The chi mer]i ¢ anal og of claiml1,
wherein said chinmetic andDod“conprises formula (11),
H R51QM. (Wn-Y-(L)ymZ ONRL R3 H

XisH, Cl, Br, L F, -CN, Cy.j9 alkyl, Cy.19 heteroalkyl, Cy.19 alkenyl, Cs.19
alkynyl, substituted Ci.1o alkyl, substituted C;.1o heteroalkyl, substituted Cy.1o
alkenyl, or substituted C,.;o alkynyl;

R1 is H, Cy.19 alkyl, Ci.10 heteroalkyl, C,.19 alkenyl, C,.1o alkynyl, substituted
Ci-10 alkyl, substituted Cy.1o heteroalkyl, substituted C,.1o alkenyl, substituted
Cz-10 alkynyl, or -CN;

R2 and R3, each is, independently, H or absent, provided that when R2 and R3
are absent a double bond is present between the carbon atoms to which they
are attached;

R4 is H, Cy.19 alkyl, Cy.10 heteroalkyl, Cy.1¢ alkenyl, C,.19 alkynyl, substituted
Ci-10 alkyl, substituted Ci.19 heteroalkyl, substituted C,.1o alkenyl, or
substituted C,.19 alkynyl,

Y is -O-, -C(0)-, -§-, -8-(CH3)s-C(O)-, -S(O)-, -S(O)2~, -SC(0)-, -OC(0)-, -
N(R5)-C(0O)-, or -N(R6)-;

L is -(CHy),-C(0)-, when Y is -S-, -S(O)-, -S(O),-, -O- or -N(R6)-; or L is -
C(0)~(CR7R8)4-C(0)-, when Y is -N(R6)-, -O-, or -S-; or L is (amino acid);,
when Y is -C(0)-, SC(O)-, -OC(0O)-, -S-(CHz)s-C(0)-~, or -N(R5)-C(0)-;
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R2"" N X R4 (Il) wherein: Xis H d, Br, I, F, -CN
Cl-l1o alkyl, C1 10 heteroal kyl, C2_10 al kenyl, C2_10
wW@bdoyng1490 substituted C1_10 al kyl, substi tut edP@l/U$1904/010891
het er oal kyl , substituted C2-1o0 al kenyl, or
substituted C2_10 al kynyl; R is H, C1_10 alkyl, Cl-lo
het er oal Wis—Cm Rio-al kenyl , C2_10 al kynyl substituted
Cl. 10 al ?é g i.tuted Gl 10_het er oal Ky
substitu &n hidvZ ?’R@W‘FH i & Cr-wrbyl S@“@@dﬂlkyﬂwl Ci10

or -CN; %ex@ﬁ‘lﬂyl%bstﬁﬁtéﬂo Sy hetersh ko1, K
absent, provided that when R rI%;(?(par e 4 sﬁéﬁmtedg 10

doubl e bekerib-<Lope dsapt, Smmﬂmh@kﬁafﬂ e, adicdargl, bosubstituted
whi ch th laBf;€ attached; R4 is H Cl-1o0 alkyl, C1_10
het er oal k ¢2 1o al kenyl C2 10 al kynyl, substituted
ClL 10 al Ry4R8, RbandiR1Gteach isindepetrisnty, 6B IFkG1, Br, I, Cyo alkyl,

SUBSt UL g 0. A SR EF, Soed o,

C|2k1|o al #dbenyl, sulggtuted Gﬁllkg'lhgdyl &h&!ﬁkﬁﬂybkﬂgtltuﬁﬂ L 3Qo alkynyl aryl,

a [0) substitu

C2- I)/o al Eﬂ&,{y &bsﬁfte ¢ 1@5 rﬁz a%" RS oy ovt &nalily i tpgether

of t he ftorfmmi ariog syste@iia) RNGIRIEL ] (Ré) @ptmnalsj, togethdr® form a

S o S 50X - “NRE) (O NCR)., o ©

- N(RB) - C‘g‘ Felo O - Lis -(CH2)P C(O)-, when Y is

-S, - 0-iie0-1ONEBAYed thetwHenii §s L,

when Y |lsl©-cj&; %(;) Jod th@tivHeni s 1 %ﬁRﬂLfgﬁgH({a%%ky%@r plienyl

when Y i ¥ 18 méi&foFHaz RGBOCR? and RE mgh i mdzgesdenﬂy, not H
O-, o6 ]

pCT uszoéﬁgﬁ‘??g%q‘ oD R, ERHLR. O, orGraalih or

is, indepirdh %?Chﬂln@PﬁP®nﬁYWtH subst i t uted Cl-1o
al kyl, &ld& heteroal kyl, substituted Cl-lo

het er oaI kyl, C3-10 al kenyl substituted C2-10

al kenyl ,0€9-99 al kynyl, substituted C2-10 al kynyl,

aryl , allkigllalry , or subst ituted akylaryl; R9, and R10
each is, I1ndependently, H d, Br, I, F, Cl-l1o alkyl,
subst i t utied-5d - “

sis 1'- 10;

tis 1-10;

Z is a ligand of at least one somatostatin receptor; or

a pharmaceutically acceptable salt thereof; and

wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.
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w@bkdoangi490 C2. 10 al kynyl ,

io al kyl;
het er oal kyl ,

Cl-10 heteroal kyl, substituted Cl1_1lo0
C2 10 al kenyl, substituted C2_10
substituted C2_10 al kpemyU$2004/010891

aryl, alkylaryl, or substituted akylaryl; or R9 and
R10 can, optionally, join together to forma ring
system Rl 1, and R12 each is, independently, H Cl 10
al kyl , substituted Cl-10 aIkyI Cl- 10 heteroal kyl,

Su bﬁ?’? elimeec arplogptiglama 1 ouhargin saigobingria pRedeg qomprises formula (1),
substituted C2-10 __ al kenyl, C2_10 al kynyl, substituted
C2-10 al kynyl, ar yl,/ bkylaryl or substltuted
akylaryl; i is 1 provi ded that when i is 1, then
RLis not H Cl-4 y»I(W)néT‘T yibsratkenyl or -CN, R4 is
not H or -CH3, R: i sinot C1.5 allkyl group or a group
of the formula » v, R6, R7, R8, R9 and
R10 each is, ind Hor CL 5 alkyl, Lis
not -(Doc)t-, or Br, I, F, -CN, or
Cl 5 alkyl; ms );  pis 1-10; g is
1-5; r is 1-8 ; ijs 1-10; v is 2-4; Z
is aligand of a tostatin receptor; or
a pharmaceutical |y acceptahie It thereof; and
wher ei n each noi ety depicted ween the brackets is,

i ndependently for each occurrence, attached to an
N-termnal or an inter am ne group or hydroxyl
or oyeRfn: Z. 90 WO 2004/ 091490 PCT/ US2004/010891 4.

The chineric analog of claim1, wherein said chineric
anal og cripHi §kBrAoF.nGNaCi-pklkyl, C1Rabe@RIKYLIE:.10 alkenyl, Ca.i0

alkynyl, substituted Ci.i¢ alkyl, substituted C;.jo heteroalkyl, substituted C;.1o
alkenyl, or substituted Cs.j9 alkynyl;

R1 is H, Cy.10 alkyl, Cy.10 heteroalkyl, Cs.1p alkenyl, C,.1o alkynyl, substituted
Ci.10 alkyl, substituted C;.19 heteroalkyl, substituted C,.;o alkenyl, substituted
Ca.10 alkynyl, or -CN;

R2 and R3, each is, independently, H or absent, provided that when R2 and R3
are absent a double bond is present between the carbon atoms to which they
are attached;

R4 is H, Cy.10 alkyl, Cy.10 heteroalkyl, Cy.19 alkenyl, Cs.1o alkynyl, substituted
Ci-10 alkyl, substituted Ci.19 heteroalkyl, substituted C,.1o alkenyl, or
substituted Cy.19 alkynyl;

R5 is H, C1. alkyl, Cy.10 heteroalkyl, C,.19 alkenyl, C,.1o alkynyl, substituted
Ci1.10 alkyl, substituted Cy.1o heteroalkyl, substituted Cs.1o alkenyl, substituted
Cz.10 alkynyl, or a group of the formula of -(CH,),N(R11,R12);

Y is -O-, -C(O)-, -S-, -SC(0)-, -OC(0)-, -N(R6)-C(O)-, -N(R7)-, or -N(RS)-
(CH)s-C(O)-;

L is ~(CH),-C(O)-, when Y is -S-, -O- or -N(R7)-; or L is -C(O)-(CRIR10),-
C(0O)-, when Y is -N(R7)-, -O-, or -S-; or L is (amino acid);,, when Y is -C(O)-,
SC(0)-, -OC(0)-, -N(R8)-(CHy)s-C(0)~, or -N(R6)-C(0)-;
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QX Z R (Ill) wherein: RRis H -NR |)NRL2, R13),

N(R6R7), or -COOH, R4 and R5 each is, independently,
w0009 al kyl , substituted C1_10 al kyl; Cl - 1PCT/US2004/010891

het er oal kyl , substituted Cl-1o heteroal kyl, C2_ 10

al kenyl, substituted C2.10 alkenyl, C2_10 al kynyl,

substit u'Weg_@&gmoal kynyl, aryl, alkylar yI
substituted @{@aryl or ’R8-C( -, Wis -

or - (CH2) 8(64\31 @ §§paoh iRindepgnderny HR@1 10 leyh sulﬁm@tqgﬁa 10 alkyl,
R13 eac h I S ’h& f%ﬁ(@? @ﬁ’t%ﬁ%ultéﬂ Cl i?)hﬁi%'l’@él?}’l adI:{M |l:11keny1 substituted Cy.1¢

substi tute 10”al ky et eroa

substit u@lkdlytﬁzlmalhmvb rSdzshmydd CoGealkynyl, atbﬂﬁaﬂy}ﬂqryl or substituted

substltué@g 10 al kenyl, C2.10 al kynyl, substituted

C2.10 al kyny1; aryl, al kyI aryl, or substi t ut ed

akyl aryl R9,Fﬁdé¢id eRb0is,aadehendsntlyi, iﬁblélp@"rdeﬁi(]hyw aliyl, substituted C;.
-CN, -NQ2,

|, substituted
o 10 o o Gt Rraqtk i fed € bR tial Ce 215
hleL er olal Mbkumteﬁ:@f_jo&lmklethlt;),all@ujalﬁugbuithed C%lall@ln II aryl,
al kenyl , lp a Wl stfitute 10 a y .
akyl aryl ?l%wgtor f‘ﬁﬁéﬁ%‘{e&ﬁ Ay ';?rﬁ gpd gf?fan %t}og%ﬂ_oratogether
al kyl , stoldsin b vingeysteln; 10 al kyl ; Cl 1o heter oaI kyl,
substltut ed Cl_10 heteroal kyl

subst i t uRéh 2ed i%)e%ﬂhk%ﬁiﬁepen@*ﬂl’oHa‘ljkly ﬁﬁ‘ﬁ’l S%B@fqdﬁjtl@%kyl Ci-
C2_lo al lﬁmeté{oﬂ@kxh@wﬁed @Hpﬁétérwkﬁ mﬁ‘l Kmbxﬂpyéubstﬁwd €2-10

or acyl Qis N, provid
R2 is abalkemyl Czuo 411§vn1/1 f@stlwtquczmo @kynya apsg, aikséaryl pr substltuted
1-8; Zi i gand of at |east one somatostatin

receptor; “or’ “a pharmaceutically acceptable salt
t her eof ; iiadd O9provide@hauwigaidon tharR US200H/ 0108k, allyl, alkenyl

inet e SR TR R P CHEHIERIRED DB ReASGh g e
N-t erm nﬁulrm@lta ofl (Citip),8(G1h)y, B&iRIE RGr RYpndoR 1 (hgadlll Bxiplependently,
group of no%'H or Cys alkyl, L is not -(Doc)t-, or X is not H, Cl Br, LF,-CN, orCys

alkyl;

misOorl;

nis 2~10;

pis 1-10;

qis 1-5;

ris 1-8 ;

sis 1-10;

tis 1-10;

vis 2-4;

Z is a ligand of at least one somatostatin receptor; or

a pharmaceutically acceptable salt thereof; and

wherein each moiety depicted between the brackets is, independently for each

occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.
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5. The chineric analog of claim11, wherein said

chinmeric anal og conprises formula (1V), R2,, -YZ W
W@200RB91R0 (1V) wherein: Rl and R2 each is, PCT/US2004/010891

i ndependently, H, Cl-lo al kyl, substituted C1_10

aIkyI Cl-10 heteroal kyl, substituted Cl1_10

k eny I %Cf g%e% g{/ﬁ%}l &{3{] whgrsetﬁ# {ﬁﬁdﬁ éél gﬂ%%ddf g%g %gm?}nﬁes formula
aryKHDaIkyIaryI or substituted akylaryl; R3, R4 R5,
R6 and R7 each is, i ndependently, H -OH -CN, -NEQ,

F, d, Br, ' ré1o 10 al kyl, subgtituted Cl-1o0 al kyl;
Cl - 10 heterpal kyl, bstituth -10 heteroal kyl,

C2_10 al kenyh | kenyl, C2_10
al kynyl , subst |(?ut (@qo al % n?l , aryl, alkylaryl,
or subst ituted akyl aryl; AR5-; Y is

-(CR6RY), ,, O- or acyl |\/|I i 0-10; nis 1-6; Zis
a ligand of at |eastqppe sonatostatin receptor; or a
pharmaceutically acceptable salt thereof; and wherein
eachheminet y depi cted between the brackets is,

N om0 CoML dr oy
group of R an®R5 mhzs)weg@mmgty, FCH {8l D HE8 o 6alkyl; Cr
gﬂgl gg' ggétler‘rc‘sals 2 rltﬁtfeii@ }%}oaw gfz | e, QurkBhuBRE,S,
alkenyl Cs-10 alkynyl, substltuted Cs-10 alkynyl, aryl, alkylaryl, substituted
akylaryl or R8-C(O)-;
W is -CR9R10- or —(CH;)4-NH-(CHy),~;
R1,R6,R7,R8,R11, R12 and R13 each is, independently, H, C;.jo alkyl,
substituted Ci.1 alkyl; Cy.1o heteroalkyl, substituted C;.;o heteroalkyl, Cs.10
alkenyl, substituted Cs.10 alkenyl, Cy.19 alkynyl, substituted Cs.19 alkynyl, aryl,
alkylaryl, or substituted akylaryl; |
R9 and R10 each is, independently, H, -OH, -CN, -NO,, F, CI, Br, I, C1.19
alkyl, substituted C;.19 alkyl; C;.10 heteroalkyl, substituted C;.;o heteroalkyl,
Cy-10 alkenyl, substituted Cy.19 alkenyl, C,.19 alkynyl, substituted C,.1 alkynyl,
akylaryl, substituted alkylaryl, or aryl,
X is Cy.10 alkyl, substituted C;.19 alkyl; Ci.19 heteroalkyl, substituted C;_1o
heteroalkyl, C,.19 alkenyl, substituted C,.19 alkenyl, C,.19 alkynyl, substituted
Ca-10 alkynyl, akylaryl, substituted alkylaryl, aryl, or acyl,
QisCor N; provided that when Q is N, then R2 is absent;
iis 1-10;
nis 1-6;
qis 1-6;
ris 1-8;
Z is a ligand of at least one somatostatin receptor; or

a pharmaceutically acceptable salt thereof; and
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P--</ I (W,, NXRL wherein: Pis -N(R3R4) or H X
is Nor S; Wis -CRB5R6-; Yis -(CRTRBAmC(O-; R, R3

w@na4Mdae@ch is, independently, H, Cl_1o al kylPCT/US2004/010891

substituted C1_10 al kyl; C1_10 heteroal kyl,
substituted Cl-l1o heteroal kyl, CZ-1o al kenyl,
substitu ﬁ:lt:k@é%y gﬁa!a% I : '

C2-10 al &?ﬁﬁ/elg,zeag?;nlo, al kycllteaclirby , g;[}ﬁé%%;g%{tlg %SUtﬁlgg‘%lhén%?& cach
akyl aryl ocquerengpatiaRied tRAN Nnigrni8alea emninteznal amine group or hydroxyl
[ ndependgg)tuk%sz, -OH, -CN, -N®2, F, d, Br, 1, C1_10

al kyl, substituted Cl-1o0 alkyl; Cl-1o0 heteroal kyl,
substituted Cl1.10 heteroal kyl, C2_10 al kenyl,

substi tyted. C2 10 al kenyl .. C2-10. al. kynyl , - substi.t ut.ed

3 1’815%#&@%% a’nalzéll)g y? c’:lalg} %gyvfthe)lﬁ s’a1doamg¥fb%e{n]al[o§{:818pnses 1i’ormula
akyl@)yl; i is 1-10; mis 0-10; nis 0-6; Zis a
ligand of at |east one somatostatin receptor; or a
pharmaceutical ly acgg tabl e saltqjthereof; and wherein
each noiety depicte we ackets is,
i ndependently for gach |occurren¢e; attached to an
N-term nal or an interpgh am ne group or hydroxyl
group of Z. 7. The|chi g of claim1l, wherein

eri c anal
said chineric anal og ¢ '

es formula (VI), RL,,N.Y
Z i 93 WD 2004/ 0914 WS2004/ 010891 (V)
wherein: Y is -(CR2

acyl; R is H Cl1_10
al kyl, substituted|®B 10 alkyl; € _|o heteroal kyl,
substituted CI1.10 .

wherein:
R1 and R2 each is, independently, H, Cy.;o alkyl, substituted C;.1¢ alkyl; Cy.10
heteroalkyl, substituted Cj.1o heteroalkyl, C,.1q alkenyl, substituted Cy.1o
alkenyl, Cy.19 alkynyl, substituted Cy.19 alkynyl, aryl, alkylaryl, or substituted
akylaryl,
R3, R4, R5, R6 and R7 each is, independently, H, -OH, -CN, -NO,, F, Cl, Br,
I, Cy.10 alkyl, substituted Ci.1o alkyl; Cj.j9 heteroalkyl, substituted C.19
heteroalkyl, Cs.;9 alkenyl, substituted C,.1o alkenyl, Cs.10 alkynyl, substituted
Cz-10 alkynyl, aryl, alkylaryl, or substituted akylaryl;
W is —~CR4R5-;
Yis —(CR6R7)m-C(O)—4 or acyl;
m is 0-10;
nis 1-6;
Zis a ligand of at least one somatostatin receptor; or
a pharmaceutically acceptable salt thereof; and
wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.
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het er oal kyl, C2_10 al kenyl, substituted C2_10 al kenyl,

C2-10 al kynyl, substituted C2-1o al kynyl, aryl,
wa@bkdoglogrsyd , or substituted akylaryl; R2 and R3P@HUBTZOD4S(010891

i ndependently, H, -OH -CN, -NQO2, F, a, Br, I, C1_10

al kyl, substituted C1_10 al kyl; Cl-1o0 heteroal kyl,

substltuted Cl 10 heteroalkyl C2. 10 al kenyl,

substituted C2-10 al ken C2_10 al kynyl, substituted

2. 1Bheghiayerig analgg of elalmaf/ RYfezinysaid dimérisiaoelog gemprises formula

akylgjyl I is 1-10; mis 0-10; Zis a ligand of at
Ieast one somatostatin receptor; or a
phar maceuti cal | y accept abI R2salt thgreof; and wherein

i ndependently f P attached to an
N-termnal or a |nt am ne grR:l p or hydroxyl
group of Z. 8. ¥he chinerig analog &f claim1, wherein
said chineric anal og conpri¥ses fornula (VII), R
P-</wherdim:- L S R2 (VI1) wherein: Pis -N(R3R4) or
H Lis -( - or acyl; Yis C1_10 al kyl,
substi t u?éﬁ‘@%%?[{gqﬂ] | ; Cl-10 heteroal kyl,

substit utkgdNGkslo heteroal kyl, C2_10 al kenyl ,

substi tuted C2 i0 al kenyl , C2- Io al kynyl , substituted
C2- 10 al W/H"yi Eﬁyl al kyI aryl, substituted akylaryl,
or absentYlSRg; %Q@@(b)O91490 PCT/ US2004/ 010891 R,

R2, R5 and eac i ndependent | H, - CN,
-N2, F, RtiR3 @prd R4 each m@weaﬁwwaﬂ bs@lkrlu@t@atltmed Ca-10 alkyl;

al kyl ; C- |

oL | AR R HAES, € 3, gipsied
C2 10 al k}kpayyﬂ,, nguaikynyﬂ,uuwtutt{dﬁj.lmalkym rayyl, al]@rlga’(yl or substltuted
al kyl aryl, ?IQ . Substituted akylaryl; R3 and R4 each is,

i ndepende lﬁ{ r& H Cl1 10 al kyl, substituted C1.10

al kyl ; CR2JR5,R6, R7 and RS each is, 1ndependent1y, H, -OH, -CN, -NO,, F, Cl, Br,

I, Ci.10 alkyl, substituted C,.y9 alkyl; C;.jo heteroalkyl, substituted Cj.1g
heteroalkyl, C,.1¢ alkenyl, substituted C,.1 alkenyl, C,.1 alkynyl, substituted
Cz.10 alkynyl, aryl, alkylaryl, or substituted akylaryl;

iis 1-10;

m is 0-10;

n is 0-6;

each noiety dep ct ed\l en the l;)r chet s is,

Z is a ligand of at least one somatbstatin receptor; or

a pharmaceutically acceptable salt thereof; and

wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.

7.  The chimeric analog of claim 1, wherein said chimeric analog comprises formula
VD),

RIS Y2

e

i
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het er oal kyl , substituted Cl1_10 heteroal kyl, C2_10
al kenyl, substituted C2-1o0 al kenyl, C2_10 al kynyl,
weamgdm ed C2-10 al kynyl, aryl, al kylaryl, oPCT/US2004/010891
substituted akylaryl; iis1-10; mis 0-10; Zis a
ligand of at |east one somatostatin receptor; or a
phar maceutically acceptable salt thereof; and wherein
each noi ety depicted between the brackets is,
i ndependently for each occurrence, attached to an
N-term nal or an inter@ ami ne group or hydroxyl
group of Z. 9. The chimeric analog of claim1l, wherein
sai dvledimer i ¢ anal og conprises formula (M11), R X

R3 R4 N erein: X and Y each is,
mdependcg?n{ Récf&lé_é@((g:&)ra ‘R5-C(O)-O; Lis

- (CR3R4) rRl(is B) C€;-nnlkyt yhbstiftted R, alRE,; Gnld haéroemyh subsntuted Ci-10
|ndepend

o oS Dok ica diken: Bl op oefith G Aty subSttuted
su gst it utoagio aﬂl@%zg ab?:t;ﬁdytaajrlkgtl subshﬁ&eﬂé’kyhkﬁe ny Ib

substitu al Su stltute
C2_10 al &{j’—rﬁl}& 3 eagh s, ln%?%eﬁcﬁ?[%#o @iﬁ iﬁ%s%”@@nﬁ» &4 Br, I, Cryp alkyl,
akyl ary| syt @ﬂ&ialﬁﬁ C 219 heteRhIkON aiﬂsﬁug%ejd@mo hek RGBT, 1o

to forma rlno%lg 95 WO 2004/ 091
PCT/ Us206%ewi iﬁ‘futﬁés g allfertCoryp aliynd subssitised Crgeligmyl, aryl,

Cl-1o0 al Iﬁn(:},1ar}glorlsgoshﬁ{te%raqg?1a{§,yl substituted Cl-10

het er oal ky io al ke , ‘substituted C2-10 al kenyl,
C2-10 al kilyl0; substit ut ed C2-10 al kynyl, aryl,
al kyl ar ylmlsgrlosubst ituted akylaryl; i is 1 10; mis

0- 10;
Z is a ligand of at least one somatostatin receptor; or

a pharmaceutically acceptable salt thereof; and
wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.

8. The chimeric analog of claim 1, wherein said chimeric analog comprises formula
(VID),
R1
N
P— | N—Y—11—2
S .
}
R2
wherein:

Pis—N(R3R4) or H;

L is -(CR5R6),-C(O)- or acyl;

Y is Cr.10 alkyl, substituted Cj.19 alkyl; Cj.1o heteroalkyl, substituted Cy.1o
heteroalkyl, Cs.10 alkenyl, substituted Cs.19 alkenyl, Cy.10 alkynyl, substituted
Ca.10 alkynyl, aryl, alkylaryl, substituted akylaryl, or absent;
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Zis aligand of at |east one sonmatostatin receptor;

or a pharnmaceutically acceptable salt thereof; and
wob@reirdeach noi ety depicted between the brack€r/5S1084/010891

i ndependently for each occurrence, attached to an

N-term nal or an internal am ne ‘group or hydroxyl

group Of g% R3Ghs FARCALIRIihepBRRhfl 1LOBL AIND. I]JOZ,(Fl QLB

wher ei n Sal I meri C ana1 conpril ses forrru a
R3 R4 XOnjeealigyl, spostifatediCip 2yl Wnerheternalkyl, gpeptititadeleino

(CRI5r|:]qg)e B&%%gik&i Y:? 10 a Yl %854”%‘1 B4 Cﬂlﬁlg}lyl’ 19 ah%ﬂ}&ssubstltuted

each is, szﬂlgamjelm Iagk,ylaryl Or@i-bstlﬁlte(takylaad,’ I, -

N2, C1 |, .sub

het er oal Ia d?&bs‘fh ? 3&688%%%?}'09 Eéfo a’.l kbﬁh%@z&l%alkyl Crt0
al kenyl , hswfmalklyl, subeﬁlm@a(]lxm lmk:ek«mhlyyll,, ngzalkmyalskbsnyited Ca10
substi t ut | kyl aryl.. or .
subst it uﬁﬁﬁnyal%a Ha P ylf Xsﬂfut‘%% 123 » Aty alicylgyly of §pbstituted
j oin togakylgl;to forma ring system or R3 and R4 can,
optional Ly, gdomtogether to forma ring system R7

is H Cli®d-Hikyl, substituted C-10 alkyl: Cl-10

het er oal lgyjs0-gubstituted Cl-1o heteroal kyl, C2_10

al kenyl, substituted C2-10 al kenz , C2-10 al kynyl ,

subst it utzeléiah@ldﬂﬁablleﬁﬁ‘}q somgfogtatin EICRRIPTAPY/ | | or

substi t UtagJﬂalﬁlﬁXéLﬁ%M acke Ska%le]saljcglereomaig 10; 96 WO

2004/ 091490 PCT/ USZ Z1s | i gand of at

| east onevhstsiretack mtqtmdep@@dﬂvlemeen the tapclspia isrindenenilendly ifgr each

oo 2 ) 1 A Tl

each group of Z.

9. The chimeric analog of claim 1, wherein said chimeric analog comprises formula

(VIID), _ _

(VII)

wherein:
X and Y each is, independently, -OH, -OR4 or R5-C(0O)-O-;
L is (CR3R4),,-C(O)- or acyl;
R1, R2, R3 and R4 each is, independently, H, -OH, F, Cl, Br, I, -CN, NO,, C,.
10 alkyl, substituted C;.1¢ alkyl; Ci.10 heteroalkyl, substituted C,.;o heteroalkyl,
Cz.10 alkenyl, substituted Cs.19 alkenyl, C;.10 alkynyl, substituted C;.;o alkynyl,
aryl, alkylaryl, or substituted akylaryl; or R2 and R3 can, optionally, join

together to form a ring system;
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occurrence, attached to an N-term nal or an internal
am ne group or hydroxyl group of Z 11. The chineric
wapakog4ed claim 1, wherein said chimeric anal PQI/US2004/010891
conprises formula (X), BNYZ R3IR6 RI R R R4
(X) wherein: Yis -(CRBRO)mC(O- or acyl; R, Rz,
R3, R4, B is BOC, FalkyRButithtdd §askyl &, 0 ' .
H -OH F, d B! flypsutsiy Nolgé1 gﬁl |@61°aFtE§)|Q%S}g%HS{led Cr0
Subst i § uieHTaeliyh 6 AemYL, ebstiGter G r Al o alkynyl, substiuted
substitu t%%,k - nyl , ‘
substit ug;giqjo %ﬁgagﬁfenyl ,1’ éélzsuli%ﬁ%uténf’i%agﬁ substi tuted
C2-10 al kimlyl0; aryl, alkylaryl, or substituted
akylaryl; jsolfp.1-10; mis 0-10; Zis a ligand of at
| east one sonmtostatin receptor; or a
phar macewtis e fikind ddetlept el wwilstatit keeegiof, pr and wher ei n
each noi et [,Ct bet n e br.ackets is,
in(:lependgn]i%{l ?rgﬂea? %)uﬁlcaglg'c ccep\é\%geusra {rtgheéeeo,f’a tached to an
N-t er m nathemwin @ioh inofety deplcteairbetvaseg tiwtipackets ik thdepeytiently for each
group of Z. 12. The chinetic analog of claim1,
her oi n SEERIE N R AR NG E DRt Blerial Sy dp or hydroxy
accor di ngrdup of e fornul a of : Dop2- DPhe- Doc- DPhe-cycl o
[ Cys- 3l Tyr-DTr p- Lys-Val - Cys] -Thr-NH2, 97 WO
2004/ 091490 PCT/ US2004/ 010891
A Lysd doReic 430 oBdinT EW@eRin said chimeric analog comprises formula
[ Cys-_Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
Ac- I§P§/)s( Dop2) - DPhe-cycl o [ Cys- 31 Tyr- DTr p- Lys- Thr - Cys]
- Thr - NH2, R3 —
Dop2- Lys( Ac) - EFyr - DTyﬂ\cXﬁJ o[ Cys- Tyr - DTr p- Lys- Abu- Cys]
- Thr - NH2, X 0
Dop2- DLys( Ac) - [DP &ys531 Tyr - DTr p- Lys- Thr- Cys] - T
hr - NH2,
Dop3- DPhe- cycl o[ Vr TOTH p- Lys- Abu- Cys] - Thr - NH2,

L Al

wherein:
Xand Y each is, independently, -OH, -OR4 or R7-C(O)-;
Q is <(CR5R6),-C(O)- or acyl;
R1, R2, R3, R4, RS and R6 each is, independently, H, -OH, F, Cl, Br, I, -CN,
NOg, Cy.10 alkyl, substituted C.9 alkyl; Ci.19 heteroalkyl, substituted Cy.1o
heteroalkyl, Cy.19 alkenyl, substituted C,.1¢ alkenyl, C.19 alkynyl, substituted
Cz-10 alkynyl, aryl, alkylaryl, or substituted akylaryl; or R1 and R2 can,
optionally, join together to form a ring system; or R3 and R4 can, optionally,
join together to form a ring system;
R7is H, Cy.9 alkyl, substituted Cj.19 alkyl; C;.1o heteroalkyl, substituted (51_10
heteroalkyl, Cy.1o alkenyl, substituted C,.;¢ alkenyl, Cs.19 alkynyl, substituted
Cz-10 alkynyl, aryl, alkylaryl, or substituted akylaryl;
iis 1-10;
m is 0-10;
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Dop4- DPhe- cycl o [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
Dop3- Aepa- DPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2
wWQ 200D0p490epa- DPhe-cycl o [ Cys- Tyr - DTr p- Lys- AbuP@y$2004/010891
- Thr- NH2, Dop5- DPhe-cycl o
[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2, - Thr - N2
Dop6- DPhe; 1R P I Rarb¥siAD L RLT - Thr - NH2,
Dop7- ngzs%)}%ag&%/ STy %%@%ﬁ@lﬁ%ﬁ&qs] - Thr - NH2,
Dop8- DPhepheymiaspilpy aseepiiie palt theredbandOy s] - Thr - NH2,

Dop9- DP .| 2 - - - - = Thr - N

o R Ll s T bl G0 048l i iy oo
Dop 11- BRhexaye,latiadhey to- dny¥-teDinat drys-idtbmalnsihe grbbyp ofNdroxyl
Dop 12- DPhe- cfyé:l 0 [ Cys-Tyr-DTrp-Lys- Abu- Cys] - Thr - NH2,

Dop 13- Iﬁﬂ%ﬁ%yél o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,

Dop 5-cycl o [ Cys-Tyr-DTrp-Lys- Abu- Cys] - Thr - NH2,

B T ! Kpris ts
Dop@)¢cycl of Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,

Dop9- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr-NH2, Dop 1

O cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr-NH2, Dop 11
-cycl o [ Cys-Tyr-DTEp-Lys- Abu- Cys]. - Thr-NH2, Dop
12-cyclo [Cys-Tyr-DIrggLys-Rbt—€y3iZ - Thr - NH2,  Dop 13
-cycl o [ Cys- Tyr - DT p- Lyg- ARu- Cys] { Thr - NH2,

Dop5- D2Nal - cycl o [ Qys- Th ) L)/ 5- Val - Cys] - Thr - NH2,
Dop6- D2Nal - cycl o [ 3 5- Val - Cys] - Thr- NH2
Dop7- D2Nal - cycl o[ Gygs1 yst Val - Cys] - Thr - NH2,

Dop 8- D2Nal -cycl o [ Cys-[ Prlys-Val - Cys] - Thr - NH2,
Dop9- D2Nal - cycl o [Qys- Tyr - DTr p- LyB- Val - Cys] - Thr- NH2,
Dop 1 O D2Nal -cycl o

[ Cys- Tyr - DTr p- Lys- Val - Cys XThr -NH2, Dop 11

- D2Nal - cycl o[ Cys- Tyr - DTr p~Lys- Val - Cys] -Thr-NH2, 98
WO #i9eih091490 PCT/ US2004/ 010891 Dop - o Do
12- D2Nal; cy s- Iyt - DTr p- Lys- Val - Cys] - Thr - NH2, p
13- DoNal ¥ ‘éy@%%l%ﬁgicﬁéﬁ'-%ﬁ ~ Lys- Val - Oys] - Thr - NH2,

Dop5- cy ®1QRCYR3, Ra; RETRA RIZYRS Mad REYyaeh is] fidepdadently, H, -OH, F, CI,

Br, I, -CN, NO,, Cy.19 alkyl, substituted Cy.19 alkyl; Cy.1o heteroalkyl,
substituted Cy.10 heteroalkyl, C,.10 alkenyl, substituted Cs.19 alkenyl, Cs.1o
alkynyl, substituted C.10 alkynyl, aryl, alkylaryl, or substituted akylaryl;
iis 1-10;

m is 0-10;

Z is a ligand of at least one somatostatin receptor; or

a pharmaceutically acceptable salt thereof; and

wherein each moiety depicted between the brackets is, independently for each
occurrence, attached to an N-terminal or an internal amine group or hydroxyl

group of Z.
12. The chimeric analog of claim 1, wherein said chimeric analog comprises a compound

according to the formula of:

Dop2-DPhe-Doc-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Val-Cys]-Thr-NH,,
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Dop6- cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr - NH2,
Dop7-cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr - NH2,
wOod/0emed o] Cys- Tyr - DTr p- Lys- Val - Cys] - Thr - NH2, PCT/US2004/010891
Dop9-cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr-NH2, Dop 1
O cycl o[ Cys- Tyr - DTr p- Lys- Val - Cys] - Thr - NH2, Dop
11- ayql - DT 1y TH)NH
12- cycl) % mﬁg&r Lﬁc’zﬁ q/% fsi%-L EF%N sl i3
eyl Ty PP Gy Y- @@;—Lysam@;zs T TheNE,

Dopﬁo gs@%@y%@;ﬁ SRRIGE: @rLys @ﬁyﬂrﬁ‘ﬁ‘ g

Do pDOEXDHéyi(W)'EPPWCFPHES"ETVDDML}TQ%W@}S] ThfFlgHz o:
b BRI SRR R AR HRS] T o1
e R
bop BT e YR T BB AR oot Thr ol |
DopD&&M@BBU@éﬁld[@@TﬁhﬂT TpHILyR- Abxxsc rrh@«m Thr-ol,

opBoy BP B el BHET BT RS- a3 T“ESI

DODEop‘cyDP@e{ %b&y[g T vam%-mtcﬁqh et~ ol
S

Dop8- cycl of S- Thr- S -Thr oI,

DopBoRAPFRg- @SF?-[W]%TW I‘_ - oI ,  Dop
10 B, LeViSys JAWu- ; , Dop’
11- %g% %Pﬁ%w; mLys-S Mu—@// ]Thr Thr oI , Dgp
12-B9Rd- BP{nmlq’éﬁbs-mrrISTmylsvsﬁhu@gsi— he-Nfk- ol ,  Dop

Do EX‘%SOJ?%%P SDF’[F%%%% r%ﬂ?- 2Nal - NH2,
DopEOIDQHéPWb[@XSSTYTﬁT@TWQ-ALby@thTh@H} 2Nal - NH2,
ot BB QST RIS D] 2\ -
99 MGp1260PHeg 0y sPGT/NISRAQ4-/ADT A8/ ThiWHY - DPhe- cycl o
[ QIBOJSV cycP-féfrjs J[‘%S])irr%rLys-ﬁJlu 8yN? IThrl\kllz-l’z,
Dop6-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop7-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop8-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop9-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop10-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop11-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dopl2-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop13-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop6-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH,
Dop7-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NHj,
Dop8-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop9-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NHp,
Dop10-D2Na1—cyclo[Cys-Tyr-DTrp—Lys-Val-Cys]—Thr—NHz,
Dopl1-D2Nal-cyclo[Cys-Tyr-DTrp-Lys-Val-Cys]-Thr-NH,,
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Dop 10- DPhe-cycl o[ Cys- Tyr - DTr p- Lys- Thr - Cys] - 2Nal - NH2,

Dop 11-DPhe-cycl o [ Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal - NH2,
wW@pP4/22:PPhe- cyc to [ Cys- Tyr - DTr p- Lys- Thr - Cys] PCT/US2004/010891

-2Nal - NH2, Dop 13 -DPhe-cyclo

[ Cys- Tyr-DTr p- Lys- Thr-Cys] -2Nal -

Do PRSI AL SIgK s BB By Vi %ﬂ?‘%ﬁ%’ N2, Dop

7- C?Q}P]é @ZN@*T@OWTTWWSP TFW-V@y@}]’S] TBNBTHZNH2

g }?{@J %@SST{P]BTIB?LPE Lys %@% gm: Dop
10 Bypﬂ cyc[@gs-ryrmwﬂwsﬂ&eé@h]ﬁwz Ni lNaIN N2, DoDop 11
E’@ %?@SYT%?%‘L%SVJ% S]Q@Jsﬁmﬁz Nal - NH2. DOS 13
cyDlr)]pB -EySYg EFY Ty Tp-llyssValiUys ICyiaiNRINal - NHZLI'hDOKIHZ
r- NH2,
Dg Mfo&@é %‘S@’%’E‘e}’ ‘F@PC%%JLVE*“L@% T%/S]Q/s] - Thr - NH2,
%ﬁ?§%@!§@@bmﬁﬁm@ IyeWat-8Yslyrr BELp- Lys- Thr - Cys]
Dop@oﬂép‘%i’cbﬁzﬁés Ty opdysVal- eyl ys- Thr - oys] - Thr- N
H2 ] .
[ WEO}%Z%%?I%E%@ hﬁ’l’rﬁ}ﬂills—@lf al Eys Thr NHz, 5
op4DP@é$YWE@Sc%TWT@§' 31 yel= %TTI‘HbLys Thr - Oys]
- Thiye - Phe Rgc{ SHCLR-Thr-C ysJ:Thg-ol.
s- Thr -

[ Cys- Tyr s]-Th H?, Dop4- DPhe-cycl o
[ CyBomi-Dihe- miq&cwlé‘,he’ﬂaf }Thr=tlys)- Rigol,

Dop g Cys] - Thr - NH2,
@ @gﬁgﬁeg%{)%:l E{C%ﬁ‘eﬁ)ﬁ’ L%?(}E ClLnyTWI Cys] - Thr - NH2,
DopDeIEPDEhe:wlaﬁ@@bﬁﬁﬁykysﬂlfu@yﬂ}fﬁhﬁdi; Cys] - Thr-NH2,

cyc Thr - Cys] - Thr - NH2,
@%ﬁghe ¥ ic{’%ﬁ% éjlr st yﬁﬁhﬁ%’r oys] - Thr - NH2.

DopD&;ﬁ)l—ODPPl&-ayyb[@ys-Phe—DTrp Lys-Thr—Cys] -Thr-ol,

[ Cys- 31, Ty - DT p- = Tht - Cys] - Thr- Dop

11-%%-‘%%"3"1%&4}%?%16 T%V%‘Eif@y?ﬁ??&ys] - Thr - NH2,

Do pDégi2lIPie- 8y ol OfsBte=I3TrpMlys Ihf-0ys]y B by I - c,ys% - TEr - NH2,

Dop_ 13- DPhe- c s-3 V. Cys] - Thr - NH2,

Dop@ol?]g’yleh}& el &%%3‘? JB??‘QS@E B ﬁﬁ?ﬂ] Thr - NH2,

Do phosateyc Rl &SPt I Vip=- 1k B oy §1-Tito1Cys] - Thr- NH2, 100
Dop6-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop7-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop8-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol
Dop9-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop10-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop11-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop12-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop13-cyclo[Cys-Phe-DTrp-Lys-Thr-Cys]-Thr-ol,
Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal-NHa,
Dop6-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal-NH,,
Dop7-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal-NH,
Dop8-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Thr-Cys]-2Nal-NH,,
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Dop5- cycl o[ Cys- 31l Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2,
wOod/0emed o [ Cys- 3l Tyr - DTr p- Lys- Thr - Cys] - Thr - MERS2004/010891

Dop7-cycl o [ Cys-3Il Tyr-DTrp-Lys- Thr- Cys] - Thr - NH2,

Dop8- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2,

Do L- NpTh NH2, Do
e U VS B o o
11- @9@10013{’1@@/@[@%’1‘ %Ijlal Nfhr - NH2,  Dop

12- NH2, Dop
13 Eggiclng%ﬁ%{%(/?@ﬁ?&%@?%@pﬁﬁ@/&l]ﬁb T CNH2, Dop
1- CRepll2ehEheafyoRySys3 PatD Diptlys{Ths-Opay2yal- Ny le) Tyr - NH2
Dop? 3e g s el sy DA L ey - B8 e (B21 ) - Tyr -
NH2 DopPoyeBe] CaeGyre) TpeLys-Thr-Cys]-2Nal-NH.,
r- NH2,
Dqu!é ?ﬁi%‘/g" 045 @F&@?q%ﬂmﬁ’?fﬁ@ v s] - Thr (Bzl ) - Tyr -
TI—QDopmrblo[Cys—Tyr DTrp-Lys-Thr- Cys]TZNal-E\IHz DOys] - Th (Bz1)- T
[ S r Z

Qﬁg& ggc)é%ﬁ& %Yéi'gf 39‘/?193{‘/)% Nipal - DTr p- Lys- DQ/S%/
"Th 5 2D

D()I&Ca))eczgo-rws o[ Trp?ggre?:rl C%‘IJerNaI} NEZDQIS] Thr (Bzl ) - Tyr
Nl—éoplotﬁi’ﬁlﬂ B Hq| - DTr p- Lys- DOys]
-Th L . 3
Sl Dg%'lpc)ycfBY(‘iys':‘&'ﬂg= DTrEQ?éZl fi ?_ %‘l @II{;;DQ/S
Do PR T By er S e s AN By ] - Thr ( Bzl ) - Tyt -
NH2
(DG plsgg‘g'zk’g?ﬁgr’ﬁﬁf% TR BNA N - N,
DopBomaEQhQ:%@M{iwﬁyepfﬂp—m*ﬁuL%] DmyMIz,Thr (Bzl)-Tyr-

DopBo]gaDPhe-% Oéf%ITy%BTFp I[?F‘rThI s BES/NTI Thr (Bzl ) - Tyr -

NH2Dop1DAgpatDPhe-cyclo[Cys-31Tyr- DTrp Lys-Thr Cys]-Thr-NH,,

O g SO B AT - e

[ D_CDSpﬁ?@ﬁwmepeycmeﬁ@$%ﬁmm€mwmm@}-ﬂmz,Dop
SR Db eelp Oy Ty R s By R Dop

13 ﬁaﬁgbpu&&ﬁid@ﬁﬁ?ﬂmﬂraﬁﬁ IscyePradNRRr ( Bzl ) - Tyr - NH

T BBRERY-Bebt e BRe DRy BT Henz ) - Tyr - N2,

Dopﬁoﬁﬁggh&yy%mtmwmq&wrﬂf}@sm@ﬂm?er (Bzl)-Tyr-N

| B e Br ey s BTy Bty N,
mpﬂoﬁaﬁﬁh&é’ﬁlo%ﬁ%?ﬁ?ﬁ§m>®s%ﬁ5ﬁn%f (Bzl)-Tyr-N
1- AEfa}a& @Bhfgcs@y)cﬁcﬁ[ PCysDPrel 31 Fy-Gyp s TDEYH).- Ser (Bz1) - Tyr

Dogg‘-’lﬁelalél-‘%a‘/é’l"w{f ?ITFTE%T/? eT-]B'Fryp]- Eys%s] - Ser (Bzl) -

Ty r DHR;DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop11-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NHp,
Dop12-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop13-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop3-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NHj,
Dop4-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
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Dop3- Aepa- Caeg- cycl o[ DCys- Phe- DTr p- Lys- DCys] - Ser ( Bzl ) -
Tyr-NH2, 101 WD 2004/ 091490 PCT/ US2004/ 010891
w@epdo9ape- Caeg- cycl o [ DCys- Phe- DTr p- Lys- DCys] PCT/US2004/010891
- Ser (Bzl ) - Tyr - NH2,
Dop5- Caeg- cycl o[ DCys- Phe- DTr p- Lys- DCys] - Ser (Bzl ) - Tyr-N
H2, Dop5-cyclo[Cys-31Tyr-DTrp-Lys-Thr- Cysa_ -Thr-NH,,
% 16)olg:6a %clo[&?sl ??ILFD%SFerE}?S "lph-l;r(g)ys] )i"hr-IE)T%/S] ser(Bzl)-Tyr-
Dopﬁoﬁa%w[zzgfi AT Tr D B Eysh-X Be-REYS] - Ser (Bzl ) - Tyr -
Dop@%@a@@kt[%s HIpcPd mehes- BrrGysifbr-Neys| - Ser (Bzl ) - Tyr -
H2
DopDo%:acyC1 c,[CyS[ o BIQ/ ys-%llilrcp)is}_)llﬂgr- %s] -Ser(Bzl)-Tyr-
H2, Do@@pcyclo[Cys 3ITyr—DTrp -Lys-Thr-Cys]-Thr-NH,,
10- I Ser (Bzl ) - Tyr - NH2
B B S R B R ey - &
er (meDZ—éISIy]'o{(BgI‘dQ?;ITyIED’ﬁp Lys-Thr-Cys]-Thr-NHp,
12- GAS- Y1 Ol 05 51 TR ey el Ser (B21) - Tyr- v
13- Daxﬂgesagfdyeiomyﬁs %ﬁBDgTiﬁi Dyd@@yﬂﬁilﬁdBﬁ HZNL\ér gon
0 e- r
1381?%8%)/& éﬂgg %é}ﬁg Trhﬁé ﬁ;%“f}ﬁzp\w P
Do T NH2,
DOB%"W%%%[ e ﬁ?ﬁ&l@%? o W’?‘Wﬁ?ﬁ?e@@*
R A BTRAE- BHEDBM Gyt BB Oy S Dop
10 ﬁuﬁl-,qe;{a%egP aoﬁb@ysi?}apnw vshe ég%h e&m@@ Tywﬁﬁu& Dop

11 -cyclo Lys- Thr
Do DAt Gleeps PR ERT I by oDyl BHEUOYTS]-NED.

R %&L‘E%Q%W H @F)@ @F IR

2, Dop4-Aepa-Caeg-cyclo[DCys- 3Pal—DTrp Lys-DCys]-Thr(le)-Tyr—NHz,

2D°pﬁ683‘3Ee'gQ%Sﬂoﬂi&é%P?{lﬁTﬁp'i%ﬁgﬁ]Pr' hlr‘(%%l_):lih yrr-_N%;_:c’] - Thr - NH

Do perBREmeayclof)Cyss3FRRDT(GAE IED O {FhkBsh Tye-NBs] - Thr - NH

Do R E e B PR T AR TP s - T -

2 D@Bﬁ@ad@l%l?’&loﬂ)@js%Pal DTrp-Lys—DCys]-Thr(le)—Tyr—NHz,

10 h;%evr? feieril et @Pgﬁm%%%ﬂwﬂﬁw o]

DT o Lys- aTeﬁWO[btysThr qla\lf'igm @’% Zhle Pﬂg{\/{g o

[Q,IS RN DS TS H PR v B8p. 13

e DAbgrioNGde c&@@@ﬁspmm@ﬁmﬁy%}ﬁﬂ %If,lslh ghr. W2,

Do Rk Yol ORG-Sy W, N
Dop1-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NHo,
Dop2-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NH,,
Dop3-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NH,,
Dop4-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NHo,
Dopl-Aepa-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NH,,
Dop2-Aepa-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NHo,
Dop3-Aepa-Caeg-cyclo[DCys-Phe-DTrp-Lys-DCys]-Ser(Bzl)-Tyr-NH,,

z Z2 Z2 Z
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Dop7-cycl o[ Cys- Phe- (N- Me) DTr p- Lys- Thr - Cys] - Thr - NH2,
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Dop 13-Lys(Dop 13)-Caeg-cyclo
[ DCys- Phe- DTr p- Lys- DCys] - Ser ( Bzl ) - Tyr- NH2, Dop
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Dop6- DLys( Dop6) - DPhe- cycl o
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Dop 1-DLys(Dop 1)-Aepa-DPhe-cyclo
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wQaA260D09H9OTyr - cycl o PCT/US2004/010891
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Dop2- DLys( Dop2) - Lys- DTyr - DTyr - cycl o[ Cys- 3l Tyr - DTr p- Lys
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117 WD 2004/ 091490 PCT/ US2004/ 010891
Dop5- DLys( Dop5) - DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Abu- Cys]

WO TiorANHI PCT/US2004/010891
Dop5- Lys( Dop5) - DTyr - DTyr - cycl o[ Cys- 31 Tyr - DTr p- Lys- Abu-
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]- ﬁpplhpégs@ﬁﬂl%f DPhe- cycfo)féyllsoil%rsD -I__]sz 'IDh-I;r(Pys]L)th 1@12 09’5
Dop13-Lys(Dop13)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]- Thr-NH,; or

a pharmaceutically acceptable salt thereof.
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Dop 13-Lys(Dop

13) - DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2;
w@eoo4@opbar maceuti cally acceptabl e salt thereoPCT/UIBWD0891

2004/ 091490 PCT/ US2004/ 010891 13. The chineric anal og

of claim1l, wherein said chinmeric anal og conprises a

conpound according to the fornula of:

Dop2- DPhe- Doc- DPhe-cycl o [ Cys- 3l Tyr - DTr p- Lys- Val - Cys]

.13'h ThenpigmeriGme g DPPleDb.cv DR e said cimeric analog comprises a compound

Lys-Val - Cys] - Thr- NH2,
Eccgéd&%é% ‘b%r cycl o[ Cys- Tyr - DTr p- Lys Abu- Cys]
Th Popi-PPhe-Roe-DIPhs¢Rdg[ L)y s-BHye DAy pLgs-Val-Cys]-Thr-NH,,

| b Dthe BRI RS R AR e kBB B LRl G e N,

Do IOAﬂWW&FDWYI[-BY&CWH@@FWWBPA@M‘W&]ys}-TWNHL"Z

Dop Bemasap}-Bres il SR PR Lo e A T e N

Dopbobw@meﬁlo@?@wrms@/ﬁbumsﬂ% perly's- Abu- Oys] - Th

Dop@on‘irg’é’bfswo[@jﬂﬂr@@ Exprae sl e N_ay - Oys] - Thr - NH2
Dop5-DPhe-cyclo[Cys-Tyr-DTrp L S- Abu Cys]-Thr-N
Lys 2 BTyr | %

’ H
Do 2- Dop r-DT r S-T r f)Tr Lys- Abu-
p Zﬂﬁalze -Cyc O[Cys 31Tyr- %T vs]- p-Ly Cy

Dop%oPH?e((BQ}Pﬁ)DM%&&B@&%TWWL&?s bechbrrishs T\
Do pBop3, Ly 100pER)-cprplk yeylot-D{Tay &y sribu-OyslptiryHAbu- Cys] - Th

Dop JoR3skusRon I Ty DTyr-cyelolGys Tyr-Rrm Ly Aby Cys] TheN

NH2D0p2 DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu- Cys] Thr-NH,,
0P Bobi P4 0BB) TR o B DY 5 bt s iy =~ T -

_Er)g pRopyBP e pR)of ORRETey(Dbpld) Y BrpdlyEial-OYs|FEtpaH,T hr - Cy's] -
rs

Do OB 4 PR B s ieiCey AT Ry B Tt G NG
ThDoﬁMys(Dpr)a)mlB&SlﬂB@B-B['D}&lﬂ"l&fpél?@g{ﬂg ?%*]?}ﬁﬁ‘ﬁ%r (érl i

thereof, 14. The chimeric anal o

sai %Pi‘r@%@&?%r%‘fhagcyela $1°4 B r&&ﬁ‘ﬁ&@ﬁ'&:ys]a%% AY

t 0 4 PRarim@éeitidally @bceptable salt thereof.
Dop2- Lys( Dop?2) - DTyr DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
b{ Thr - NH2, Do

y Shodirpytcpelog Ptglgmym@wrpsaa%nmmp DB CPNPrisgei2 coppound

mp&c%ﬁ%t&%'ﬂ?ﬁr@f 531 Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2;
a pharmaceuti ca (I)y acceptable salt thereof. 15. The
C h| Rep?-bydRep 20 Wr-DolyacyaldLys-e PEimL gt bi-Ci] N2, Dop2-

anabﬂgs(ﬁggaa NGRCR-TyE PR E DI ABE L HINAL of NE fOrmula

DODQOMEPE@%@)O{QTSﬂITDfWﬁ"FpCWﬂET@ﬁ] -TheNBf op- Lys- Abu- Cy
a ll'olharmaceutlca'ily acceptable salt thereof.

15. The chimeric analog of claim 14, wherein said chimeric analog comprises a
compound according to the formula of:
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH2, or

a pharmaceutically acceptable salt thereof.
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a pharmaceutically acceptable salt thereof. 119 WO

2004/ 091490 PCT/ US2004/ 010891 16. The chineric anal og
w@Rooglogudmo 14, wherein said chineric anal og conpeT/B204010891

conmpound according to the fornmula of:

Dop2- DLys( Dop2) - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH

2; or a pharmaceutically acceptable salt thereof. 17.

The chinmeric anal og of claim 14, wherein said chineric

dfalThg chimere imadeg of claia dhoviiveein sxideldmarc anslagiremprisesal a

of
Dop§°%%“é‘d8§°é?dm%§7 fhe Toﬂ}‘rﬂ? Eo)t}‘r p- Lys- Thr - Cys] - Thr - NH2;
or BophdlysQepR)-evslo§ysabudpimtlys-AdatCysi-Abr-NBb,0or 18. The

ch| | | erein said chinmeric
?g)gérgng@é?ﬁcﬁg/a%ep@b?e Sgilljmfwwgccor ding to the formula
_ﬁ)_ﬁ‘}ug g}ﬁ%je 2 Zrlaio%-r&f (Tt rlzl,cvyﬁ:elre%[l R D% anaﬁ)gl?:gr%brtl)sjlég B-Ly
Dopaelﬁycrundycﬂoﬁ{nﬁmnheﬂfognﬂhef Phe- DTr p- Lys- Thr - Phe], or
D DTyr. 3 T -L s-Dcys] - Thr
( Bz%‘)p;#h 10[ gl@gﬂ% ﬁ@ﬁg T%’ (f%pt abl e salt
t heg ﬁimaa&ucﬂy%@%ma]ﬂﬂﬁfdék‘ as an internediate in a

chem cal synthesis, wherein said internediate
conprises a corrpound according to the fornmula of. (3),

(18) Thé Hiherié Qi*f’a)o\%odf $Rim 1{WHokein 6Ad bhinfic &hldg c om\g/nsc@ aQoMpound
HIOH 3 O 120 2004/ 091490 PCT/ US2004/ 010

H Qaxgording teythe fornmyla of:
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[ DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NH,; or

a pharmaceutically acceptable salt thereof.

19. A compound useful as an intermediate in a chemical synthesis, wherein said

intermediate comprises a compound according to the formula of:

(3) (6), (11), (14), (18), (21), (24), or (27);
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O&\= H 11 OH ON14 O OH NCO o0QO -~\ 18 .

O NOH XHN/VN ~.,..N[ S O\OH 21 121 WO
wWQO®4/09089190 PCT/ US2004/ 010891 0 OH HN ~~ N EERUS084010891

or H2’00-'") o ONOH H 27 or an organic or

i norganic salt thereof.
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20. A nmethod of eliciting a dopam ne receptor agoni st

effect in a subject in need thereof, wherein said
woregohoei4eonpri ses admini stering to sai d subj ecPCHIS2004/010891

effective anount of a chineric anal ogue of the

i nvention, wherein said chineric anal ogue conprises a

conpound according t®@ the fornmula of Fornmula (1),

(rey, ey, (v, (ysovE) (vit), (vitr), (1xy, or

(X); or a rmaceatically acceptable salt thereof; a

conpod d’<€\c or dj to claim12; or a pharmaceutically

acc bl & s thereof; or internedi ate conpound
(3)._(B), (11), (14), (18), (21), (24), or (27); or an
orga or _inorganic salt thereof; and wherein said

effective #ount is the amount effective to elicit a

dopanj ne receg;,% agonl st effect in said subject. 21.
The\/zggt hod q>f cl di m 20, V\,herel n said chinmeric anal ogue

conpr i 3 n
Dop2- DPh ie- cycl o [ Cys- 3l Tyr- DTr p- Lys- Val - QIS]
- Thr - NH2,
Dop2- DPhe- Doc- DPhe- cycl o[ Cys- 31 Tyr ( Dop2) - DTr p- Lys- Val -
Cys] - Thr-NHZL Ac- Lys(Dop2) - DTyr-DTyr-cycl o

[ Q’ﬁi eBTJ {;} gﬁaﬂ’éﬁlt%&% - Thr - NH2,

e-cycl s 3l Tyr - DTr p- Lys- Thr - Cys]
- Thr - NH2

@ p% WE ed (gf)é?;lf“lg %ﬁop-%{nm DT:%tokégén%g gff%a a %ﬁe}:%’eed thereof,
T o T ————
Do p SIBERE ARG L8 IS PARPF. BT £54 TR gRiosh poppses o

Do p2onhpytsiadDaged)dindRb ehectpihga HCys- Tyr - DTr p- Lys- Abu- Cys]

- Thy. - NH2,

DB Bo §8) (P <R FIBT ATy BN 0 272 Phpmagpgically
, &w@aﬂw%ﬂm&f DTyr - DTyr-cycl o
Cys- Tyr - DIr p- Lys- Abu- Cys] - Thr- NH2, = Dop2-DLys

E Domf)mweﬂ 6°°P %gtw}aum?wr @W&am@eel@yg;l]y a.cqqntabﬂwlt thereof; or

P?K%B&M@&Q@ Rehpdda! h%)c?fﬁ @DHMey, Feh; @13, @45y0?(fﬁ%r%%lga;m or

[qlglo@mpy.sqln@plzpﬁ p- Lys-Val - Qys] - Thr- NH2,
Do p%hér iﬁ(sm%?f)actggﬁﬁlo%xg fh€ ¥Hb: M9k 1 Jllcg-grdgpeh’}{lge ;I' gptor

Dop@onvsif&mm)sa@l@h‘ee@ycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys] -
Thr - NH2, or

Dop2- DLys( Dop2) - DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys]
2 ThTheNhihodof caim 28 whareintsaid ahilngrie eedgpua bbrapisab 4 compound
t her eof

accordlng to the formula of:
Dop2-DPhe-Doc-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Val-Cys]-Thr-NHp,
Dop2-DPhe-Doc-DPhe-cyclo[Cys-3ITyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH;,
Ac-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Ac-DLys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,
Dop3-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop4-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHp,

Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
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22. The nethod of claim 21, wherein said chineric
anal ogue conprises a conpound according to the
WO o00ad 29of : PCT/US2004/010891
Dop2- Lys(Dop2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
S] - Thr-NH2, Dop2-
DLy ). s 2 ) oo y'ﬁ%ﬁ -Thr-NH2, or
Dopgg%%}l%g%ﬁ%[?@ﬁﬁ %T;rp%gf%iﬂﬁé Thr i%&]&,] _Thr - NH2i
or RophaystRopl)tPRwtdygloHesdyr-diie-LysAbutdysl-EwtNHR3, The

t yo(Rop! . ! hbui( |
Cori2 Rls BB TR ML S, 0L A I TENARR, 09LI°
D]opDﬁwﬁywpm)-MWmeelomd[yﬂﬁl 3 Eses ibys-ﬂlﬁu@y&}y”ﬁlﬂimt@ﬂmq/
S| - = L0l a r C | ca C e Sa

© hePapt R SRR b LS by SRR bR

CRi mfapfs-nyanab?gnmlecxxynb[Ct}selszrmmmpgmd-CyapmNHgg to

t he (0] a Of .

bon Do DSH Cay AT By T ey sWB ) - The - i
2i %pz-@ygbg?mﬁﬁtmmlcwo%@%Pfﬁbiﬁpi%m-ﬁ‘?ﬂeﬂfm@z?-

The_net ho claim 22, wherein said chiperic anal ogue

conPepZEs(RopDnsrry oM oE BT d- v b CypkiiaNIgs or
DOp%‘oPEbi‘yR%b@)L%‘-c%fEYGysQ_fTﬁtlb”YﬁﬁIB%[Tl@@k}-TﬁtNﬁg%k

or a pharnaceuticall'y acceptablesalt thereof. 123 WO
2004pty9m4%hm/w®@é/8911%@9f- 26. The method of claim
20, wherein said chineric anal ogue conprises a
conmpound according to the fornula of: ,
23,0 Zh¢ yethDd pﬁc)laim'r%/lr, Whgmein(syi@cbimeric analogue comprises a compound

[ - A - - Phe-PTE p- Lys- Thr - Phe]
DEE%Q?§?§%§?$%T ]%g£VQ}-Phe-Phe-Der-Lys-Thr-Phe], or
DopRofitHys(Doy2)-Wheed Ty ey opl0y &8 Pdlp-Dys-pbuyys PEy=YHL Mop2-

{ e PLanoon S Ba T I F AR R DRt o

r ec dpdpfDRIgance{CysfEntDTH-1asdbbiOgst ThrrNHeed t her eof ,

wher ej n sai t hod ,ses,.adm nistering to said
subfB@FmﬁﬁmgﬁggE¥?ngﬁgﬁ@Hﬁpogf a chineric anal ogue of
the invention, wherein said chineric anal ogue

QONPhé MEhod o£ERBOLY) dhaemQhidicRENdrie ahd18gle@omptises @fcompound
Formula (1), (11), (LI1), (1V), (V), (M) (V1I),

(VI peeprdig tyhe fgpiylact or 3 phar maceutical Iy

fi‘gc Bgf@ﬁkrﬁD%ﬁi)tDT%tﬁ?g}glfc?c1@[@9@9%-@9&%@@9] TIR-GHBI N

r a pharnace acceptabl'e salt thereof; or
a pharmaceutically acceptable salt thereof.

24. The method of claim 22, wherein said chimeric analogue comprises a compound
according to the formula of:
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHp; or

a pharmaceutically acceptable salt thereof.

25. The method of claim 22, wherein said chimeric analogue comprises a compound
according to the formula of:
Dop2-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NHy; or

a pharmaceutically acceptable salt thereof.
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i nternmedi ate conmpound (3), (6), (11), (14),(18), (21),
(24), or (27); or an organic or inorganic salt

wWao beneofs90 and wherein said effective anobunt i SPETES2004/010891
amount effective to elicit a dopam ne receptor
agoni st effect in said subject. 28. The nethod of
claim 27, wherein said chineric anal ogue conprises a
compound accordlgéq to the formula of:

36p Zhppigthoeé clpmhX), Zhetein spidycdira¢ripanalpguecompsisagal codpeind

Thiye Neding 1o the formula of:
Dopfc Dgﬁngbo e omméagycl o[ Cys- 3l Tyr (Dop2) - DTr p- Lys- Val -
Cy s [PopALydERp2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],

Ac T, T Lys- Abu- Cys

PeRe TPyt AL PSRt g e s S Ao O]

[DOQ/ ?082 ?ﬂ?yﬂﬁ HIYPChl yeyblu{bCyshPal- erAbNyE g?ys]]-T%(BZRlI—IZ yr-NHy; or
e- cy.c s- Abu- Cys] - Thr - :

Dogﬁp ¢ SII&%?t;%:’ Sa@% X zs- Abu- Cys] - Thr - NH2,

Dopy- DPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,

p cycl o s 3l T - DTr p- Lys- Thr - Cys] - Thr - NH2
B0 5 P SO Py SEToH B B ices 8 pocrh
r - Nid&reof, DR 21k ¥osd FROREd c&&i‘s@s administering to said subject an effective
Cys- Tyr-DT Lys- Abu- Thr - NH2,

Dopgmew(Ofve ﬁfgmemywqm § BIVBNtEOps Wirgrein i shimesic apalogng

s] - I&BDI acén% uhPa BRMOS bk M8 6452004/ 010891

Dop2- 1p -cyclo s- Tyr- DTr p- Lys- Abu- Cys]

-Th Fm]qp@a ), (1D), (III), Iv), (V), (VD) (VII), (VIII), (IX), or (X); or a pharmaceutically

Dopxcgeyé%ogggg%ﬁﬁg’pe cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Th

e-cycl o

[Cys C@hﬂ?‘y‘m@ Boge2dindibrateinyi ; afal ph@ymsdceutiChlly NeEptable salt thereof; or
mp%t#ﬁ‘é&%@npgl% 3), Eréj @ 'f')yfll49 [(I%/)S (Z?IB -aléf), (5‘8 a% O-I-ganic or

Do p BrokgasicBalh heroBhed cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] -
Thr - NH2, or . . . .. .

Pop P By sy aeu e e pEgumtsTrgive iy lisitaylopapine spegtor
- ThagoNis? effet inssafdsabjgarceut i cal |y acceptabl e sal t

t hereof. 29. The nethod of claim 28, wherein said

-chi meri ¢ anal ogue conprises .a conmpound according to

2Re Themetba@ oHdlaim 27, wherein said chimeric analogue comprises a compound
Dop2- Lys( Dop2) DTyr - DTyr cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
s] - F9fPIduEpto tisfgpmila
DLy% D%he-%simﬁl@é 1k BTN 1H0Y ¥ gd1-Th
clo %3@ ﬂﬁ %)—Tﬁr-g\/s NH2
or Dap%%’h?rﬁ@@éh eﬁyqlg{Ga&éHm@ﬂpé)-Bidrpersh\é&lébﬁ] TlaeNHz
Ig ﬁ%g?d?g@d}g -Dﬁ%@bﬁgzc%rclomrﬁ}rﬁ)ﬁﬁ-LQS—%%hWS -I’hI@I(Iﬁlz ogue
Ac-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop3-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop4-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH, ,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,

Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
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according to the formula of:

Dop2- Lys( Dop2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
wareoThoudH2; a pharnaceutical |y accept abl e saP€T/US2004/010891

thereof. 31. The nethod of claim 29, wherein said

chi meri c anal ogue conpri ses a conpound according to

t he Dbz Mily&(D¥h2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dopz-gf_is?,%opg))-ccyycl[oys ysr-Tyr?- '?'rp- L)gs]-Abu-Qz/s -Thr-NH
2; BepShyyRaphddifrvel] Gy e e Eoedpe- T lor . 32.
The Dgpi-mﬂe@{lcl&[@b-ml%@@Do‘ﬁ@)eDﬁany%W Q-@Q*—WNHZ, anal ogue
conprises a conpound™ accor di ntho the Tornmula of.

Do p RopPhas(®pp) P TxylaTatcygle LGyl ryalrpyys Bs CysHHr-Nig .
or j I o0y 3

The DoRP LN PRE B R A AR R G R IR PR e
c onpop2-&3.ys(DopRpoBiredcyc mECysr T mgDTp-IyseTHrdysl1Thr-ISHs; or
Dop2-Lvs(Dop2): - JYr - DDab- Ar g- Phe- Phe- DTr p- L
s- Th Piﬁ%ﬁ‘éﬁ“%c%&%%%t%’os&ﬁ%&he%o PCT/ u%2004/ 010891 b
Dop2- Tyr - cycl o[ DDab- Ar g- Phe- Phe- DTr p- Lys- Thr - Phe], or
C R AR R e R et
t her@otdingt.the'Yorilhot of eliciting both a dopam ne
o P st PRED PR sy B TSR LB LBy RSPy Dor2-
sai gh po)-GRIICYSBE-D B IyRAVURTYsNPhi RHS @ d subj ect

an effective anount_of a chineric anal gﬂge of the

i nv&ep2-SFhe-wrdeypr3 B Taprlaest T Coddihgdti-c onpri ses a

CONRQHMthaBGHRAIH) de8eptB1d B8 thefdf MUl & of Formula (1),
(rrys Cren)y, (rvy, “(v), (vi) (vi), (virn), (1xy, or
(X); or a pharmaceutically acceptable salt thereof, a
Sonpbemdthad obeleinnp. wherginssith chimenganglogispompoiens eicomppuynd
acc of, or internediate conpound
(3)3&2}2‘3%??’%%&’"%‘%){’9 (18), (21), (24), or (27); or an
or g&op2-Lys(Dop)el Gard Tyrsatlo] Gylsiye df Lrp-Ayst Abir€lye]- Bhrsisi 2t
effecgi ve anmouynt i sttbpe Amount effective to elicit

bot AP aralgﬁ%% né’acFeé’caeﬁtsgr ggrgé)rii st effect and a

somatostatin receptor agonist effect in said subject.
erein _said chi.

. Jhe hod of ,cl ai m 34 h [
3B e R AT BLeT a e B A eis P TR compound
f or atdoadifd to the formula of:

Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHy; or

a pharmaceutically acceptable salt thereof.

32. The method of claim 29, wherein said chimeric analogue comprises a compound
according to the formula of:
Dop2-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH;.or

a pharmaceutically acceptable salt thereof.
33. The method of claim 27, wherein said chimeric analogue comprises a compound

according to the formula of:

Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
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Dop2- DPhe- Doc- DPhe-cycl o [ Cys- 3l Tyr - DTr p- Lys- Val - Cys]
-Thr-NH2, Dop2- DPhe- Doc- DPhe-cycl o

WO By8/0B4Tyr ( Dop2) - DTr p- Lys-Val - Cys] - Thr-NH2, PCT/US2004/010891
Ac- Lys(Dop2) - DTyr - DTyr-cycl o
[ Cys- Tyr- DTr p- Lys- Abu- Cys] - Thr-NH2,

ﬁ?: ﬁﬁéiﬁ%%‘j[Bmﬁ:&g-‘i’hé’-ﬁ’ﬁ%’-ﬁ’[ﬁi-ﬂyg.TQTf@],loys- Thr-Cys]-T
DODWMYOP%GWHDQYQ* - BRAlPLrbys-Og - ThRBZWEY-NH,; or

ys- Abu- Cys] - Thr - NH2,
Dop P gc‘%}élg 1%[ %%t#ye Sagﬁ{epeo 'ys- Abu- Cys] - Thr - NH2,
Dop2- DPhe- cycl o[Q/s 3l Tyr - DTrp Lys- Thr - Cys] - Thr - NH2,

BﬂNésztﬁg ipZeI%lgglgg II%%%Q d%B%/rJ 1%?e_cc-erﬁ%r_alggﬁigt_elf%gt_aﬁg %_S(%g’t]oét;c?n

[ Cy Sec'é'p'tbr @Bﬁi@t éﬁkﬁt ﬂh&u@cﬂ]ln nekl thebdd?, wherein said method comprises

édl%t(}n? Eg %y@%g Cl 0 oRH?f a chimeric analogue of the
5)0 P Zrvihtic( Qﬁ&&)n s@ﬁdféhﬁ{eﬁu Snalygue L3N Pridey & chapoad Stcofdihg fhe

D’op@rﬁ’&‘?(‘lﬁopS) DPhe- cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Th
I - NEymula (I) (II (II &%(IV)é(YI_) MEDOVH (VIII) (IX), or (X)I, orqa/ p}iarn_?_ellqceutlcally

(W

Dop2- DPhe- Tr p- Lys- Va
Nmaccpn@bwlmer&p 91490 PCT/ U82004/ 010891

%’og%' #ﬁ?étﬁ@@@m@ﬁé’ o c@ﬁﬁﬁ??éfrﬁi }ﬁkﬁya%elﬁlclﬂ}'; a@gﬁtﬁ)b'lé'é(ﬁftﬁaédf; or
?ﬁpm‘fﬁwdm@m@mﬁ% (@1 @ DY) A1y 21DTR4), ry@DTbr anGyrgdnic or
[
DopZ2- ?amc(%lcgt}f)reoﬁﬁﬁe cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys]
- Thwhbidis sa effectileanonaids the(aaiohlyt cdifectopttablicit to#ll 4 dopamine
t her eof of clai

. Wh i n.sai. ]
e R et fel T P r et DieRntY aatis sl iR g spiget

the fornul a of

g? p%ﬁ% Xﬁ}‘l@Dg p%%} WBTP{%m sa1¥i Clhlol'l[le%(/: analgéuel?:-gn nse% a compou%é

DLyaédaaﬁegto&u@foﬂ{lﬂ?deTyr DTr p- Lys- Abu- Q/S] Thr NH2i  or
DPhe- cycl g Q/s 3| Tyr-DTr
Dok P Doc Dty O B P Al GHY Tt

t heD%gﬁapﬁ@-nom@h%wefty@fsmlr@)d@sz)'ﬂﬁmm)esr Chic it NI,

chi meri ¢ _anal ogue conprises npound " accordin
t he Acditiap2 P Lyr-DTyr- cyclo[Cys-Tyr DTrp Lys-Abu-Cys]-Thr-

o) R D S P B The e e -

t he Pop$-DP3g-cyclol€ysrdyhBdrrokyseAbii-aydolhr#er ei n sai d

o1 5 ALALIGS: SOMBTh3E5, Ao e n 2000 1 N0 Lo

Do p Dopb-¥hopdy[Cyy-dyoDOpsEyAbBTyg-ThyNtBpu- Cys] - Thr - NH

2} Yop2-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NHj,
Dop2-Lys(Dop2)-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-Lys(Dop5)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHj,
Dop2-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,

126



a pharmaceutically acceptable salt thereof. 39. The

nmet hod of claim 36, wherein said chineric anal ogue
weowpinyees a conmpound according to the fornul BCDUSI004/010891

opt - DPhe-cycl o [ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] - Thr- NH2,

or a pharmaceutically acceptable salt thereof. 40.

The UBB@JE%tD@f)Z)Qb"P&rED"ﬁﬁmy% ﬁal%BTTﬁflb’?rﬁgf}ifsgf?&nﬁs]aﬂﬁlmu €

to a of

CO |SeS a Co ou accor
oD Sy 501903 TPy Tio gy SEees s, el Py op- Ly
Dopd 0%5 ;ﬁ%s@opf-m%e IOl -3 ye DIypeLys; T Gyl Th NI o

Dop 2 pbfyacedtigal y@a@ptazogpcshbpte@pg 3Pal - DTr p- Lys- Dcys] - Thr
(Bzl)-Tyr-NH2; or a pharmaceutically acceptable salt
t hereof. 127 WO 2004/ 091490 PCT/ US2004/ 010891 41. A
Bha mmmt]nbd ofdlaiondtp whértemmmdcndmmhncahﬂggmmombﬁmbicmapound

Ul B SRR 750 1,70 15, e, Tor o

(VI Uoi)Z le(n))pzl)qmngyr@ycla[@hawmeM ,'ysabié Yys]- Pn-Nlliz , Dop2-

acc e..sa e C oun rdin oclaim
a(g)oﬁ?w) ﬁ%&%ﬁ%%ﬁé{é%t@ﬁf@@ﬁ ’Otrhgr eof ; or

l nt efomadjpﬁwyaqmpwn@rbﬁ}p LyEThr-CsDThr-&Eg bor  (18)

(21),.(24), or an organic or inorganic salt
theP@Béf“naPer‘lmﬁauéfﬁﬁ‘fql?ﬁ@@l%]it @5]“’108 acceptabl e carrier,
wherein said effective amount is the anopunt effect ive

89, §hé flethod oFARAI) G hEERSRIRhinRIR Qhﬁ&gtﬁfct) gﬁseg b c@mpound
somatostatin receptor agonist effect or b

subPQé@tdmgwtoﬁI@efQHmHéP%of 42. The phar rraceutl cal

com it&aﬁoﬁ% ﬁ%gcwgysgﬂ g&gé g?, FR AR - NE2;

for mhmteuﬂcamwpzce@t@hbsmdw@@ﬁe cyclo

[ Cys- 3l Tyr-DTrp-Lys-Val - Cys] - Thr-NH2,

Dop2- DPhe- Doc- DPhe- cycl o

B&y $hamethnd Bbquﬁ)n- I6] wherkipsaidahinieyis lanal ddue-cdigrises a compound

- DT r-cyclo
[Qx%g%ﬁ?og%?lbe “I%B c,y>s/] - Thr - NH2,
A% " va%@&g?bpﬁ%em}ﬁmlﬁr{m-ﬁb—mﬁ@ﬂ- PhilyHy; Bhr - Cy's]
- Thr - : - e-Ccyc
[ Oy & PhosRR R pEeRBE S e - i,
Dop4- DPhe- cycl o[C,ys Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
p5 DPhe- cycl q[ - Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
Bop3hemedod Hrele sWé?Wﬁalé?hwﬁgnW@@pmpﬁasmzound

according to the formula of
Dop2-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,.or

a pharmaceutically acceptable salt thereof.

40. The method of claim 34, wherein said chimeric analogue comprises a compound
according to the formula of:
Dop2-Lys(Dop2)-DTyr-Tyz-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NHj; or

a pharmaceutically acceptable salt thereof.
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Dop2- Lys( Dop2) - DPhe-cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys] - Th
r- NH2, Dop2-Lys(Dop2)-cyclo [Cys-Tyr-DTrp-Lys-Abu- Cys]

WO TiorANHI PCT/US2004/010891
Dop2- Lys(Dop2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
S]-Thr-NH2, Dop2-DLys(Dop2)-cyclo
[ Cys- Tyr-DTr p- Lys- Abu- Cys] - Thr- NH2,

Dop5- Lys( Dop5) - DPhe-cycl o s- Tyr - DTr p- Lys- Abu- Cys] - Th

i .&Hmhgrn&mggiczgm@@pegi@grbcon[lp%ing al){ effectivg amgunt ofa ccgn/pcgund

[ Cys: Ia%ﬁ%%ﬁlﬁ) -Lys-Val - Cys] - Thr-NH2,

Dopgqc%dg%%ép ) - y%-{)%Tyr -cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr -

Cy sFerfitwla (AL, (IID), (IV), (V), (VI) (VID), (VIII), (IX), or (X); or a pharmaceutically

DODg‘i_ﬁL lggﬁgt}léljggpe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] -
Thr - , or ’

Do Ea c@hy@@%@)diﬁ@b@lahydap@r@mlaﬂma'ﬁmmﬁr qgletgt:ﬁ)li:r $alt-thyrsdf; or
- Thr - NH2i.. [ .

¢ neriaret S songrBagH, RS (R 0eE5 08 is8a 0 olps oramip o
phainseeeistshle theredfinposi ti on of claim 42, wherein said

chi peric anal e conpr.i ses a conpound_.accordi ng .t
th egyfe aoli’}ﬁ‘HP%FeBt? Hy acceptable cangler, w‘l;lerglrrJl 'salg effgctl%e amoul% is t%e amount

D]o pfgl_flféeﬁilf_n M%% agayd&niﬁg YEertotGh it f a BhdlodatBr rédyto ) gonist
s|-1nar- v, HOPL- .

DLy &ffess pohatiz ipq ypiegidn w55d.thereed. | ys- Abu- Oys] - Thr- NH2i  or
Dop2- DPhe- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2. or

a pharmaceutically acceptable salt thereof. 44. The

Bhalhapkagmpcenticat eppnosition ehclaim 4. ahereaidghincsicpnalggus

chi j ' und according to
t he o#rﬁsg?ﬂ@%@?ﬂﬁd adcBiitlg 6 e BronHAB g

Do p Rop3-DPebRy-Db gy ¢mifiys-Syksir-df 1y-4.y Fyal-Ofsl prhiydAbu- Cy

s] - 5 : r | > tahle.1salt 1.

¢ he Pog DDl RS RERY L bk oo 2EBTRLAL SOl T

43, Amﬁeis@)QpZEBIFyir-Biﬁjfm@nL@Cmﬁhd@ﬁp-l}ysdi’opr@)sbthaNHz,

CONMRQ c t e.for a. o

Do Bt eGP PR el S atny Ba L e s T A e -

2; DopaDPhacyomdCys-TeabDlp-bByscalpt-Gid|ahs-dH, t her eof . 46.

The_ph ceutical conposjtion qf aim 43, wherein

sai OB%ED%E?'F%Cﬁ‘é{ﬁﬁ?'g&iﬂﬁlrpéwl?‘gggs]gﬂhﬁ%\%ound accordi ng

to Dlags-mhéndy@o[@&s-TﬁoDern?ﬁechys}-Thr-NHz,

[ Cys- 3l Bg)r -DTrp-Lys-Thr-Cys] -Thr-NH2. or a

phaPRBetltr- sl y e Bepapp-Ly s T CywdPEdi, 47, The

ph_amamys(beﬁi)-mmabmﬁnrﬁfnm@_«,gnA%Cywmﬁlefunz,sal d

~chinmeric” anal ogue conprises a cofpound according to

{ he Dop?-isRoBR)-cyc B3Iy o2y ADRERSITY-Nia | o

[ DDpfRp AT G(B352) R By I FiR=c b M [CHRI Ty EBkp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-Lys(Dop5)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHp,
Dop2-DPhe-cyclo[Cys-3ITyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH;, or
Dop2-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH;; or

a pharmaceutically acceptable salt thereof.
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Dop2- Tyr - cycl o[ DDab- Ar g- Phe- Phe- DTr p- Lys- Thr - Phe], or
Dop2- DTyr - DTyr - Caeg- cycl o[ DCys- 3Pal - DTr p- Lys- Dcys] - Thr
W@ Bokpothiyr - NH2; or a pharmaceutically accept abtBUSHDL/010891
thereof. 48. A nethod of treating a di sease or
condi t| on in a subject, said nmethod conprising
? ﬁa@ﬁlhgbqtléa@c&?ﬂdg1t§ﬂ ) mareﬁps%f&dhﬁﬁéﬁcyanalogucf
ect ve amount a chimeric analog, wherein sa
chi remprisesnadroppuod agsoidissto shecformdup® according to the

L B2 AR AR P AR o

(VI DI)}’S(HOPWQYCMCB(SWYY- ypiddn s & bi-NHb;| oy

acc ding to claim
?’%P'ESJPE‘% ?i@éh@g% égep a"f)sﬁe siaﬁ{zotrher eof, or

Dopﬁpmﬁhﬁeémea@l%heepcajotdwltﬂ@mf 3l Tyr - DTr p- Lys- Val - C,ys]

- Thr - NH2, Dop2 DPhe- Doc- DPhe- cycl o

- 31 Tyr 2 DTr Lys- \al r-NH2, .
A8 Tyepeasphes ool 9 ey g ISt priomionyss)
-Th Eorh%?ﬂses a %n@uﬁé adoRfing tbRefofydh Gf
[ Cys- 3]l Tyr-DTrp-Ly
Do REb Y BOpOa P TR TAG Iy Ly RAp-Chel Thr-NFL
Dop4 RGeS dcbpliblysart Bibrdef Ly s- Abu- Cys] - Thr - NH2,
Dop5- DPhe-cycl 0 [ Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2,
Dop2- DPhe- cycl o[ Cys- 31 Tyr - DTr p- Lys- Thr - Cys] - Thr - NH2

Q@p %é*?‘%%@%&% ?E mah 9% Q¥id 4 WhB il SN B e D

cyc 0
[ qsomrgmsempgnmusd ﬁmr@ﬁtp therforogp of:

[ Q’S %W{ﬁ?k&@sﬁ;«%‘@ S K- Cysl-Thr-NH; or

Do p 2 phlrys ¢ ditipd)y-acyaptab]eGals theyaof. DTr p- Lys Abu- Cys] - Thr-NH

2, Dop5-Lys(Dopb5)-DPhe-cyclo

[ Cys- Tyr- DTr p- Lys- Abu- Cys] -Thr-NH2, Dop2-DPhe-cycl o

[46y S‘thH’aﬁhédBOﬁ&) eddpasitioy o élai:m 43y siherefbhsaidNiHBneric analogue

Dop2- 2 r- DTyr - cyc

L Gommiyr & s ecop Izgéy?}e forppyia R,

mpbobywm@?&o[WMI L ShBC Y PhEN ok y S- Thr - Cys]
Thr - NH2, 2 - DPhe-cycl o

[ojgpéqﬂrweu@wh aﬁs@t Fﬁsa T hr - NH2,

Dop2- Lys( Dop2) - DTyr - Tyr - cycl o[ DDab- Ar g- Phe- Phe- DTr p- Ly

s- Thr - Phe

Bdpd. hwhar%lwafwomgn pheaiphl, whessin spidl chiperiorpaplogusy

DOp%oxP%:Hsres Pg&ﬁpogﬁg QCCBY&ﬁgoc[) Srftabs: DT p- Lys- Deys] - Thr

phar maceutically acceptabl e salt

t heD@QZ*LdeopﬂtléTmmr-&y@o@Dﬁbm@h@ﬂe_m Lyg-Thy-Phe],
(14h0p8 55 cycidBbab 428 Phe-Phe-DF-1 yLimFhePogani ¢ or

Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NH,; or

a pharmaceutically acceptable salt thereof.
48. A method of treating a disease or condition in a subject, said method comprising

administering to said subject a therapeutically effective amount of a chimeric analog,

wherein said chimeric analog comprises a compound according to the formula of:
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inorganic salt thereof; and wherein said disease or

di sorder is selected fromthe list consisting of a
woewroergocri ne tunor; a vascul ar di sease; a CPCIES100vVE10891

ti ssue disease; an imune disease; a disorder of the

gastrointestinal tract, pancreas, kidney, or liver; a

et abehils (1Y i(E)g as8, (W3 0V VG2 00HY, 09H I@X), or (X); or a pharmaceuticall
PCT/ US2004/ 010891 a cachexi a; cancer or g:%unﬁ? of y

t he 2¢5GAgble 3lbBe®oh prost ate, 1iver, thyroid, blood; a
nus g Ubapkml atcdkdiflt RUHR12; & a%ﬁhﬁacgdtﬁ;gﬂ}dﬁfcéﬁ)tﬁﬁg fa>1/t thereof;, or

opi oi d overdose; and wherein said therapeutlca

ef f Bop?PehediseiPhesyelpiCysdblmDlspaeiVal-€ysleThrdNESt  sai d
dis e oS PHE v i LS H Tt Pys- VR edof
cl o R R b b e VMG TR

neuAsdrd@or2 B Tyi-Dikpr-cysio[ €yl yii D TrptlasiAbuslys]-TheNHgt hod

f ql g i ' j f th
o SRS At S RSP RE e iRkl L e
of ©lop3-MPEEcyold|Ey e Iir-Ditep-Cysnalbt-Cos)-Thk-NEhi d
ACT [ ' ushi ng' [ . 52. Th
ot HSR-P HEPATRACHT el S Bl a S Rdoc i me ¢ umor
og UOﬁS-DiPhﬂEﬁoM[ﬁgé—TyﬁDTﬁfégyﬁ-ﬂm%dﬂOyﬂlm Iqumz,odugi ng tum]pr.
53. T t ho i erein _the condition o
saiEogiggﬁﬁcﬂ%ﬂﬁﬁﬁé{ﬁ?gh@@FﬁﬁTh%GW%ﬂthﬁkcronegaly.
54. DﬁﬁgLygbbpg-Mhedyabpﬁ%wm.g' SLASRICYs]-Thr-NH,
neuroendocrine tunpr of the pituitary is a
pr oPad-LisPeedues AP Tt ys-Ahe-Gysk RgdNi% ¢l ai m 54,
Wh . i . ] 4 i1 REpdLic]

P A e L A R R SR USSR S

whePephDEgs(BopdpyeleHeschyit AR rp-direrAbafCyshBgNHui t ary i s
hY PBGLRS-Y @BbHI)EIBHR:cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHs,
Dop2-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NHj,
Dop2-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Deys]-Thr(Bzl)-Tyr-NH,; or
a pharmaceutically acceptable salt thereof; or
intermediate compound (3), (6), (11), (14), (18), (21), (24), or (27); or an organic or
inorganic salt thereof; and
wherein said disease or disorder is selected from the list consisting of
a neuroendocrine tumor;
a vascular disease;
a connective tissue disease;
an immune disease;
a disorder of the gastrointestinal tract, pancreas, kidney, or liver;

a metabolic disease;
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131 WD 2004/ 091490 PCT/ US2004/010891 57. The nethod
of claim49, wherein said neuroendocrine tunor of the
w@edaowioorsy is thyroid stinulating hornone (TSPT/US2004/010891
secreting tunor. 58. The nethod of claim49, wherein
said neur oendocrine tunor of the pituitary is
"noglhdiekihoni ng” pituitary adenoma. 59. The nethod of
claim49, wherein said neuroendocrine tumor of the

pi t gpncar §f & tamonfribrivng dpraroprastatsdiver Hiyroidi ertl of ¢l ai m
48, Whek 6£:Egpdgﬁﬂ&pendocrlne tunor is carcinoid
ungr q t he n% hod of claim 60, wherein said

car@mmmcdwm@mnan¢auses carcinoid syndrone. 62. The

net 8, wherein said neuroendocrine tunor
%§§g§£g&%%%Qh£3_ The met hod of claim 48, wherein

s a| dvhaeur saeiwcrapautieallylﬁtﬁmtivieammlid; the eibuntgffgctive to treat said

i homa, t.hod of claim48, wherein said

neuf bERaGLs PRl T RERE )t o i
neu “hyroid medul lary carci noma
65. The net hod of cla|n148 wherein said

uroendocr i i.s. VI Poma. 6.. The net hod of
AP i Hsthoq B arh TS e S ERisGRaRe e B P aeuroondocrine
I NS Wnhd¥Qthe pliditaryhe met hod of claim 48, wherein the
di sorder of said vascul ar disease is inappropriate
angi ogenesis. 68. The nethod of claim48, wherein the
d0S AheglethBl oBélhih ¥R ShLIR safdl REASKIdeSnd BRLEHORE 1tu1taﬁ19is an
The nethod of claim48, wherein the disorder of sa
vas & TEFreluErg®mos et i nopathy. 70. The nmethod of
claim69, wherein said retinopathy is diabetic
reti nopathy. 132 WO 2004/ 091490 PCT/ US2004/010891 71
Phe Themethdd of clainaftrvdeteinthecaidition af shid CTHeapadurng tamor is
pro etinopathy. 72. The nethod of claim 69,
mhek%?ﬁ&g gé?%tlnopathy i s macul ar degeneration. 73.
The nethod of claim 72, wherein said nacular

P THE eRonOBr B e AR B LERRER Ao b enlt

dlSgﬁﬁﬁhh@mﬁﬂépﬁﬂd@ﬁ@ﬁmmr75 The nethod of cl aim 48,
wherein said i nmune di sease is rheumatoid arthritis.
76. The nmet hod of claim48, wherein said i mune

@B s gas meihdd bNélhidh IR Wherin e conditen BEéDgoth Kdrab#e F8ducing
wherein.said i ne disease is fibrosis. 78. The
netﬂﬁ?ﬁﬁaqﬁqﬁém%8, wherein said i mune di sease is

G aves' opt hal nopat hy.

54. The method of claim 49, wherein said neuroendocrine tumor of the pituitary is a

prolactin-producing tumor.

55. The method of claim 54, wherein the condition of said prolactin-producing tumor is a

prolactinoma.

56. The method of claim 49, wherein said neuroendocrine tumor of the pituitary is

hyperprolactinemia.
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79. The nethod of claim48, wherein said i mune

di sease is allograft rejection. 80. The nethod of
w@b@itnv8) wherein said disorder of the PCT/US2004/010891

gastrointestinal tract conprises gastric acid

secretion, peptic ulcers, inflamatory bowel disease

Y BPhe m@fho&i bPEILIBEM, whrbin sﬂ&%eﬁ%f:ﬁ&gnﬁ tufnbbfthSPituitary is thyroid

wherein said IBDis irritable bowel syndrone or

O obrmwlating hoemere, (T8H) seprréingduasd of cl ai m 48, wherein

sai d netabolic disease conprises hyperlipidem a,

insulin resistance, Syndronme X, obesity, diabetes, or

a8diThberthed pbtlaimeA?, whereliseid ig@roeroerinmstumoriofithe pifvitary is

82,“mh re rel ated di sease conpri ses

di ab&t h°m%§4gm Q&; ?bbetlc neur opat hy, di abetic

retlnopathy or gastropareS|s 133 WO 2004/ 091490

R 004/ 010891 od, of. cl

35 aheaeiet PR 40, M B RindPioSinCr e atEly S "
or gedadafidpitonachexi a. 85. The net hod of any of clains
58 to 84, wherein said chineric anal og conprises a
SSTR-1 agoni st and a dopam ne receptor agonist; or a
BhaTHRRikbE 6ftlhih 48; GBBYeRlhEncufhlodine bRer is Binoldfmor.
met hod of claim 85, wherein said chineric anal og
further conprises a SSTR-2 agonist. 87. The nethod of
G airi %tho%%l@ih%(ﬁ HhekefmbhiiRhichoR @hBHcdusdsiciRinoid syndrome.
conprises a SSTR-3 agonist. 88. The nmethod of claim
86 wherein said chinmeric anal og further conprises a
32 JodeRRRt him 5 ungich AR elor AR R EhE
agoni st. 90. The method of claim86, wherein said

é? ﬁ%}{en%ﬂlng{i' ﬁi‘ %&n{ 4}82 :ﬁg{g{emgsgm m}l}l’é?lzdogn&%go? ﬁ sﬁlgﬁ’ Eélisfung
anakarginbmat her conprises a SSTR-5 agoni st. 92. The
met hod of claim 88, wherein said chineric anal og
further conprises a SSTR-5 agonist. 93. The nethod of
#ny Taé methad BB cldith 48) wldreinshdmeuoeshcnchmoetsitityreid aedgllary
conprises a SSTR-2 agoni st and a dopani ne receptor
agofif§P°™Mdgy a phar maceutical |y acceptable salt

t her eof .

65. The method of claim 48, wherein said neuroendocrine tumor is VIPoma.
66. The method of claim 48, wherein said neuroendocrine tumor is insulinoma.

67. The method of claim 48, wherein the disorder of said vascular disease is inappropriate

angiogenesis.
68. The method of claim 48, wherein the disorder of said vascular disease is restenosis.
69. The method of claim 48, wherein the disorder of said vascular disease is retinopathy.

70. The method of claim 69, wherein said retinopathy is diabetic retinopathy.

132



134 WO 2004/ 091490 PCT/ US2004/010891 94. The nmet hod
of claim93, wherein said chineric analog further
weowpnyees a SSTR-5 agonist. 95. The net hod oPCHI2004/010891

clainms 48 to 84, wherein said chineric anal og

conprises a SSTR-3 agoni st and a dopani ne receptor
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thereof. 96. The nmethod of any of clains 48 to 84,
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(VIII) (IX) or (X); orapharrraceutlcally
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%\Q/s Tyr - DTr p- Lys- Abu- Cys] - Thr-NH2,
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Dop2- DPhe- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr- Cys] - Thr- NH2
2R.p2hd methdb plaibP8ewhsrein chi@ymmiuye difhsgis IGravedlapti@sdpaiily.
r- NH2,
Dop2- Lys(Dop2) - cycl o] Cys- Tyr - DTr p- Lys- Abu- Cys] - Thr - NH2
79. The method of claim 48, wherein said immune disease is allograft rejection.
Dop2- Lys(Dop2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cy
s]-Thr-NH2, Dop2-DLys(Dop2)-cyclo
BE&Y $he'; 1’115&153_ bRc14iSA8 AR Herby $did dikBFdeNs2he gastrointestinal tract comprises
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[ Cy gqswrac@sleﬁe‘t% PORiG ubggs] 1m‘flhr|nmRﬁ.q2y bowel disease (IBD), or diarrhea.
Dop2- DPhe- cycl o[ Cys- 3l Tyr ( Dop2) - DTr p- Lys- Val - Cys] - Thr -

NH2,
BbpFhq ypethpsbpbolaimd0y wiyrgip sgid dBBiOystable bowelmynrdsome er Gigpn’s
Oyskndhs - NH2, 135

82. The method of claim 48, wherein said metabolic disease comprises hyperlipidemia,

insulin resistance, Syndrome X, obesity, diabetes, or a diabetes-related disease.

83. The method of claim 82, wherein said diabetes-related disease comprises diabetic

nephropathy, diabetic neuropathy, diabetic retinopathy, or gastroparesis.
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Dop2- DLys( Dop2) - DPhe- cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr - Cys]
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agonist. 99. The met hod of claim 98, wherein said
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ggn& there vvherel n sai d nethod rises
e Betbpy Abclpm %,Sawaergwrlééhm&n@ﬁ@% PICRMpyises a SSTR-3
ef f ggdnisye amount of a chimeric anal og, wherein said
chimeric anal og conprises a conpound according to the
formula of: Formula (1), (Il), (III) (IV) (V), (M)
&Y fThe m@t\}{bél b? claifr! 8%) whbinGXH chiMer@ a &n‘bﬁgéﬁ SSTR-3
acceptabl e salt thereof; a conpoun accor ng-to
12; aggmish phar maceut i cal I y acceptable salt ther eof ; or
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hr-NH2, Dop2- DPhe- Doc- DPhe-cycl o
BLy $heaingthod Dogdim DT wherkipsaidahin@yis hnal dhfurthid2omprises a SSTR-5
Ac- %’0% p2) - DTyr - DTyr - cycl o[ Cys- Tyr - DTr p- Lys- Abu- Cys]
-Thr Ac- DLys( Dop2) - DPhe-cycl o
[ Cys- 3l Tyr-DTrp Lys- Thr-Cys] -Thr-NH2,

DPh I -Lys Thr - NH2, t
P T e S S PP Vi st s AT pambrg @ SSTR-S
DopygoBBhe cycl o [ Cys-Tyr-DTr p- Lys- Abu- Cys] - Thr - NH2,
Dop2- DPhe-cycl o[ Cys- 3l Tyr - DTr p- Lys- Thr- Cys] - Thr - NH2 ,
Dop2- Lys( Dop2) - DPhe-cycl o
b Ly Shelmbthbdl 6idih87 W HerbM $did Iﬁﬁﬁe%mal(;ggﬁrtﬂ@ c%&%ée@ 214885

PCT/ US2004/ 010891
agonist.

92. The method of claim 88, wherein said chimeric analog further comprises a SSTR-5

agonist.

93. The method of any of claims 48 to 84, wherein said chimeric analog comprises a
SSTR-2 agonist and a dopamine receptor agonist; or a pharmaceutically acceptable
salt thereof.
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Dop2- Lys(Dop2) - DTyr - Tyr - cycl o[ DDab- Ar g- Phe- Phe- DTr p- Ly
s- Thr - Phe],

[OgD a*hgh{eﬂﬁm%'f abyiabink 48 1382); Whareidbail chivterid Bhaléh@lmpriRés a
Dop2- DTyr - DTyr - Caeg- cycl of DC,ys 3Pal - DTr p-Lys- DC){S ]-Thr

( BzISSTRy% agqrist andr Pﬁﬁ%‘? FRECIRIDE 320RiSY, g %\eltaélﬁe%vfé Iy gpqeptable
t hergPerc®f | Nternedi ate conpound (3), (6), (11),

(14), (18), (21), (24), or (27); or an organic or
inorganic salt thereof; and wherein said

td’-ye U@Hl%fﬁ%& Sﬁt!réaﬁnggécr&ﬁég‘a n% Bt 1111 Recll Iﬁfer%ﬁrg’gﬁé}em said method

effective to | prolactinéma 1 n sal
101 cFhprises tfmihistering tasapd sm@ﬁ,ct athempduticallyieffecthiermamoiunt of a
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SST% ormula %S”HI? Im) 1&\0 (V), (VD) (VID), (VIII), (IX), or (X); or a pharmaceutically
acceptable salt thereof;
a compound according to claim 12; or a pharmaceutically acceptable salt thereof; or
Dop2-DPhe-Doc-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-DPhe-Doc-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Ac-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH;,
Ac-DLys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop3-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHj,
Dop4-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH; ,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH;,
Dop2-Lys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH;,
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-Lys(Dop5)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHz,
Dop2-DPhe-cyclo[Cys-3ITyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
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98.

99.

Dop2-Lys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-DLys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NHo,,
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NH,; or
a pharmaceutically acceptable salt thereof; or

intermediate compound (3), (6), (11), (14), (18), (21), (24), or (27) Or an organic or
inorganic salt thereof; and

wherein said therapeutically effective amount is the amount effective to treat

acromegaly in said patient.

The method of claim 97, wherein said chimeric analog comprises a SSTR-5 agonist

and a dopamine receptor agonist.

The method of claim 98, wherein said chimeric analog further comprises a SSTR-2

agonist.

100.A method of treating prolactinemia in a subject in need thereof, wherein said method

comprises administering to said subject a therapeutically effective amount of a
chimeric analog, wherein said chimeric analog comprises a compound according to
the formula of:

Formula (1), (IT), (1), (IV), (V), (VD) (VID), (VIID), (IX), or (X); or a pharmaceutically

‘ acceptable salt thereof;

a compound according to claim 12; or a pharmaceutically acceptable salt thereof; or
Dop2-DPhe-Doc-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Val-Cys]-Thr-NH,,
Dop2-DPhe-Doc-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NH,,
Ac-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH;,
Ac-DLys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NHj,
Dop3-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHj,

Dop4-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHj,

Dop5-DPhe-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHj,

Dop2-DPhe-cyclo[ Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH;,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
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Dop2-Lys(Dop2)-cyclo[ Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop2-DLys(Dop2)-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NH,,
Dop5-Lys(Dop5)-DPhe-cyclo[Cys-Tyr-DTrp-Lys-Abu-Cys]-Thr-NHo,
Dop2-DPhe-cyclo[Cys-31Tyr(Dop2)-DTrp-Lys-Val-Cys]-Thr-NHp,
Dop2-Lys(Dop2)-DTyr-DTyr-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DPhe-cyclo[Cys-31Tyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-DLys(Dop2)-DPhe-cyclo[Cys-3ITyr-DTrp-Lys-Thr-Cys]-Thr-NH,,
Dop2-Lys(Dop2)-DTyr-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe],
Dop2-Tyr-cyclo[DDab-Arg-Phe-Phe-DTrp-Lys-Thr-Phe], or
Dop2-DTyr-DTyr-Caeg-cyclo[DCys-3Pal-DTrp-Lys-Dcys]-Thr(Bzl)-Tyr-NH;; or
a pharmaceutically acceptable salt thereof; or

intermediate compound (3), (6), (11), (14), (18), (21), (24), or (27); or an organic or
inorganic salt thereof, and

wherein said therapeutically effective amount is the amount effective to treat

prolactinemia in said patient.

101.The method of claim 100, wherein said chimeric analog comprises a SSTR-5 agonist

and a dopamine receptor agonist.

102.The method of claim 101, wherein said chimeric analog further comprises a SSTR-2

agonist.
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