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US. Patent Application Publication No. 2003/0064984 discloses conjugates of
cytotoxic analogs of CC-1065 and the duocarmycins with cleavable linker arms and a
targeting agent such as an antibody or a peptide. The cytotoxic analogs are indicated to be

released upon cleavage of the linker.
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cytotoxic moieties. Such cancers include, but are not limited to, neuroendocrine tumors (e.g.,
carcinoid tumors, neuroblastomas, gastrinomas, insulinomas, medullary thyroid cancers or
merckel cell tumors), breast cancer carcinomas, lymphomas (Hodgkin's and non-
Hodgkin’s), leukemias, small cell lung cancers (SCLC), hepatomas, melanomas and renal
carcinomas, all of which are known to exhibit increased levels of somatostatin type-2

receptor (SSTR-2). Prostate carcinomas and sarcomas are exemplary types of cancer which
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The instant invention also provides cytotoxic peptide conjugates useful for treating

angiogenic and/or proliferative conditions. For example, the compounds of the invention

may remedy conditions associated with newly formed nascent blood vessels expressing high
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IA: A-B-CE (1A wherei nA-BRCiB canptothecin or a
derivative thereof; B is rvAm, rvAhp, rvAl a, rvAnc,
r' VAPRheled# 9, rvAsp, rvCha, rvDap(Z), rvQu, rvQy,
rvPhe, or rvVal or deleted; Cis Dl1-D2-D3-D4 wherein
D is gl ubéogmptatheeiziarpldedvativeltheresi; D2 is (Doc) m
wherein i ndepende for each occurrenc
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formula c(Cy _u@glgtggy%s?fcbqyﬁ%gei gci',ys) - A8-R wherein A2

i's Phe or del %2$§j(b0(:)m wherein m is, independently for each occurrence thereof,
4, 5 or 6 or [Peg]x wherein x is, independently for each occurrence
thereof, 0-100;
D3 is (Aepa)a wherein n is, independently for each occurrence thereof,
Oor1;and
D¢is D-Phe or Lys-D-Tyr-D-Tyr;
E is a somatostatin analog of the formula

¢(Cys-A2-A3-D-Trp-Lys-AS-Cys)-A8-R wherein
A? is Phe or deleted;
A3is Phe, 3-(I)Tyr or Tyr,
As is Abu, Thr or deleted;
A8 is Thr or deleted; and
R is NHz or OH;

or a pharmaceutically acceptable salt thereof.

A first embodiment of the first aspect of the invention features compounds of

Formula (IA) having a camptothecin moiety selected from the group consisting of:



A3 is Phe, 3-(I)Tyr or Tyr, A6 is Abu, Thr or

deleted; A8 is Thr or deleted; and R is NH2 or X
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enbodi nent of the first aspect of the invention

features conpo ds of Formula (IA) having a
sel ected fromthe group consisting
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of the canptothecin noiety to a second noiety, e.g., a
i nker or peptrde. A second enbodi nment of the first
aspect of ths |nvent on features conpounds according
to Fotnyla A) ket e e targeting noiety is native

‘ and/ or anal og t her eof

; Mo f ol | owi ng f or mul ae:

H Al a- Gly Cys-Lys- Asn- fhe) Phe- Tr p- Lys- Thr - Phe- Thr - Ser -

Cys-OH (Native SRIF) SEQIDNOl)

c(Cys-3-(1)Tyr-D Trp-Lys-Abu- Qys) - Thr- NH2 (SEQ I D

NO 2); c(Cys-Phe-Phe-D Trp-Lys-Thr-Cys)-NH2 (SEQ I D

NG 3) ; Jyr-D Trp-Lys- Abu- Cys) - Thr- NH2 ( SEQ

I D Ne. 4 N - eDiti cally acceptable salt

t her eo [ i#€ént of the first aspect of the
I nvemt g ¥y one of the follow ng
compounds: — 0~

Canpt ot heci n-rvd y- G ut'- ( Rpgerdin Like- Bashyd - el YE=-¢ (&Y $he3 above
-(1)Tyr-D-Trp-Lys-Abu- Cys)-Thr-NH2 (SEQ I D NO.

irGhenpets adhé @oinh -of v amehiuof (hBraingtothesinDndigty- {-ar %CO@C% Qpiety eg., a
lih&e!r)o-l-%gl:;n%ej-r p-Lys- Abu-

A second embodiment of the first aspect of the invention features compounds
according to Formula (IA) wherein the targeting moiety is native somatostatin or a fragment
and/or analog thereof according to any one of the following formulae:

H-Ala-Gly-Cys-Lys-Asn-Phe-Phe-Trp-Lys-Thr-Phe-Thr-Ser-Cys-OH (Native SRIF)
(SEQID NO:1);

¢(Cys-3-(I)Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:2);

¢(Cys-Phe-Phe-D-Trp-Lys-Thr-Cys)-NH: (SEQ ID NO:3); or

¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:4)
or a pharmaceutically acceptable salt thereof.

A third embodiment of the first aspect of the invention features any one of the
following compounds:

Camptothecin-rvGly-Glut-(Doc)s-Lys-D-Tyr-D-Tyr-c(Cys-3-(I) Tyr-D-Trp-Lys-Abu-
Cys)-Thr-NH: (SEQ ID NO:2);

Camptothecin—rley-Glut-(bDoc)4-Lys-D-Tyr-D-Tyr-c(Cys-3-(I)Tyr-D-Trp-Lys—Abu-
Cys)-Thr-NH2 (SEQ ID NO: 2);

Camptothecin—rley-Glut-(Doc)4-Lys-D-Tyr-D-Tyr—c(Cys-Phe-Phe-D-Tré-Lys-Thr—
Cys)-NH: (SEQ ID NO: 3);

Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);



q/s) Thr-NH2 (SEQ ID NO. 2);

t ot heci n-rv@ y-Qd ut-(Doc) 4-Lys-D Tyr-D- Tyr - s-P
wiignpya! ¥ 7rp-Lys-Thr- Cys)-NH2 (SEQ ID N0 3)! PCENSHz2179
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I p- LZsmptotheQyisy GRS uc-(Nbid)+- AGEDIPRe Qys Ay t-D-Hrp\k-Abu-Cys)-Thr-
2008/ 051421 PCT/ US2007/ 022179
I‘@nﬁﬁ%@lﬁ@NQﬂvG u Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

ot B R VATt R bRy gt G

NHY- kSED RONOY)S ) - Thr- NH2 (SEQ ID NGO 4);
Canpt ot heci n-rvDap %Z)wﬂ?uc- (Doc) 4- Aepa- D- Phe- c( Cys- Tyr -
D- Tr pamptothssin-rglPap(<) DQFEA@%QHF@C@S-W)-D-TW Lys-Abu-Cys)-

Tﬁa Eﬁ@ﬁb Cha Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
m& @Vss “Thr- NH2 (SEQ ID NO 4);
CanptahpReiebmVERLSRUDOL)AG Dm@a(@sﬁiy&mf@@sm @s) Thr-

r p- Lys- Abu- Cys) - Thr- NH2 (SEQ I D NG
NEENSEQLUIRND:);r vApn- Suc- ( Doc) 4- Aepa- DPhe c(Cys-Tyr-D-T

ot BERRLTR Y AT EaD RO o BHED s Ay o

I\fHPz dslé@lﬁb\@b@)ls) Thr- NH2 (SEQ ID NGO 4);

Canpt ot heci n-r vAl a- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

r p- LEsmplotheOpsy AphSuc-(IdR)+{ASEQD-PheN(Xys4))y;r-D-Trp-Lys-Abu-Cys)-Thr-
nﬁtét heci n rvVval - Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

Nhy. S &s)-Thr- NH2 (SEQ ID NO 4);

?%E% @)@}{_e_?_mgyﬁlkﬁ é&o@ S /A%p@o@ﬂ@cﬁ;(@ﬁ; TY-Ly ABRCHsY-Thr-

NERMPEQ D BIC: H); r vVANC- Suc ( Doc) 4 Aepa D- Phe-cycl o( Cys- Tyr
-DTrp-LsAbu Thr -
Canpt8tA &*}eﬁmrr\‘i&/?pg ugioq) 136%5 dgxéﬁa@w ﬁ}ﬁ'éDc"'szL&‘( -Ghe Sy Thr-
NER BEOTBYRO/AU- OYS) - Thr -
Camptothecin-rvVal-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-Glut-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:
(SEQID NO: 4);
Camptothecin-rvAnc-Suc-(Doc)s-Aepa-D-Phe-cyclo(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvAhp-Suc-(Doc)s-Aepa-D-Phe-cyclo(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4); or
SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ
ID NO: 4);
or a pharmaceutically acceptable salt thereof.
A fourth embodiment of the first aspect of the invention features‘any one of the
following compounds:
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);



NH2 (SEQ ID NO 4); or

SN38-rvd y- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- Trp-Lys- A

WRRMBPSI42h - NH2 (SEQ 1D NO 4); or a phar rracgﬁgflUégqu/)‘)nl”
acceptable salt thereof. A fourth enbodi nent of the

fi r stampReetindlGlulBuci D¥gRALRFDPRaLIOyS Ty ADYTrpNSs-Abutdys)-Thr-
foll ow ng conpounds:
NERNSER Hedih4) v Asp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T

r2(p)E)g%%é%%%@f?%&&dtl%ﬁ%%%%lIJRE'IEEYS'AT)Y.r'D:ﬂP}ﬁ?S-Abu-Cys)-Thr-

I\ﬁfﬁ”ﬂ?ﬁ@lb@@:ﬁ);f vd u- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
rp-Lys- Abu- Cys)-Thr- NH2 (SEQ I D NO 4);
Canp€anpetierinmy ShaS8udot Bdepar DA s ae{ Cyspiye-Dx Tipylays Abu-CysF Thr-

F{%ﬁﬁ@‘ﬁgg} &s) -Thr- NH2 (SEQ ID NO 4);
f ‘2 r vAbu- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
rp- L&%@gﬁfe%SrLAEts”u-c-( - AED-PRe-NOys-#)i-D-Trp-Lys-Abu-Cys)-Thr-

Canpt ot heci n-r vAl a- Suc- ( Doc) 4- Aepa- e-c(Cys-Tyr-D-T
NH- GEQIBNG:@)s) - Thr- NH2 (SEQ ID NO 4);

Canpt.ot heci n-rvVal - Suc- (Doc) 4- - D- Phe- s-Tyr-D-
r p- L9§mmme@9§y¥$ﬁws-m-ﬁé@'ﬁﬁﬁ%@& I?D-%&YS-”T‘XU-CYSJW-
I@Bn@fi@tlﬁ?\?cb:'l .rvAnc- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp- ys-Abu-Cgl's)-Thr-NHZ (SEQ ID NGO 4);
SN38cC i fotheGuav AbS)cADae)p Aepx-Piihe ¢((@p Sy T Trp-LisAbuy(Gs)AThr-NHz
bu-‘%@ -Thr-NH2 (SEQ ID NGO 4); or or a
(Pt etitically acceptable salt thereof. Afifth

e”bo%ﬁ%gﬁgug-@ﬁc)g-%ﬁ%ﬂ?%ﬁ%yﬁ rYr-H}ﬁrﬁ%Lgré%g}slli:—@})-Thr-NHz (SEQ

featlres any one of t g co

sarpuypbheci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
rp-Lys- Abu- Cys)-Thr- NH2 (SEQ I D NO 4);

ora pprBerRatirily rgepiabis salt theses-4- Aepa- D- Phe- c(Cys-Tyr-D- T

rP- LY SafiPUrb¥Ediedd1bf the first aspect of the invention features any one of the
following compounds:
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvGlu-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvCha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4); '
Camptothecin-rvAbu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ
ID NO: 4); or
or a pharmaceutically acceptable salt thereof.
A sixth embodiment of the first aspect of the invention features
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);



NH2 (SEQ ID NG 4);
t ot heci n-rvCha- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys X] D-T
W?aO 8031428, Cys) - Thr- NH2 (SEQ ID NO. 4): PCT/US2007/022179
Canpt ot heci n-r vAbu- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
I p- LEsmpiotheyis) €At Guc-(Bo):-ASDHRe Qys Ay t-D-Trp-Lys-Abu- Cys) -Thr-
SN38-rvd3d Suc-(Doc)4 Aepa- D- Phe-c(Cys-Tyr-D Trp-Lys-A
NIte- GFQIDHP-4NH2 (SEQ 1D NO 4) or or a
phar I ac abhe he . :
il G i Bl e L

1H 8&: UJ; 86

Canpt z)t heci n-rvAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

or ppharmaginticablysirceprable splitthefeSEQ 1D NO 4); -8 WO
2008/.051421 US2007/ 02 )
Canpf*ot V8 e e DS et R e Inyeplign eptegre e oo
r p- Lygm 'ehe@‘lsr)/Ag_ Suc-(N5d)-A lIﬁﬁe ysélyt-D-Tr L'F s-Abu- Cys )-Thr-
SN38-rv - Suc- ( c)4 Aepa- Phe s-Tyr- rp-Lys-A

NFte- (GﬁQ)ID'N‘(D -4|),1H2 a PBE@acdub el acepptablﬁ thezeof.

phar naceut i acc ble salt thereof. sevent h )
ermboar e Groaeme PF B PR BERR e E SR e compound:
feat R hha% GOORQYIDoc)s-Aepa-D-Phe-c(Cys-Tyr-D-T -Abu-Cys)-Thr-

téot Etgm nnrvAsp Suc-OE)Dog 4- Aeee(\: sPIXé c(rgyssTyru- L{s) ‘

Nhh dSi}Q -IBINGR:@Y;9) a FhamaWC(lB@dpEdblﬂ@alt ﬂ')ereom a
phar maceut i cal Iy accepé abl e sa tg?t her eof

An eighth
b oBimFSHEmBpeal i Pk o pELE S TS ASHES B Compound:

f eat @}ba-D-Phe.c(Cys-Tyr-D-Tr pLys-Abu Cysy Thr-NH: (SE
Carrptglgt emgs g’aﬂSU Doce)ﬁ)ge art D heySc(leysys yrr- . BRQ

ID INQ: W oAb phddyraeutibally aks&djbtabféEQt tHerdd): 4); or a
pharmaceutically acceptable salt thereof. A ninth
enbodi nent of the first aspect of the invention

snae &g oG BRFRIUNG invenon e evotpris mofgy ang frastipg mojety are
destriGyshy AdtmuldB: (SEQ 1D NO 4); or a pharmaceutical l y
acceptable salt thereof. In a second aspect of the

i nvention, the cytotoxic rré\'é‘pyE and targeting noi ety

are described by Fornula | BIBA-B-GE

wherein:

A is camptothecin or a derivative thereof;

B is rvD-Abu, rvD-Ala, rvD-Arg, rvD-Asp, rvD-Cha, rvD-Dap(Z), rvD-Gluy,

rvD-Phe, or rvD-Val or deleted;

C is D1-D?-D3-D* wherein
D! is glutaryl, succinyl or deleted;
D2 is (Doc)m wherein m is, independently for each occurrence thereof,
4, 5 or 6 or [Peg]x wherein x is, independently for each occurrence
thereof, 0-100;
D3 is (Aepa)» wherein n is, independently for each occurrence thereof,
Oor1;and
D¢*is D-Phe or Lys-D-Tyr-D-Tyr;



(I1B) wherein: Ais canptothecin or a derivative

thereof; Bis rvD Abu, rvD-Ala, rvD-Arg, rvD Asp,
WOZHSER21 r vD- Dap(Z), rvD-Gu, rvD Phe, or rvECYAIS2¢97/022179

deleted; Cis D -D2-D3-D4 wherein D is glutaryl,

succi nyl ®fs aGemetosdtin b¥aldgsof (Hfeymmalvherein mi s,

i ndependently for each occurrence thereof, 4, 5 or 6

or [Peg] x wherc&s-A-A°P-Trmbesptasiif- whereikach

occurrence thgﬁs fkn%é%@ﬁ5 D3 is (Aepa)n wherein n

IS, independeﬁ}ly or "eacnhn” occurrence thereof, 0 or

1, and D4 is Dxskhenheds-(1 oPrykyr-D-Tyr; -9 WO

2008/ 051421 PCT/USZOO&/ 22179 E is a somatostatin

anal og of the A°ds f¥ed, dhr or deleted;

c(Cys- A2- A3-D- Tr.p-Lys-A6-Cys)-A8-R wherein A2 is Phe

or del et ed; A?silgnﬁ)r/?éfié t-e% fyr or Tyr, A6 is Abu,

Thr or del et eqis NMB ok ®HThr or del eted; and

Ri sNH2or OH; or a pharmaceutically acceptable salt

t her ed phatmhdentitallg atrepiable nalt therebhe second aspect of

the invention_ features compounds .For nul | B
navi st EENBIBEREL e PR JoIBE! SotednErON FHGTER sEppounds of
FoiHah ?IB} }[;'ﬂlir%f a can?f.)@c')tﬂecQ meeQ selbcted from the group consisting of:
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Cl \ NO~ NHO\ ~~NoO N CO&- N 00 - 10V\D
2008/ 051421 PCT/ US2007/022179 ON N O\ N N\

WO 2008(842{ \ NFNO HONN\ If O O and 0P6T/U|§2W/022179
OFI1I N\ Owherein the dashed line "----" in the

above ~{ ndi cates the point of attachnent of the
carrpt@eci n noiety to a second noiety, e.g., a

4

wherein the dashed line “----“ in the above
indicates the point of attachment of the camptothecin moiety to a second moiety, e.g., a
linker or peptide.

A second embodiment of the second aspect of the invention features compounds
according to Formula (IB) wherein the targeting moiety is native somatostatin or a fragment
and/or analog thereof according to any one of the following formulae:

H-Ala-Gly-Cys-Lys-Asn-Phe-Phe-Trp-Lys-Thr-Phe-Thr-Ser-Cys-OH (Native SRIF)
(SEQID NO:1);

c(Cys-3()Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:2);

c(Cys-Phe-Phe-D-Trp-Lys-Thr-Cys)-NH: (SEQ ID NO:3); or

¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:4)

or a pharmaceutically acceptable salt thereof.

-11-



i nker or peptide. A second enbodi nent of the second
ect of the invention features conpounds accor

Wf)agqi‘@?}ﬁﬂa (1B) wherein the targeting noiety PQTW§?‘?0\%’822179

somatostatin or a fragnment and/or anal og thereof

ac c OpGhin@ ethBodiM¥ntQ eheGbconbl @spedl df @vd ifgentioh FBdtua& any one of the
H Al a- d y- Cys- Lys- Asn- Phe- Phe- Tr p- Lys- Thr - Phe- Thr - Ser -

fmps\umoemum% SR F) (SEQ ID NO 1);

o s P AR Y A e e P pis e

TNQ\I@: IDNCQQE Tyr - DTrp Lys Abu- Cys) - Thr- NH2 ( SEQ
I D NO 4 or a armaceutically acceptable salt
t her @@ﬁptotheim-rvmlgﬁgelmleMamhmwwf@.i 1p7Bys-4bu-Cys)-Thr-

nt of the second aspect of the invention
N G B T

ne of the follow ng conpounds:

Camt%p@%e&n[r\f@'ﬁﬂ%@'u@@ ém%)égj }eﬁDﬁpﬁd% 'Pfteb ALY 95 AWE-CIY)-Thr-

- Tr p- LyS- Abu- Cys) - "Thr- N
NERMAEQ WeNOM)r vD- A u- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys-Tyr-D

-Trp Lys- Abu T
Fa%n@aeﬁmfr’\é%’%pgi SE Dpde AR HC PR Y AR L ALY
Th;rN@ﬁ gﬁQ %) Thr- NH2 (SEQ ID NO 4);
Canpt ot héci n-rvD- Dap( Z) - Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Ty
r - D- TampployteeiAbub Gla)Suc-{Doc)MNrépa{[EEGR-¢(Dy NOyr-BTrp-Lys-Abu- Cys) -Thr-
Campt ot heci n- r vD- Cha- Suc- ( Doc) 4- Aepa- D- Phe-c( Cys-Tyr-D
NWH@EQ;IQ%KM kCys)-Thr- NH2 (SEQ ID NO 4);

oS TS S DL AR o Uy

I\KP&H(SEQHbewm)rVDAbu Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
- Tr p- Lys- Abu- Cys) - Thr-NHzﬁéSE%ID NO: %)
CanpFatReeaN Ty BRARISusPog) Do enaaR R s (s BheD ey s-fpp-Cys)-

ThIf\I@le@ﬁjMO%,s) Thr- NH2 (SEQ ID NGO 4);
Camptothecin-rvD-Val-Suc-(Doc)+-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvD-Ala-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4); |
Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4);
Camptothecin-rvDAsp-Suc-Pegi-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or
Camptothecin-rvDGlu-Suc-(Doc)-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4);
or a pharmaceutically acceptable salt thereof.
A fourth embodiment of the second aspect of the invention features any one of the
following compounds:
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);

-12 -



Can'pt ot heci n-rvD- Al a- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
rs Abu- Cys)-Thr- NH2 (SEQ ID NGO 4);
(05{48Lci n- r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c( CYSTHyrR$22179
rp Lys- Abu- Cys)-Thr- NH2 (SEQ I D NG 4);
Ca MPCahpReietinirvDASIP-SHHD R R epAERPhdd0 gs Trdy-S rpFyys- ABu-Qys)-Thr-
s Abu- Qéicg, Thr- NH2 (SEQ ID NO 4); or
nﬁ@ﬁ@ﬁé 4% vDd u- Suc- ( Doc) 4- Aepa- DPhe- c( Cys- Tyr - DTr

pnar AEBITRERT) bt MR ATk Ay o cysr e

gQTBEMNO.Gf; the second aspect of the invention
features any one of the follow ng conpounds:

Canp€amhiedieninryD-AtspSusyBPog) Db epaaD R eaQESﬁMeDcRrEMS-W\d «ps)-

Thp b %@@?‘%%?Jszggrﬁ BII2-|§1(7§,EQ DN -1z WO
Canpegh BRfHeBintVD:Ath-Ka FéngQ £5 Naﬂ}’.??ﬂj A= ABU-C§2)-Thr-

- Tr p- Lys- Abu- Cys) - Thr -
Nl‘hn(]SE@tIEéﬁDﬂ)er Cha- Suc- ( Doc) 4- Aepa- DPhe c(Cys-Tyr-D

-Trp s- Abu;
BRI YO B Sy B B At PR TR ARyt e
Nﬁ;r(BE@iﬁ‘I\é@Q Qys)- Thr-NH2 (SEQ ID NO_ 4);
npt ot heci n*rvD- Al a- Suc- ( Doc) 4- Aepa- D- Phe- ¢(Cys- Tyr-D
- Tr pCh;ytptoAt&mn@yE}\sﬁ:ﬁmc- Phidd-ASEMTHe- Ay s-Wy-DTrp-Lys- Abu -Cys)-Thr-
t ot he n rvD- Val - Suc- ( Doc) 4- Aepa- D- Phe- c( Cys-Tyr-D
Nfﬁin@ #icys)-Thr- NH2 (SEQ ID NO 4);

?Snfggﬁ'\ g{e%r/\-sry AE;PSQUIGE 4. F)&%%%@% @?P BTH-YSATNLEy DT h-
NERNSEQUD@sD:4); 6iv DASp- Suc- Peg" - Aepa- DPhe c(Cys-Tyr-DTrp-
Chrp O Rt R DI S D) ERUD RS Cr PP Ry APl Thr-
NiLHEEQABWSA) - Thr -
or a pharmaceutically acceptable salt thereof.
A fifth embodiment of the second aspect of the invention features any one of the
following compounds:
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH:2 (SEQ ID NO: 4);
Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvD-Cha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvD-Abu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NHz (SEQ ID NO: 4);
Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4);
Camptothecin-rvDAsp-Suc-Pegi-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or

-13 -



NH2 (SEQ ID NO 4); or a pharmaceutically acceptable
Wéal t thereof. Afifth enbodi nent of the second

aspect
PUBR&14hvent i on features any one of the fol FS%R]EQOWOZZ”S’
conmpounds:

CanpCainpeietintrv DGAS fucS00e )-Rop)- BPRe Gy DT RHRT rp( L@y SAbTyCysPThr-
-Trp-Lys- Abu-Cys)- Thr-NH2 (SEQ I D NO 4);
NEEMSERIRAPAL r vD- G u- Suc- (Doc) 4- Aepa- D- Phe- ¢( Cys- Tyr-D
- Trp- : = Thr- SEQ I D NO 4);
0&%\5&%@%@%@%%&?&-5 llﬂyié%ﬁgc) 4- Aepa- D- Phe-c(Cys-Tyr-D
- Tr pAlsixsh &abodinent-of tHe-sedshid a{pBEQf ke ilNantidy) features
Canpt ot heci n-r vD- Abu- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Tgr -D
-Tr nglygto}t}ggm@yQ)AspﬁW—_( -@gg@-ﬂ’]y-p@@ys—]_‘yr’fD-Trp- ys-Abu-Cys)-

L R4 yDAsp- Suc- ( Peg3) 3- Aepa- DPhe- - Tyr-DT
PSR PP S, (R0  ep Dene- o s T

Ca”pC%Egﬁieein[rVD@ﬁ=§'dQDWa-D-Phe-c(Cys-Tyr-D-Trp-Lys—Abu-Cys)-Thr-
| - Aepa- DPhe- c( Cys- Tyr - DTr p- Lys- Abu- Cys) - Thr- NH2 ( SEQ
NHy (QEQAP;NG@rd);- 13 WD 2008/ 051421 PCT/ US2007/ 022179

Ca t heei n- aSues- 4- - - - Tyr - DT
O o Y R A RO s K v
NinarBapwhap! |y acceptable salt thereof. A sixth

enbodi nent of the second aspect of the invention
f eat Gamptothecin-rvDAsp-Suc-Pegn-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-

t i n-rvD Asp- Suc- ( Doc) 4- A - D- Phe- -Tvr-D
Nﬁ;‘%—gﬁ);g%g)_’gs)_ El)_hI‘EJKIH,(Z (g)EQ IerﬁIQ 4)’6 c(Cys-Tyr

CombeghBespn it Ry ey on s eTin
NERNSEQLIDND:A); r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c( Cys- Tyr-DT
LPBP%@%%@%@@L%%% ega§tEt erlecl?f. NG 4); Canptothe
ll = Aﬁ%g;el\%%ﬁgirﬁl(o@rﬁén-gw thP T B Yo AR eHEYSentIdH featiFd theBRpound:
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4); or a pharmaceutically acceptable salt thereof.
An eighth embodiment of the second aspect of the invention features the compound:
Camptothecin-rvD-Cha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4); or a pharmaceutically acceptable salt thereof.
A ninth embodiment of the second aspect of the invention features the compound:
Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or a pharmaceutically acceptable salt thereof.
A tenth embodiment of the second aspect of the invention features the compound:
Camptothecin-rvDAsp-Suc-Pegu-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or a pharmaceutically acceptable salt thereof.
An eleventh embodiment of the second aspect of the invention features the
compound:

Camptothecin-rvDGlu-Suc-(Doc)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or a pharmaceutically acceptable salt thereof.
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Canptothecin rvD@ u- Suc- ( Doc) 4- Aepa- DPhe- c( Cys- Tyr - DTr
-‘%s Abu- Cys)-Thr- NH2 (SEQ ID NGO 4); or a
‘Vﬁﬁg ffat®liti cal Iy acceptable salt thereof. A sBGEASH07/022179
enbodi nent of the second aspect of the invention
f eat Uheeéontptain@9ARONE to Formulae 1A and IB of the invention are featured as
Canpt ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
subpgapmg%p;nugl;ogpgl)lndsﬂﬁubﬂp.glaél$qu fymRouUngdy arecgonipounds which are
d ﬁ%%lg?ﬁ%%&b?m t%g?&%ﬁ b)ISQ Sa%rteat% h?f{ﬁlgntlca n}o?ecglhé |e?ccordmg to

SECOH aspec nven

FHRRM BSortIB&vi %J(ﬂﬂately 2% or less of non-identical molecules, i.e., impurities,
Canpt ot heci n-r vD- Cha- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Tyr -

patfially kgmplated- r@ylgc)u.lésh rn.termegla(esggeumem erm}'lomgmc éprms Of course,

har eutically acce ble salt thereof o
st PRt R AGE FERAC i Tt s myng apyoxmately 99%,
99 SRL IV IS ot VD MBS identical molecules with a proximately 1%, 0.5%, 0.2%,
Canpt ot heci n-r vDAsp- Suc- ( Peg3) 3- Aepa- DPﬁe c(Cys- Tyr-DT

or [§-1% r Abss- nyg)m-‘lrdqznhca[}\l}i@olecg[e@ | @N@n@)ﬂly purey compounds are also
h t [l bl
R s S R o o e oA A R

f eat Yy £%irki RSpe O ARAMMAtion features a mixture of compounds of Formulae IA and
Canpt ot heci n- r vDAsp- Suc- Peg" - Aepa- DPhe- cf s- Tyr - DTr p-

IR wherbuth€ys dmiRoraci dNiRke SE@s iiDtHE@ fHym (Berneaula IB) in some compounds
pharmaceuti ¢cal |y accept abl |t thereof. A vent h
SRR n o e SEORATAp LAt MGToTr@THRYRTR e Mixtre. The
. bout 2:98, :95_about 10: 1 b
e 1 TP R 0P 255 2ot 5Bt 1950, bt 13, about
2080, \aboufin5: 78y shout 130:70, NbBut( BEQ) hEduN@D:4)), ;about 4&5 50 about 50:50, about

gharnaceutlcall acc§$table salt thereof. -

o POHI0VD. feor) 650 PPGITR0 b0k G5 LD A0a AR 8547 about
S%F?J;MS%G ﬂoﬁt 9;”@' ol g/egfabg Q)8l2nc\() {u‘?& 1ﬁrtﬁyrn%aﬁ}érv€1¢eréﬁ the rv

antial i y pure conpounds an i al pure

a SR s k@ & cGie MR ahid @5 fankhi ((Fbrrﬁuile IBdeide imiteeld forn (Formula IA),
cont ai n gpprOX|nately 98% or greater of identica
repppctivelly e ExerpplondmhgUen incinge it age 1ok ligpiterl dogixfires of compounds

ng%{o%(ecm-rvgl Xspzs{?cctboé ?u‘? Oh-PREAC ?%’?E—Qg’lﬁhﬁgg l{ﬁ%ﬁ l&y@)g’l‘hr-NHz

y CO

(35T €D nH@ afh %nﬂotﬁﬁﬁﬂo&&mﬂfrvﬁﬂﬁﬂiucqu i-BepODPhe-c@ys-Tyr-D-Trp-Lys-
course, substantially pure conpounds i nclude those

AburpslifNdo (EQ I NG é)pxsradahuamcewa@p%cept@e sadf of gachghgreof, or

Cgﬁﬁ?ghe%%aﬁq’g @‘r %@t o fgao/\epgﬁg-ﬁ -9@ "—’Syr- ! oﬁ-iyséééu Cys)-Thr-NH:
(SHNTDARID: | 4 &dndMThRGIHIRSiIn-rSERES@RADOA- praoumexa(ny@qw@srrp -Lys-

are also contenplated to include those conpounds
Abotitya)-HirrgH1 GBQID NPitd) erd phawneceuticaly acceptable salt of each thereof.

The compounds according to Formulae IA and IB of the third aspect of the invention
are featured as substantially pure compounds within the mixture. Substantially pure
compounds are compounds which are determined to contain approximately 98% or greater
of identical molecules according to Formulae IA or IB with approximately 2% or less of non-
identical molecules, i.e, impurities, partially completed molecules, intermediate molecules
or enantiomeric forms. Of course, substantially pure compounds include those compounds

containing approximately 99%, 99.5%, 99.8% or 99.9% or greater of identical molecules with
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In a third aspect, the invention features a mxture of
ounds of Fornmulae IA and |B wherein the ryv

Wégg@/oﬂ"ﬁker occurs in the D form (Formula IB) PFH"@W‘)ZZI”

conpounds in the mxture and in the L form (Fornul a
abﬁ:)oxﬂnrat@pm% ozsmmaa) ds0. 1% ot lees dfinsh-idettical Rdlectlex tSubstantially pure
conpri ses, ht/vvelg about 2:98, about 5:95,
cgmnmndwregdso mplits 85 Inclyislg fhose zomgoundsigepipining 40§% identical
a ou{ 30: 70, about 35:65, about 40:60, about 45:50,
"HbSUt™>50: 50, about 55:45, about 60:40, about 65: 25,

aboutn 7 Girs?@mbalixént 6bthéSthiraReptct 80théAnvenbion)tth@Hiidthre comprises
about 90: 10, about 95:5, about 97:3 or even about

Cgsrpmth@npzy@ad@ -Sus-Die:-Aepa-BrPbewiasdy Dt Fre-Lys-AbgrRyshThr-NHe

%qg #J@'lf %r) (ﬁ%gc A S Btop-)gtfm rv?%%gléc S)g FQgIIPJéL B) (g’g'j' yir-'b-Trp-Lys-

Amuzﬁ)léf @l$r NAC{sEdaD ot4)E & pﬂ%akéd’f’cil%c&éﬁmbm 4t WF Bth Mereof. In
onmpounds

oﬁ‘am‘p}be&t lo& ¢hen firse mp»m -of Dbe )thira@ppecDoPitlae. i{(veytiorTthe Mixture

SN A ST O
9?& dr¥BoutdBY- EShiplothe R - BB UQDYS:- Afpa-BIPHR- c(Cys Tyr-D Trp-Lys-

armaceutically accept abl e 'salt of each thereof
A(Bar@tsp‘lﬂlmeNHn {SBCDIIENG: 8) 6> CoptpthediBaAp-RivgDog) eﬁspa}‘ly&h@c Cys-

Thr-N (SEQID 1 4) and

T@&PpTra%iwé é¥PH: %tﬁ we18%3 B A@ﬁﬁ-aN%@HBz‘CGE@EY FEEPipPle salt of
-Thr-NH2 (SEQ ID NO 4) or a

p éb%/rrg%fe%%éc@ y acceptable salt of eaz:h t hereof. The

conphiuds aacther dipegt, tthe Faixmré a®niphisen dei@ltMeith,e alpdvit r £4:56 of
aspect of the invention are featured _as subs i a
yﬁmm

Campeotpssipihae - (Rep-frrr-Ribbewiars- TstiPstaitvs-4 P

{16k - -
RT3 BB SR, 5 Lt
Qye)-BGNTES (SBCE 0D ANOg 4§ @r Rophatraeeutifallyr adcEptuble h;alt of each thereof,

approximately 2% or | ess of non- identical nolecule
r¢SPéCflvelb’mJ0 et anogher gapect g Vl%ﬁqsp@to@aﬁsmﬁlsb%wsht about 5842 of

.

BB S TSRS 5% g LD RRRIC AT HErb 0B e
(SE@"HD LYEN t&@é}ﬁ}&bﬁbﬁﬂ-ra@ﬁffﬁkl (DBE)EA¥padd’ %e—Q@JyE@ﬂyr-Bg rﬁ-‘ﬁys-Abu-
or 99.9% or greater of ntical nolecules with -15

Qo) Tra 0870 LD 1D APy @B@@@?pb@mwtw%lbp@%ﬁmﬂf eply Oi%ach thereof,

r?FBFcél%zully o Sl%’ygtu%r%o ae%:é%pgqrc &l?e;%lx re c ogeg,gvtvlezlgﬁtéwelght about 87:13 of

G &m%lrﬁiv@AEQSdcq%bbdﬁe}bdﬁD%eQ@?ﬁ : nrgqmmwt@g )-Thr-NH.
Irst e

100% i dentical nplecules. In a odi nent of
(3B IR NQ: ¢) tesGarsptothecinmeAdprivertPpanAepate-Phe-r(Cyp-&yr-D-Trp-Lys-Abu-

ri
RS ailﬁze&%ﬁsz FORs ) 8 PEEPSEAG. SRS (8 1 ot
res-'p;Ecﬁlv S-1ARQMr Sa6ther BbpeciNide mOBER) cbirplikds, WeighiMeight, about 88:12 of
Canpt of heci’n- r vAsp- Suc- ( Doc) 4- Aepa- DPhe c(Cys-Tyr-D-T
Gapwplofisecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.
(SEQ ID NO: 4) to Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-
Cys)-Thr-NH: (SEQ ID NO: 4) or a pharmaceutically acceptable salt of each thereof,
respectively. In yet another aspect, the mixture comprises, weight/weight, about 97:3 of

Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.
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Abu-Cys)-Thr-NH2 (SEQ ID NO 4) or a pharmaceuti caIIy

acceptabl e salt of each thereof. In one aspect of the
WOPB(05SEbodi ment of the third aspect of the i RGBYSRYH022179
the m xture conprises, by weight percentage, about

SE@ ﬁﬁNOithdi Cﬁﬁptéﬂleaﬁ-bﬂ\ﬁp—ﬁ? :(D3c)-AkpaLD-PRS ¢ (C3s-TabDIrp-Lys-Abu-
or about 98:2 of

C&a)rfﬁiré‘ﬂﬁzefﬁlfﬁl iR NG B St PW@EMA@&% mcenieble sely of wpeh ghereof,

- The -
tV?I;)l heCI et r\%s r ect %%%ﬁ Eh%)ecéh&v/velght about 98:2 of

CIM\E)tdQ\e_EfrPrVDYISspA@Jé @B@) Ad; Bmc(@E@yf D—]NﬁlLyé-)AbeCya )-Thr-NH:

pharmaceutically acceptable salt of t her eof

(9563 PR dO: \4)at0yCammot,hé¢m—amﬁpl~$eqc (Bepedepa @ﬁbe-nﬁcye FyeD-Trp-Lys-Abu-

C@&%(Nﬁﬁ%@]ﬁﬁew I&iﬁ\l\g a%lé}é (%ﬁ&‘j‘%e}&técgﬁy ﬂ?ﬁﬁﬁgblg( ﬂ}SOfT%?Fh ﬂwereof

shEdRivhi %(,s Abu-Cys)-Thr-NH2 (SEQ ID NO 4) to
npt of heci n-rvAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
I p- Lirsa sébond @yisidintént-oNH2 tRiBEGPe dlithe inyengipn,ghe mlxture comprises,

h révét gé:%%%lplf% iy t@‘?ﬂﬁ%ﬁsﬁgcé%&paeﬁ’g tﬁ(:&)‘( yrD Trp-Lys-Abu-

NS / In-re1dt3 )-Acpa-D-Phe-c(Cys-T
C%%ﬁrg\t?}%eﬁ%q?\%g@@%hg%m Doc)Af1 Aepa- %} I?é c(e ec gs -

D-Tnpﬂ;ds%uﬁ(bp) @ENI‘H’(&EQ\IIEQNO( ISEQaIghamceWt)cakl)oacceptable salt of each
npt ot heci n-r vAsp- Suc- ( Doc) 4- Aepa- D- P ﬁ CSC}{ T(}/r- 5>T
tl?%e%yé“ ABlanoges )aan% thg-pIGESOMBrigS Waighiyeight, about 80:20, about
sPNALIRG %M% Q@AMS 3 Qﬁ&& I B atiidk b5 §’fab&ﬁ©‘ﬂ3 ta'BS&@@fz or about 98:2 of

respective I'n yét another aspect, the mxture

Oéﬁ’nljlﬁmﬂhe&BSnvDJ@llugﬁmtJ i)ghuépa-2HEbert(CYF T 3D dfrp-Lys-Abu- Cys) Thr NH:
npt ot heci n- erAs uc- (Doc) 4- Aepa- D- Phe- c %/ -D

<3Eﬂ rﬂw D Ay O pRheRyEr O (PO Parp T (O Ty-D-Tep-Lys-

h%b%hn@zg“ﬁgw%l %;éPg &%@g&ﬁé&fﬁ oﬁs&y Sa18 ¥f &dth Thereof,

r@béﬁhﬁﬁ?etlﬁ ly6Bdrloyhed@sypt, &l @ixgatk comprisacheightewegtt, about 80:20 of
respectively. In yet another aspect the m xture

CeminthesinsryDifeivghveiRes) ghepa-2Bbere(Cgg TaD grp-Lys-Abu-Cys)-Thr-NH:

R e
ABAIBLPTREGHN (SEQAEP NS @) 0P8 phdmARaichyPhRe KLY Salfl i edh Thereof,

rp- Lys- Abu- Cys) - Thr- NH2( EQID NO 4) or a
rfph@ﬂ’ﬂmi&e dn iyetadriophes @erept: éﬂﬂ @lxgsrle tcoraprl&eac‘helglrféf@sht about 85:15 of

(.Jé Cc%{é'l\ér% g%tc X@I%c) gh(%pa g -Il“%r-ls-hﬁp-wys hBG %ys -Thr-NH:

(SEMbONDER d) rh‘nrdV@a Ebﬂ%@ﬁ-&@ﬂpm— B@ DRABbPDPHE QYS-TIV-D-Bp-Lys-
-Trp-Lys- Abu Cys)-Thr-NH2 -16 V\D 2008/ 051421
AIB@'FZyIstEI@ENHO@ZQ?@) NpsEQot B pRaymaggutically acceptable salt of each thereof,

rqur@y ﬁ&gt(;{}éﬁgﬁ%%c E&lrF 5 %H%e%] v%gg}(t?//elghtyabout -8!_7 113 of
gf&m&%b@hl%cmsﬁma@lmﬁ& Cyafycakp LIeABRCys)-Thr-NH:
pectively. In yet another aspéct, the m xture

SE@'rpD| N6k ,4) vaeidg Bainpeitigain; rveboeSic- (%c)QAgpa -D-Phe-c(Cys-Tyr-D-Trp-Lys-

Abu-Cys)-Thr-NH: (SEQ ID NO: 4) or a pharmaceutically acceptable salt of each thereof,

respectively. In yet another aspect, the mixture comprises, weight/weight, about 88:12 of

Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:
(SEQ ID NO: 4) and Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-
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Canpt ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4) to
W@&H‘E‘(%{ﬂéci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe- c( Q/ECWﬁW/?ZZl”
rp-Lys-Abu- Cys)-Thr-NH2 (SEQ ID NO 4) a or a
AphaTyRpTiattTHe (EQ Iadie @) abh ehsahdcewtfcallyaadvepthige saf of each thereof,
respectively. In a second enbodi nent  of the third
regpprairely ofln tyREARARAE FERSSh, the AéXtHeRORPEsSoMIen K weight about 90:10 of

[ ' Tvr-D-Tro-Lvs-Abu-Cvs)-Thr-NHs
RIS e o e s AR BTy Sy T
(SEQ IPLXS: A UandCZanpidilieciNFR G(uEF{Q-(DBc)NBepaAD-Fhiaa(Cys-Tyr-D-Trp-Lys-

Canpt ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Ty{ -

Abu YE)'DVSN% (ﬁ‘E@’Q Nk A) R g@@cpﬁm&]@ aqﬁptst?le galt of each thereof,
har.naceut i cal C - t : : :
ré;sg%ctlg/'glgt ﬁg ry%g g%%%%a%?ﬁcéqﬁ% %lﬁtrﬁl'ee %ogﬁr%fr%?sg Evse’léhtaﬁ\yefg‘ﬂt, abbllt 955 of

CARIpEThdRIvING ISR YDbC) B 2 (- PR (T s- THED-AIDp-Lab Abil-C§9): THI-NH.
about 88:12, about 90:10, about 95:5, about 97:3,
(SBEHUP DY: A1) gandg Famptadigecin-ryflu-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-

APPSR R DI N 3B § PRk PBRAL R, P o ek Phereot,
r&pERh O haRiyae hNGehdt-aapéct (R %}iﬁ‘t‘u&e@ﬁéﬁ?{s@? SveighPweighy labbutl97:3 of

rp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO. 4) or a
GemgtateesautviDe@lulSpcdRedphepat R-Phert (Cys T yeRdiipLiieAbeCys)-Thr-NH:

TR NG o R B SE0EE DS Ty Tt
[ ) ' . - fl,

ARSI oy LR Pl S B

réspeqtivelly hdaiyiet andEher- Spect, (tDe o)ixtuke pan idisPi) eveigh@yeight rabDatT98:2 of

R ectn e A Be A B BT Be b VR LHE R Cyo) Thr-NE:

CNO/ &) Yand Ta¥SlotRRALNEIu-SSPBBL)- AL DI RSB Tyr-D-Trp-Lys-
(%ngrrgrgi g\lcl(ejsl,e‘i)v\a/enidggf / \%Eeoitght, abuo%tﬁﬂ%:)lS %fﬁ (R Tyr Py

ABarqytspThely Hn (SBCDIENG: S)ior 6 Dheirdacdizall Dadebtaltl¢ Syt offgach thereof,
-Trp- Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO. 4) and

IeSRR8¥ heci n- r vd u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
rp- LySs tofiH 'a%é?t), b HveNin femfafeslalphehactlti@r cofhposition comprising a

phar maceut 1 c y acceptable salt of each thereof,
thie@sgeaditally edffectivenaryeint aof ot arstaasiplyc pyret fvenpriurd wifFormula (IA), a

conprises, weight/weight, about 87:13 of i
sabstantiathneer sompennd f Fapreulp BBLyra mixgye B{’ phhetapiiatly puig gompounds

£ BL RS AP M OHS) acdts AdntBAH embodiments,
ERRTRETH YR i e Al B B P eqboaigegs o
phPrmayéuticAlblactdpgblelsatt tirigof G phddmblsutidgllyarceptable carrier.
phar maceut i cal I% acceptabl e salt of each thereof,
e

r espbca fif\t:lep%p_ecq yé/pntémofpﬁg;es aé’}?é}(‘ﬁd, of tieating a disgage or condition in

coppr.i.ses i i.aht out. 88: : .
<SR o et MRl oo R R ety efstivg gmoppt of o
sabskatibYss pdie ok siindl bff FdNrdla ((AFQ slibtd@ally pun@dmpound of Formula
Canpt ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe- C}Sz,qus_ T%g -D- T
(BpoL g snixtyre efgubgarsials page coppPrytefoarypipe figh) and (IB) according to

any one of the aforementioned embodiments, a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition as described above, wherein the disease or condition is

characterized by undesired proliferation of cells that express one or more somatostatin-
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Abu-Cys)-Thr-NH2 (SEQ I D NO. 4) or a pharmaceutically
acceptabl e salt of each thereof, respectively. In yet
WQRMSHSH2hspect , the m xture conprises, weight %V\HUéFfi{’mnl”
about 90: 10 of
Tﬂﬁéﬁs()t e Ghéthérv Enkd dim&us tHeDasAoshiparekptheiscd Gye-2T ydmdPostatin
rp-Lys-Abu-Cys)-Thr-NH2 (SEQ ID NGO 4) and
r&apipt.ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Tyr-DT

phar fod U] BEFFY “ECRUB DI Bt & Brinad ek g mor size in s

sHEEPR &E hbati¥reot E’orﬁﬁﬁsu@;mrhﬁ[ste@ﬁ’@%Cﬂ\erabaﬁlcﬂl'l}xtaﬂﬂécﬁve amount of a
conprises, wei ght/wei about "95:5

sﬁmtth@lﬂ)hpcnercomvmll@ of Bmmutal:@‘?s)) 4%@6}9@1@@%%6@@914@ pf Fprmula

(B RD: SRR el e e & Aot Bgnd ) agsording to
aﬁﬁorlreyo?'théaat?b'reﬂﬁaona? embb#imemEQ pHarhEZeutiall P Ecc@ptable salt thereof, or a

armaceutical |y acceptable salt of each’ thereof
phmmmncwle bogmpdsitiopess desotibest ab@pemheretnh ehemtlxttrmpeemcally effective

conpri ses ht / wei g about 97:
STRHPY bt Fti RGBT SR e S - B pivanos ey e rgpie o @
ph;fnpac&}fﬁal’%gfﬁ C¥Sari thBleafH2  (SEQ 1D NO. 4) and
Canpt ot heci n rvGI u- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
rp- Lirsa séNantOysppetT Hre- iNbhtioBHE thies BOnethdpd of 1r&11b1tmg the undesired
pharnmaceutical ly _acceptabl e salt tgf each t hereof
€

W@%ﬁé%cm Qlefumor Gelly dh aggiBierfein BEEHEOET0 SRR patient comprising

9
B REe HERCRET ey LA g 2 oty gyue fomegynd o

Forbhfla KA - 2Ahuibsteitsglly Thute ddrZpouSBOFOmNGIBYAYr aamd<ture of substantially
Canpt ot heci n-rvd u- Suc- ( Docé4 Aepa- D- Phe-c(Cys-Tyr-D-T

PHpE Q%ytgzou}\g% o@@x}mr{qgr (JN_@ct d bachdm t04e)nyoqneaof the aforementioned

egl%gcrll%c Ut :p aarlrria}{eu%%%:f ?Pﬁalta%lesﬁ t thé)rzz%fe QICQ SBMagé&ftlcal composition

respec aspec entlon

ab Ql@idpﬁb&is aBovféh QhaRGE tHel maﬂapaﬂmgséffdca{?e GO iSithg @Anount which
t herapeutically effective anmobunt of a substantially

irphjlbits erpaerrad proliferrtien af theypmo cellsipdhaptbiost py a ipgnaceutical
o n%lto qhereOfFor mula (1B) or a mxture of substantially
%IBP tOnpotnds of Fornulae (1A) and (I1B) according to

any figh &%hth Bspeadf MHegRRAtOIOREArERAEthSES elicitiBg aRagonist effect at a
pharmaceutically acceptable salt thereof and a

sprhatestatire uterepidr] yin ae c ewyeshbl i 1@ G\ﬁ?‘i i tereof comprisingh admlmStefmg a
BRI T R BB ISl P AR 0
QRS e%&ﬂbéﬁr&ﬁ&@bfiﬁﬂ@(mh&*ﬁﬂ&%é QBédb}itaﬁtﬁafIIQCphké/@mpounds
anount ‘of a substantially pure conpound of Fornul a

of Faymulee gAbsnd{iB) ak¢opdipgrte anp mp@@ﬁdh%ﬁfommqmp@ed gmipydiments, a

pgm%%égl&r %cjcg]gtﬁ@u 03 F%%Regg@fo rog n%i\at%ggc%g (S:HISp%sfltlctrh as described

aBOWRT RRER R0 adr SRR i B Bve ﬁn&hﬁﬁ%ﬁ%é&@“h}’ch elicits an agonist
acceptabl e salt thereof, or a pharmaceutical

effmmtcassomamstaasrcbelstorl bed above, wherein the di sease or
condition is racteriz by undesir rollferat

OO 4 QS S T P BEESH  B  R B
somatostatin receptor in a subject in need thereof comprising administering a
therapeutically effective amount of a substantially pure compound of Formula (IA), a

substantially pure compound of Formula (IB) or a mixture of substantially pure compounds
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-18 WO 2008/ 051421 PCT/ US2007/ 022179 recept ors I n
anot her enmbodi nent, the somatostatin receptor
W?)%B‘@/Oé ¥bmatostatin receptor. In a sixth aspgg?/US?‘Wé"ml”
i nvention features a nethod of decreasing tunor size
of FomnulsuliARahd i(1B) ne@edihgles any oaewptheSafognediivnedsdngrdditgents, a
a therapeutically effective anount of a substantially

pb@rmcwﬁﬂkyumemblﬁéﬁhwmeqfa 2y a P&‘aglmf@t“a%{ campgsitinyy gs déscribed
F
VISs‘fV erte in tFlf’ r&%%r e 0 ST%?L} ntgé 'of%w&ﬁ o ApRyet 5" (S FE% type2

rding to any one of the aforenentioned

errbodl nment s, pharmaceutically acceptabl e salt
t her bof tenty asaectpqhammemn featares@onptbed of gisiting apeagenisrifct at a

wherein the th peutica I a
s‘?rgatf’%éﬂn arﬁfﬁ%qr Whi &h>BECE elgsensee({ héel‘erseloz %\‘P\{l? he ?grﬁg‘t}smmg y
tﬂe%ﬁehﬁcaﬁy kifR&tveOdmaunt IR & BEGRUtIAIGApuOAGDUhH B Formula (IA), a
thereof. I n a seventh aspect, the invention features a

substantallyopure aerpdrtnidred Forrmwlem (Bkwi arreetturp plotubstantiatly grregfompounds

i ’b' e
o SPete BoharT SPAGehie o Srberng’ 3% Reraplipleastfipaments a
pﬁgﬁrﬁgédﬁ\éﬁlyaﬂ&%ﬁbl@fsal@ tR&Bst! BNk ﬁa'rﬂﬁadétiﬁ&l COPEsitYh 5’5 described

Formula (I'A), a substanti aIIy pure conpound of Fornul a
abdve) whreia tlm agomsels el SSIRy pad sdlestiveyagopist-e co rrpo u n ds of

For mul ae (I and accordin ne. of
o By A b PE oS feauteh i ReBRY of EuRp oh Afonist efect at
a2EGRALANE rS@bfor t ELE QD éec@’rman%artﬁ@@& Ukd smg administering a

conposition s describéed above, wherein t
thidngreapelly ieffedtivy awbhrgof CvmpmttmuerAsp-SMﬂDoah@@m DvithieetCys-Tyr-

i e YR R MR bl S 5 bl s herot,
o%r%?ﬁaggl efuhElzT1| & ?&anr}nsﬁ@&ﬁ&ldab%b@ invention features a

I ng an agoni st effect at a
somalnostvad ftnasped st tiventiondfestules e ctethad ofeddtingar aguhist effect at a

conprising admnistering a therapeutically effeﬁtlve
SQHOMHELiINLf FeEPEb R aft chy ‘ﬁur‘\ée‘toﬁ‘ﬁﬁa hOBriRgB rafEinistering a

t}(erra@eun&u %HPC%E grg %?Mgﬁt}?e%ﬂ%ﬂéjs&f D%Q)E-BK%@P(I*@C Cys-Tyr-

{ire o y puré conpounds

DFDYpALs 2bubCyR)- THII’-INHQ 1BEQ abmm),rngplhainﬁfeyatchhl@ aofeptable salt thereof,
af orenenti oned enbodi nents phar maceutically
one el@%tnaEﬁUélC%l 81>It1p‘?sl*fé>rn@éfiescﬂfaedaabﬁh%r maceut i cal

COMpRS t‘i\l rien %I aspec??h ?ve%tlol’ril Pe%gﬁ gl?ﬁ agf Jlllal%nﬁ an \%ﬁoniaﬁ effect at

t her apeu |ca Ive armun { anou

aChdrkdtbSata ré@pfok Sin ackltg&t iat néeds QﬁﬁiédISEcai\prﬁblrfgeCaﬂﬁﬁrﬁﬁtermg a
In a ninth aspect, the invention features a nethod of
therdpeittidally effectaigormesnt e fNR8-rgBlyzSuc-(Doc)-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-

Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4), a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition as described above.

In a fourteenth aspect, the invention features a method of eliciting an agonist effect at
a somatostatin receptor in a subject in need thereof comprising administering a
therapeutically effective amount of Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-
Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ ID NO: 4), a pharmaceutically acceptable salt

thereof, or a pharmaceutical composition as described above.
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somatostatin receptor in a subject in need thereof

corr@ri sing admnistering a therapeutically effective
War§1431 "a substantial Iy pure compound of FoPfifU32007/022179

(IA), a substantially pure conmpound of Formula (IB)

or alnd fiftdehth a3pech Whsihodiition fdayurpy etbodpbaliaiisig an foniDeffect at a

2008/ 051421 PCT/ US2007/ 022179 of Formulae (IA) and
spI@pstatiic ofeelSey tid anyukitse Bf nepd HEBPEOMATSINEd administering  a

enbodi. ment a har i tabl al

R ireafte AT bl AR R BofThbon Ripte s
TERDVEp-IYEALAIAYs) - Tie-NHE E[FHEQ 1D N@N4)SS TFhdryif@udcall CRfdptible salt

and tﬁe agoni st is an SSTR type-2 agonist. In a tenth
thesgnéoir a phivendcentisaldompositen asrdescriedhghdyed of eliciting

an agoni.st effect at.a so ostatin re tor in a.

Subj Bt ptperiusests By Wdenon s fedan oFfite oh gt efectata
sbRSbAREUt ebthdry ifT hecltjaee ANMDLEd Bfredr Sedardingi Abihistering a
pure conpound of Forrmula (1A), a substantially pure
tiwpapeoticadly oéffeFiveramauiit! B aomixjunei somprisingf CemptotheniniraPtAsp-Suc-

ure, co nd f | a I n | B) ordi pg t
By BPhE G va Ly St Cabg B i » R 5 ') anc
ARk SREEHIVIAS AIS L (T i SRR BheSRE §s- 185 8RS Ly sOAb1BCys)-Thr-NH
pE%Erraceuti cg cgn'pgsi ion as dyessc}?i beg; );asbove,ys) B
(SRR IR INO:t 4)ea phamatuticallyaacc§Batie ts3ipef 2acbgheetfi vea pharmaceutical

agonist. In an el eventh aspect, the invention features
C%nmﬁ%sétl%‘d’sélfscé‘r’?dc?blol"%g an agonist effect at a

SO rmfnoasgeggﬂt&nﬁ?%%t,%e ifYe Rt UPALRRE a nfkaRRGH ehé}éﬁgeé?f agonist effect
conprising admnistering a therapeutically effect |gve
aBRDBoMatodtatin receptor in a subject in need thereof comprising administering a
Canpt ot heci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe-¢( Q/s- Tyr -
thsrapeptiqally - Kisat ey SOty ONPRTPSHS T RESNE4 f-amgrothecinrvD-Glu-Suc-

r ' of r .
A P A T A P R s PR GBSV Ny @ o
Camgldtlideinas 306 Suc-([Dive)-Aspe DiRher(Eys atytHDeBrpeLysetblnetl spThr-NH: (SEQ

eliciting an agonist effect at a somatostatin )
1P RNEpt4dr i phagmaggulicaly aceepiabisd stthof fgfh tBerpefi 9F iy pharmaceutical

1.0l St eri rapeutically effective anount of
C%g\?rlf%j ﬁgg%%g]?%ﬁ%?%uc- (Doc) 4- Aepa- D- Phe- c(Cys- Tyr -

D- Tr prdnysghbeatHdspect, Tthe mMeRion3&Qudeba Methodl)of elciting an agonist effect
pharmaceutically acceptable salt thereof, or a S
aplRapemRatestatine sceptonpid s et 48 pred cHiersel campiieng |agdmynistering a

t%:Pa%p%ltu ?eaﬂ% heg%ag/%cgrho tn@ gqfl a\ﬁ?pqgtbgc@n-;\g%%étﬁ%-(ﬁ 3IAQ89-D?’§1e-c(Cys-

_ goni'st. et fect a tostatit
Ty EDERY-Oys-Abu-@ys)TR}-BEt. | BEQeRd Nb@y, epfphemmieiutihIlg acceptable salt
adm nistering a therapeutically effective anmount o

thene8 -or ¢ ChyrmegeuticBisenposiiéqyeasdesabediboye - Tyr - D- Tr p-

R CRRT A TR S ——
a somatostatin receptor in a subject in need thereof comprising administering a
therapeutically effective amount of Camptothecin-rvDAsp-Suc-Pegn-Aepa-DPhe-c(Cys-Tyr-
DTrp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:4), a pharmaceutically acceptable salt thereof, or
a pharmaceutical composition as described above.

In a twentieth aspect, the invention features a method of eliciting an agonist effect at

a somatostatin receptor in a subject in need thereof comprising administering a
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phar maceutical conposition as described above. In a
fourteenth aspect, the invention features a nethod

f
WRPRPBBI43Y an agonist effect at a sonatostatlﬁCTﬂmzm”mZ“79
receptor in a subject in need thereof conprising

iR PeOtiGUIQr dffegti ainberitape lﬂanfpmthgclrefvmwue(mmpamhe-c Cys-
Canpt ot heci n-rvD- As Suc éDoc)4 Aepa- D- Phe- ¢(
TWDTm yspAu Sysh - NQg-a |Pbalmcelzt)ca >a acceptable salt

tl%ﬁ %rf rg?% g)u%rlrrg:a%%dtpéal%g&g&{ ﬁa&)“l & d%&l Eed 5[9)@5 eof, or a

ar’'ma on as escrlbed above -20 WO

2008&105 ey est/ ak{&ﬁ@ Qifé QhRdch fehtired & mlett@andfhireatipgatdisease or
the invention features a nmethod of eliciting an

cenytifns tin ef f sr,buechtmanse@iwah@sqfatthﬁ methedt eAmATHIngG Sdpfrigering 2

tﬁeﬂa&%ﬁﬁ%&%l E%fetf"ﬁ a&a% ?rﬁys%grre cogwpound of Formula (IA), a
S&I%FEHEQI‘ b @oﬁy&h@rﬁf&ﬁ@‘uw @B)ﬁax‘h rRRAAe br fibSafaly %ure compounds
Tyr - D Trp- Lys- Abu-Cys)-Thr-NH2 (SEQ I D NO 4),

oblﬁanmra@ﬁe(li‘\b @adi I(BB) acoeginglie engahe of ttlhﬁeafemnenb@neé embodlments,

harnace i cal qono as descri be bov
PBF RSN DS BRI AL TV el 8r PERTArae! SNBIHiR By described
ab&VeClvhiREh B8 dRERR oS torfiif G cRfraceriz8® BRUAGLsBEA Proliferation of cells
receptor in a subject in need thereof” conprising

tieat rexpiest ené g roret dvsraggsiatinityrl regepbrisestdhvas umpumer odncer cells.
m xture conprisin ot h C|n rvD- Asp- Suc- .
E(%gljnzy géeﬁaesg_r pRRd 1E?Q§ylgclt?§g B‘g eﬁepnoL);lglg\g do,ﬁggjoeﬁ?cnﬂf_lﬁumors,
fl%%';lg el gggﬁ%sﬂtm?ﬂggerp%?i %#%%%Fdﬁg- lreyt'glst‘c‘%lssﬂ;&@@rs@ g?féer colon cancer,
péx&E@sl@n&d@ pébstatea cqrtaer; rmx@lainceralslrrwllaczed:'lepmmxlaaca,abtrarmﬁ cancer,

each thereof, or _a pharnaceuti cal osition a .
epidernal b%’d‘c%fbd\f)@ qu,g’ﬂgl S VB RR At Hog&lﬁ ngt lymt gma, ?eukemla, and

hbl??t%g%lht?é’ka;lgeqt Yhé §yt@to§ﬁ%tpgl9@deqfo & ét@ o tﬂ&u@ﬂné&éﬁmhaﬁfon may also

t a somatostatin recept In a subj
baeaskdt her aedt adrgpall shedyllagm tnimstse r(phmgclaromocytoma, neuroblastoma,
t herapeutically effective anount of a m Xt ure

géreﬂlflﬁflq‘bgpﬁg) Wg@q?@enqr]eapg £S1R) fumges. (glucagonoma, vasoactiveintestinal
Eblgﬁ%tﬁ%'a%%%h% Ptnﬁlg? Q%mEXr n&’-ﬂ]ﬁ&dﬁ% @%P @/rﬁ)r ,T Iibﬁra%&’rl?ghoma,

pfeaitgy; aBéeeraNastoby tbm ) Bedlﬁoﬁidénﬂ%manﬂ}oRh &rrﬁc(r@t&ffe’l’gi‘rtra@d'ﬂ\yrmd
rp- Lys- Abu- Cys) - Thr- NH2 ( SE I D NO
cpwapmaémlia@mfplyc%rc Elyrthls cgll meflmsm@a@hi ’t‘%\eﬁ‘%’f cell dynggcancer.

fgga({%}'rlréar%%éle% as pelTltOI' g%)f? nlcérllggre CQI'I ?ée: ;I%\B/r%gar%%\{ g%%ettn th%rl'umor or

tee nven es a ne

c&ilcbiGik binMYcelNuBSQREE! rBfet &tdther aEpeat frerh&sdrahhdar is prostate cancer.
receptor in a subject in need thereof conprisin

Thel ey ot axice pépiigle sconpgetenpb thd inatant applicatien mym%@ uged to treat
arcm:ge}o etmct al%%?or prcr)l\llfg)ra 0e condnt{ons gss)oaafb‘ g Q'VlthDP %om(a%g of nascent blood

vessels which include, but are not limited to, angiogenesis, proliferative diabetic
retinopathy, cystic macular odema, rheumatoid arthritis, endometriosis, restenosis and
psoriasis. Additional conditions or diseases benefiting from application of the compounds
of the invention include but are not limited to autoimmune diseases (Graves’ disease,
Graves’ opthalmopathy), bacterial pneumonia, cerebrovascular accident, fibrous dysplasia,

granulomas (tuberculosis, sarcoid) and radiation pneumonitis.
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Tyr - DTr p- Lys- Abu- Cys) - Thr-NH2 (SEQ I D NO 4), a
harmaceutically acceptable salt thereof, or

gﬁﬁpﬂﬁkgbt|cal conposi tion as described abovePCT’r‘J%‘"””“”'79
ni neteenth aspect, the invention features a nethod of

el i cirtd figt embadyomitsdf tief fueaty-fitst aspess,ah@troshidn features a method of
receptor in a subject in need thereof conprisin

trgafifigns sdiggrrn §r £ondinet ap Susitiest 1y nepd dhsreefe thgrBisiodofomprising

%"rﬁ’&% e%bﬁ\e &9@5@% ?H{ﬁﬁg&?i%érgeﬁg @g‘g?%@’ér d¥bmpound of the

f&hﬁt[aﬁm@dﬁtdﬁﬁaﬁr{ W 280 SR Dd)eAGRID-PRAGCROTyr-DITrp-Bys-Abu-Cys)-Thr-
har maceuti cal conposition as described above. In a

Heel§ERQelth N3 pBic 8, Phareageptjeaty iaseerrabler salte heppofeqrhp gPhaymaceutical

c?rgegés%t{og er:]sgr Sig Jat%vg e];vn grlc;:]a}ene g1t ?l] geraé 8 rratc81§él§‘ })n 1s é:haractenzed by

uAGHEIrBd §¥o@ife|r£fg)n%f celid that W redORé Qr%éﬁ%oﬁ%étbﬁ?-%z/r&gﬁt&?s%uch as
therapeutically effective amount of

t@aerptrotaheseicalls: vEX@mplay cliemxse )on,cgq@ptaor@ph@u@e( @yt are not limited to,

o B i S St Sy s

b%ﬁrﬁﬁ&?%l&aéané‘&n?&%fehé Bfhc@S pRBAHES éREY, RAE\Bncel, RnAll cell lung
twenty-first aspec t he |nvent|on features a nethod

cafcet, peaatanmglcar dpidems cancer, gandpdgkans lympénomabﬁiedgkm slymphoma,

need. t he t he. met hod &onpri sin ni
leikeihiap At 5&1&?@9018% Gorsry ComBaten P AR AP AR B pre-c(cys-
Tgf“-'b-ef rE-Qgp Ie(itelry rQ‘ﬁ Irﬂ-‘ E@d hB) No2 4 S %‘éﬁﬁgcb@tcl«ﬂ QE‘JeFtable salt
onpound of For or a n1x ure of substantially
theurof @Ioarpbamdaseutmél démpmslhama ag [deycribert] afdvB) mac aloo denged ¢o treat
any one of the aforenentioned enbodi nents

, a .
aghisBd e et Bl TWPost c BPFABr M QA heFggpasgRag anglioneuroms),
Oflrhd: i BadoacRRAM
oHRBCAPRRHIGSAL (OMORALE AR E0FE) RecBitBny vert
séthdiegi Eesbrp(YiPoia), ahorefunotfioriiy | GEP tthaiorsyx ﬂbﬂ&g&nghbmaorpltuﬂary
nmore sonmtostatin-type receptors, such as tunor

or
ademRrer aspqytomasEybepigharyd dnaligaans bepe éb‘ﬁaTst i Yffgentiated  thyroid
t
cArRbHE Toorfiy QBRI LI &M bR ML RBFRRAL I tung cancer and
tetliker 0s e SbSect, HRSLARO ST SancdilieBRbst ¢aveer In yebhrither aspect, the

cancer, pancreas cancer, prostate cancer, Iun
tusegtcesrcaneares pmelbrgll Juns aeeshc bt }’etcﬂf‘ﬁfheéﬂSR?ﬁtné‘“é?rmmor or cancer is
|
Fo%@a aHPe . I‘ﬁ églr%h a@a tmg e%r\gﬁfs p§61|¥ Z@&%%A)R?%?g&hfﬁgss-Tyr-D-Trp-

L?élABlli-@jrb)CTHﬂ-Mﬂzl qsEQ (IIDJNLQ:M),GS phirniab&utic1Bt #déptable salt thereof, or a
application may also be used to treat adrena

ph@'a@mu@ﬁal compeTidon deserived pErjaustya may elsp &1 uaat tnfgeat angiogenic
x?agf)xg%roptgra%(/g gc?r?diho%@%sog gtncli 1t9 Qﬁenfgfrgﬁ} hof (\g?t:"@tg 0ddRESels which

vasoactli vel n estlna

ireR@e bt Gret HOTORm{tdd 8 NEhgiogBRMarsf #E&ﬁdr&iﬂenalaﬁﬁﬁ’ tetA®Pa8y, cystic
paragangllona
macular odema, rheumatoid arthritis, endometriosis, restenosis and psoriasis. Additional

conditions or diseases benefiting from application of Camptothecin-rvAsp-Suc-(Doc):-Aepa-
D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4), a pharmaceutically
acceptable salt thereof, or a pharmaceutical composition as described above include but are

not limited to, autoimmune diseases (Graves’ disease, Graves’ opthalmopathy), bacterial
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pituitary adenona, astrocytomas, benign and mal i gnant
bone tunors, differentiated thyroid carcinoma

WO3USS143ty, follicular, Hurthle cell), neni ngPORYS27§22179

non-smal |l cell lung cancer. |In another aspect, the
phéliRénig) lcerleBidOScula 5 adeideas fibar apdplasiangatilomad ttildrculosis, sarcoid)
aspect, the tunor or <cancer is small cell |ung

apdiraciiation ppeyreenitimot her aspect, the tumor or cancer is
prostate cancer... The cvtotoxi ' '
P G P L PR e
oPRGARGER | KseARUbrOfonRItRhI theS albjete it Qe tHeRids tBe HAEHARL Esinprising
with the formati on of nascent blood vessels which
afdmilisteting tb e subiectrotherapenticaldy Qf&pﬁw@@é iseimptothecin-rvCha-Suc-

roljferatjve di abeti r et ] nopat ysti I )

erbrhcr ek DD e T AP ER T el SdedPerier s @
pﬁ%ac@ft@ﬁll}ﬁa%k@ptabwﬁﬂt_tthé}@éﬂ o irfnh @6 cal EorfipSHRRH QR scribed above,
benefiting fromapplication of the conmpounds of the
wihaxegntheodisdasec buchndifion iarcharaderided byt wallesitedaprobiferatign eof cells that
di seases (Graves' disease, (}avqu qﬁthalnogathé%, )
CHAESAF 8F MBS iR tAR SUTs TS Geribeer £ Sugmplary
d%a}@é 3P IcBnditiHs kL @Bt G RBY fkhiOF itS  nedRdeR@bdihe @lflors, fibrosis,
radi at1 on pneunmpnitis. -22 WO 2008/ 051421

bEGEH UB28870 02pdrpRsial mthardsclerssis,e rdstedogie npreast daheer, colon cancer,

twenty-first aspect, the invention feﬂtures a met hod
PBRCreds @ ey PEOSHIS EASEN d1ng GHYFY i8Il 77! 'alUBGjRBEY: PYprian cancer,
. hereaf ,ndut |, SHB8gkiRI My MphbRh, MhkkRia, and
PR EEER! oA Iy N L 0T MRS, kR, o
heagepoidtt edncérh eCarhptofetia-rvCha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-
Canpt ot heci n-r vAsp- Suc- (Doc) 4- Aepa- D- Phe- c(Cys-Tyr-D- T
%H%EMHQ/@EQTIIP-N ) (aSg@rchqq@_call‘y) accgptable salt thereof, or a
pﬂﬁﬂ{a@a&%ﬁtéoﬁ%:ogixora8&@%e%belb%v§ mag alsBBEGREd tPfrea? adrenal medullary
pharmaceuti c conposition as described above,
twhi@s e(phebdheorfibyease Asurcaptiirhd, Ogarighiotduasrag)) egaszahtddypancreatic
undesired proliferation of cells that express one or
(Gl uBoratehscaganonat yieagtiveiissiinad pelyppptide serghing tygpor (VIPoma),
cancer. ¢ i . iti .
oFRRFRiSRLLE? SPRSIPb Al S5R 55 oS804 L 908 omas sninan
rlall RS borld tafm0 s, SiffeRanatgd tHyE &8 tatinomb yeilaky $dlhcular, Hurthle cell),
atherosclerosis, restenosis, breast cancer, colon
meaifgiama, pememalbesll dungceancer prétedike aneter asperighe bimasor cancer
SR 5t e S AR B RE SR Rl 1y
aﬁ&H&eﬁF&t RO LrRGBH QRRE & prosta@NGRder. In addition, Camptothecin-rvCha-
Canpt ot heci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys-
STerD ok Frepa-DyRheAtiCysclys)D-Trp-LgHb - SGERThENKD.  45EQ alD NO: 4), a

har maceuti cal |y .acc abl.e salt, thereof, or a. .
PRHAPHAEHD! EATPER IO eaT 85 ARIeEPTBUd hsBEoigy & dgroribed
pREIHSIGIME P alsb B8 lisedP@ItRARANIGAHIC laA8 Y1 bR Stive conditions associated

(pheoChr ohocyt oma, neur oblast oma, gangli oneurona),

withs theofninetiap ah graeant blopdEmsselumiich {ngludeabetnerganot limited to,
ar\{galgga?lgstisi, \;/JrGOili etraehS\}ei d?eﬂJetiP Pelﬁxgp%%g}j, gyestic macular odema, theumatoid arthritis,
endometriosis, restenosis and psoriasis. Additional conditions or diseases benefiting from
application of Camptothecin-rvCha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-

Cys)-Thr-NHz  (SEQ ID NO: 4), a pharmaceutically acceptable salt thereof, or a
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secreting tunor (VIPoma), non-functioning GEP tunors)
gara anglioma, pituitary adenona, astrocytona
¥R %hd nal i gnant bone tunors, dlfferentlananmzm”mzn79
thyroid carcinoma (papillary, foIIicuIar Hurt hl e
pB@inakeutifBINdofiositien daRfb&iiove telude) bitgare aBCkmiteNeD, atifornmune
|ike. |n another aspect, the tunor or cancer is breast
disgzre® |<Gram yl@[easanthYesf oa&gée@paﬂmebactemb]an%m@&n geebrp¥ascular
afﬂ%& fi rous gxscp al(,: grggu oma% Qltl%%ulo%@ogarc%Fda %ﬁcg g;ﬁj%atlok Iggeumomtls.

Ios
Canpirpod twal o Nedit Smhe «‘De}a% Airsh@fRetiHeNevet(i6Y fatliyds-alndthod of
rp- Lys-Abu-Cys)-Thr-N SEQID NO 4), a
tiohiigma cdietabe aF | pndifer pn aibIS@bl%lltl neRe rtb@tof dhe gnethod comprising

harnaceutl osition. a e bed ev ous
P05 L B aleb  hirapruRio flite SHaBficH! §'mpound of the
f&wu.f er aiNGvEe ct(DgaﬁA@&aS@%@E@s-Wbe TPy E-AbHRYysOThr-NH:
of nascent bl ood vessel's which in¢lude, but are not

(SHQMD NO: 4)0a pbargiaoeg:@naébrl asqepblelshlt drezof, we a @hab@tetmcal composition
retinopat.h cul ar ., odenm,

ySti rheu
ey ren Vis ke ieoBE0n PebaRbud A BUSE Paigotion o cls
1 déx%fe@é" Bhe of ARGiet dAEosRtind S ARESORE @@Jh' bd Rendr BMeancer cells.
appl fcation of Canptothecin-rvAsp- Suc- (Doc) 4- Aepa-
EDexﬁpler)cﬁlégasesTgtrcoDdlﬁbm inyledeé\but @xesrot TinriteNHD, r(@E@ld@ﬂN@tumors,
pharmaceutically accep }able salt thereof, or a

f’BFP&Fn%&H‘tWE%?““&XHﬁ@?F‘ﬁ aSherosslegpsis restERQFisARIERE Canisey crien cancer,
gHJreagr&nc grcls{a@ %ﬁ{% It Qun%‘lég&km&ﬂ Egllsﬁﬁ?ec%néeg @Vﬁ%n cancer,

I sease ves opt athy), bacteria
epldeBid) Sdah2dr, RO HISRROVY QPR pHdna, pHedgkons a],ymphoma, leukemia, and
cerebrovascul ar_acci dent, fibrous dgspl

hgmatqapistiaenesru SNPE iy riSuc-(RoskAspaP- %CY%Bfrd?-TmﬁLys-Abu-Cys)-
TS8O SRR I TB g ot B, o2 apraceica

cOhpbsitemt | thgreaf dira@astsoorbeCodit iton tiedt aadvetl eGhedullary tumors
need thereof, the method conprising admnistering to
(mh@@dgarnp@éqm%z naeoblsaiamac sfanglieenwima) v gagisaisronagereatic  (GEP)
t‘Ltl’& 8)(§f gsﬁ%)norﬂz_aphasgac?&mte nal B_o]?zP%ptffsseﬂ:stm%yhélsior_rhVIPﬁﬁi) non-
firebiGhih® KR tdors ﬂparﬁ@ﬂfgﬂ&ﬁ@upﬂhﬁﬁb‘ ydaréraphaiicptosal,tbenign and
thereof, or a pharmaceutical conposition described

maignant bongHamers diffseentipted Hyeoid carsigap (pagilarg follicular, Hurthle cell),
ngztr]%llrg%gr’rgae rgéﬁré seng?lpér%gqug%eéhge? (air@ { %llfk]; efnaa o&gr QSEF%E%L ﬁu‘r&(ﬂ%‘i‘ cancer

isredst BCerDTn GaNHBhef &pk&, thE&ﬁﬁEFH oarcé(nceﬂis smal el Rhg cancer. In yet
conditions include, but are not linmted to,

an@hﬂ@émm fenar reAnser i pinstats) eancer Bnadstitiqsy SYB8VGy-Suc-(Doc)s-
r cl erosi IS, ast
A@é% @ela‘! Eﬁﬁréaolﬁys Ebﬁléi’é ? eTl&rs-l%glté E‘ﬁgf 1} Fl)\}(g 3 gharmaceuncally

aé@pfable ,salk H{éﬁeo? 3 GSharridtehitical &npdsitbs af aéeRbed &Vﬂbﬁs’#}n may also
cancer, epldernal cancer, non-Hodgkin's |ynphoma,

beigstgiktpnregt arsgrqghmqand/pepnoéfﬂa@ve gerdlitions associated with the formation of

nascent blood vessels which include, but are not limited to, angiogenesis, proliferative
diabetic retinopathy, cystic macular odema, rheumatoid arthritis, endometriosis, restenosis
and psoriasis. Additional conditions or diseases benefiting from application of SN38-rvGly-

Suc-(Doc)-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH2  (SEQ ID NO: 4), a
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hemat opoi eti c cancer.
t ot heci n-rvCha- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
WQﬁ(r)T(ESQ)§142Abu CQys)-Thr-NH2 (SEQ ID NO 4), a PCT/US2007/022179
pharmaceutically acceptable salt thereof, or a
phiratanaciealty avadptabdermiisthereofn odae$>hamb1eddtmkiawmpna§ioratmce0b anclude,
used to treat adrenal nedullar

bwphr@oraqﬁrl'tswfféy%ﬁatoirwau%Sissaa%{%rawgaH&Fersangwwthalmopathw

bg&x& al gr“?&ﬁr?c{n%o SAEL,S shﬁali a(cgggat fp oy éﬂklh‘ ?&Qﬁ&ﬂ% (tuberculosis,
vasoattivel ntesti nal pol ypeptide secreting tunor
sdrdBiPiid)radiati@vprietmohitioni ng GEP tunors), paraganglioma,
pituitary adenona, astrocytomas, benign and palignant

bonelntafriitk embpgimeRtas lthe&f"éﬂlthfH%aéPth @&r‘EY%‘B%feamres a method of
f oI & Hyr
tr%ﬁl s m:f? e¥1$e u‘ﬁgl)r}: é?] de ?ubgn dth %L+ )tkereéﬁe Emeg%{& er  comprising

a@@Rfdtdringt fd)etHeUsmB]'ectOE tE@apetticallySefc 8RS hmO@IICEr a cbmpy@td of the
anot her aspect, the tunmor or cancer is small cell lung

farawdser . Campty@trmn—avﬁrt‘\ﬁeﬁugﬁ?%btAepﬁPePhecﬁﬁ%Ys-Bi’f R-arrclers- 4@1 Cys)-

TEU@?&% %g?&%é 4)D_ ﬁﬁzdgal(c%/n%a yg:%%%b% Qaﬁtcéhefg\gy g&% ar:Flaceutlcal

cOrh*FQsit(oﬁEQ HEAcNE3d 4BoveawhpPRal FRCEEdaLE @k |cyndifieepd Akdrecterized by
salt thereof, or a pharmaceutical conposition as

udéesued bmbiferm\nf calls [that expigss #he or parejematotatin-fypg treceptors such as

SRS B AhEA B B Rack whOaR B55 B A o o

nbiYobitderind Him 2, &iva&is, Ibbih @fostRic hypBiGHlRRL AdSioSclerosis, restenosis,
proliferative di abetic réti nopat hy, cystic macul ar

bodstnancer, helnmataotel, panictens tanser, ppmtatﬂmmqroblmg cancer, small cell lung

restenosi s and oriasis. Addjtiqgnal,conditign
cEcEie RECEMBEHER FPRRE PRt PR b gpome. HOdgkis lymphoma,

le(c\@&n{aogmﬂ Y)gﬂéca%lé@r g)cﬂhe%ﬁp@DD&ﬁgjﬁchb&‘)ﬁAgﬂDﬁhg—c Cys-
rp- Lys- Abu- Thr-NH2 (
Tpharlrm&gsmlbodlyls)ﬂladﬁﬁpt @EQeI&ail@ 4herld@frmac@umally -azeeptpple salt
2008/ 051421 PCT/ U82007/ 022179 ceuti cal
UheaRRbOR 1 FOTRICRHET D B0 o AEITES SBOIE Bk afipibe used to trat
t u Gr ea,
geg!\l}egrg e%glta al En%%@?] %lact eri aI prﬁ1 gﬁ%glglstg*ng gétglioneuroma)
gegioehte@pasaedtiar (GER) Cindent , (ghidagawmadysisbaasvantestinal - polypeptide
granul omas (tubercul osis, sarcoid) and radi ati on, o
sesrRbigD HTEeTs (VIBoma) ¢ RPR-instiening nebl Bmordle Ha\rﬁéﬁ‘t‘ lopyay gituitary
gg'rggn%t as rQ&térR&y erﬁeh gr?(?t MEI%%aﬁt %ﬁ@org &Jf@x@xtltlié’t]&i "’Ehyrmd
seaSe or “con |t|o in a su In nee f hereof, the
cAreinb@e (Sapipiry, Solligulaf Bitirthlesdel), infeginigionia) @ors-sibjle cdll lang cancer and

therapeutically effective amount of a conpound of the
tlfedrlwmha another aspect, the tumor or cancer is breast cancer. In yet another aspect, the

n‘g'rrl}(t)gr?g/r san lSS léiclé&l E?E%g%%’q%bD-higgt e(rgtel?;l ITI(::L!“?(%[ y(§ dghcer is

pesseedatte Iﬁadddlttdﬂlﬁ rc&ﬁf)totﬁéf:m&vlpmwmﬁﬂndd)ﬂﬁépa -D-Phe- c(Cys Tyr-D-
conposition thereof, wherein the disease or conditio

T%L%ébWEV@rThZWZb@EQHQé%@ b @ RhrBRacPeically aerstble sl thereof, ora

ress

pbﬁr ceu C%l comrpo O8orPhs & reoeﬁoqm&ﬁ yamagl ABRR JsEE BPLU: %nglogemc

or canc e r
and/or proliferative conditions associated with the formation of nascent blood vessels which

include, but are not limited to, angiogenesis, proliferative diabetic retinopathy, cystic

macular odema, rheumatoid arthritis, endometriosis, restenosis and psoriasis. Additional
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Exenpl ary di seases or conditions include, but are not
limted to, neuroendocrine tunors, fibrosis, g
WORHS(03142L hyper pl asi a, at heroscl erosi s, resteﬁS§ﬂ§ 007/022179
breast cancer, colon cancer, pancreas cancer,
cBRdIgdrat & GACET benk faMCplicAivhl df CadhptothedigrdBACE-Buc-(Doc)s-
ovari an cancer, epiderml cancer, non-Hod kln S

AcpaBrhese(Crobigi- ﬁrR:,L)rSy‘thGYﬁérThrb’bk o{§FQ ID2N@: 4), a pharmaceutically

agtﬁg%hﬁe%& Fhe§g)% %anc 3rﬂ1a eutlcallﬁgﬁgﬁosm?ncg/s desrcrlbe%gblove utclud_e but are
nBH i3S o, Té’ﬂxﬁmﬂhﬂm@ e GQvesAr)daseé?sepﬂasfvﬁﬁprmaﬂrﬁq&dﬂW) bacterial

acceptable salt thereof, or a pharnmaceutica
poomeEA tcpishrovhrsrleb Accideyt, Sbeys Yesnlestsd grapulomea {tubrtewps, sarcoid)
tunor.s (pheochronocyt oma, neurobl ast oma,

Iar
ag@ﬁﬁ#ﬁ@ﬂ DFYAYYITS: gast r oent er opancreatic (GEP) tunors

(9! UERYAAR ERboXARABSH the Bl iR Rist ApkctPBk YRRAtidrlRatures a method of
secreting tunor (VIPonma), non- functioning GEP

treatingr 8) disqase @gamgdhhmtran qonsubJe:Ct an ynead ghemef, the method comprising

RO SRS ST ST T SR DO, LD St
ShQlBdchiedh-D- Hwéb#er,ﬁqi-&)pqdym agg )ARBNHION (S 1 Cﬁbl

ung cancer and 't ke.” I'n another aspect, e t unor
pharmeaadieally dcseftatdasit themefeor a phrarmeteuacabtdsmposaisnpetesqubed above,

t he tunor, or cancer is s cell lun n

“éﬁf?ﬂrhébre YT quwu%ma?tere%ﬂ&@ruw@%mﬁﬁo fgption 6 cells that
§§eor e hgiogé(j a't &hn-@%&p \bgisréf aa(/tgﬁ_ﬁzrﬁrr c_arl\llf_ci:zr ce(:llSsngemplary

dls@asNOor 4@nd1ﬁort§hﬂblﬁ&€dﬂtla®ah‘lby hmaed: et mnk@ndadrine tumors, fibrosis,

thereof, or a pharmaceutical conposition as descri bed
bepigy i BOZRYE hﬁﬁ?PQP@o athggostlerogist gestepesiy DIRH o@BfArc colon cancer,

AP 51 i L 007 ARCCIEAE D by e

epiderni0t cankdt) treel-Halgkanyilpgpinesd, SHopgloh's f phgphbme, leukemia, and
di abetic retinopathy, cystic nmacul ar odenm,_rheunatoid

hammp@lf-ﬁl% Carg§E o mepmPshesin- B hartysi(Roc)ahepada Bhe-5&iye Tyr-D-Trp-
p 9 fbaim&gd'é%%g% %5. 8] $GRESNARNGH) LDl AR thereof, or a

IOﬂ

p%a@&lﬁ)l%ﬂ@@ﬁh&t H’éb@nlﬁ‘e(d@b%vér yiay s b -usyd toest G fehal hédullary
- NH2 SEQID NGO 4), a -25 WO 2008/ 051421

ochr@Rgyogna, pm@hi@@m, c amgybom@rp@)a k§astreentaropancreatic
<¢ﬁ5r Giers BsPedPRngroPiea B PR R SHEAEY bungr ipoma)

nbBhaaSing GER S Rors (hALhelioa, pahiiarpatidiiona, asﬁ@@ﬁt&hhs’;\bemgn and

pneunoni a, cerebrovascul ar accident, fibrous

myigprra bore, tugroesndifformtated thyeoid a@r@gp@a pa@allae)o |f<tlblwéqﬂrdHurthle cell),

radi ation e Ltis. In a I ment
B P BB e PR R TRt e el or cance
isHreast EQ@dr MY yét aﬂbﬁt@ﬁ@sﬁe@ [th€ slridr Q&hcblnls 8mall bélﬁl%g kdhcer. In yet
need thereof, the od conprising admnistering to

andthersprce ¢he @moh er caneertis prabthip cefiden clinjadditignfeamptotheein-rvD-Cha-
Suc—{BJoc Ja- epa-ﬁ)-lt"he -c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH2 ~ (SEQ ID NO: 4), a
pharmaceutically acceptable salt thereof, or a pharmaceutical composition as described
previously, may also be used to treat angiogenic and/or proliferative conditions associated

with the formation of nascent blood vessels which include, but are not limited to,
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fornula

t ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe- c(C% ¥

WO'FP zogygl Abu- Cys)- Thr-NH2 (SEQ ID NO 4), T/US 007/022179
pharmaceutically acceptable salt thereof, or a
apgiagenads proliferhtivecdiahpds idtinopatiay cgitis anactietodenty eheumatoid arthritis,
wherein the disease or condition is characterized by
enARIBITIOHY '§FFHPHS ARchPIABIASIHT Aéé1tlpgalt6ﬁ%4m@3épﬂré’g$§a%9ﬁ é?e%ﬁfltms from
omgt 8

B ncgg?n ggl l%‘é&%g(}%cﬂ%@% é}%::éélg é 4 12?}9:12% @E‘%&r Trp Lys-Abu

dyBcthiders: bUSEQr B moo: I4|) ﬂhtﬁlﬁhrﬁﬁceunfmﬂl}}r @@Glﬁi@lﬁlél falt thereof, or a
tunors, fibrosis, benlgn prostatic hyperpl asia,

phemmacesichlesamyosition elescaifers paove ipgledesbutcarn @t limited émautoimmune
d?s%%%f? r(Grae‘fsn %Es%as% &%Q,&? rdpt}%Ergg}ga% ? k?a%&?glr pneuH‘g)glaC %‘%}gt?rEVascu]ar

ncer, canc

aEAGE Fibrdi@ Ay &L,G:k glﬁnﬁlolnﬁﬂ@ﬁmuosfdpﬁgdﬁd) aﬁd ka)dﬁﬁbibﬁ FReumonitis.

Ieukenla and henmat opoi eti ¢ cancer.
Can'phm ﬂefbuthoolmmsp the dwermtyfysh asReptathB ipieatior fepiires a method of

trﬁéh/r D, I(igﬁafs% o Icondl ?;—{])Irsublsal{l ne%l1 tPere ; tﬁ'g ’me%’lod comprising

y ac er eo

aRRB SIS RUb 'tﬁ@gub?&ﬂp Q&'rat}ieﬁﬁlcaﬁﬁ eARSGE hr'ﬂ@éﬂ'ltfﬂﬂ @\hﬁﬁixﬂ@é’ ofddoBfpounds
be used to tre adrenal nedul lary tunors

hépihg dluh foomp ey tGamptothenin-oih-Asp-Sie(DoglaAgha-Britarctiyg)Tyr-D-Trp-Lys-

astroent erop t1.c ( P) unor gl ucagono
év BTRRR 2910 T NPy 14 el FHBP oDt st RRES B Acpa-D-Phe-
P FrpIQRAbURSs)- PAHLNE, QEE’thnnos Yy oPpiARBR b Bacceptable
pltu tary denona, astrocytonas beni gn and mal i ghant
silone cémpmtmns thefdoé martdimthedisedg oo rahditemris thaovterized by undesired
(papi l 1 ary, I licular, Hurthle cell nenlnqlona

PR 90 el o) RG> o o A Y BE TP s umor o
AP Ghits. t h@x Qlseds81 Gt " cén?ht@h@a&%lug@ngﬁtr are! rho\{ efimited to,

anot her aspect’, the tunor or cancer iIs ‘smal |

nkurogndparee fumdrs) fibedsis benipe (prassavie dtypetphesial aﬂnBrosderoms, restenosis,
cancer is prostate cancer. In addition,

b@éﬁrﬁaﬁf%ecﬁl% FADESTARIICISAS SANSRTe PIPSIREREANFErplveE Cprsys STl cg)l lung
cinedt Brankh Ay YRt b nb AR Hmghbmsriodgin's lymphoma
leﬁhﬁi&hﬁﬁﬂ‘&iﬂeﬂ&&ipo&ﬁﬁmﬁéﬁ IAomixage dE@amptbﬁhda@-Irﬂ-lA@pi-Shgﬁ (Doc)s+-Aepa-

al so be used to treat angi ogeni.c
Dbl (€ B A e bYscAR-GY Tagl;l%a SFQB S e taH% CepplAthacTEvASP

Sﬁg "n ?%%?S-dgﬁ}%o&C%eﬁg% %rp s quggkzlﬂmﬁ &SE%? 4090 4) or

angl o SIS, tive

phﬁiﬂaﬁélﬁi@&lt}yacc slld galts B’ﬁ&dﬁip&lﬁmeﬁheﬂﬁ&,eoff Ihe)tlﬂ&i B4 Gked to treat adrenal
arthritis, ometriosis, restenosis and psoriasis.
méallqryonarumorge v@hzmgmsmm Pcweusidmmmzzlmnghoneuroma)

?rrc])cej tteI er?crt%rtlcd S orgn mfa,r ovrpsgaegxllélrﬁgttmgln p%i peptide
@a rt‘ lioll:l)eCI n-rv %fo
se‘t\@d@%[)uﬁ’ﬁ@' GUBpETR)]Y ﬁoﬂuﬁﬁ@orhﬂgs -GHRI- t}%)s), T parahlib 1io®aEQ pituitary

a pharmaceutically acceptable salt
adﬁmr@ofastrmytcanq@h denigeeand c‘ﬂi’hg@é‘#p@gmt |%W0’§s dideyentiagrsly thyroid

cadfcmoma éé]a%lt folplculadrr E—I%rthféocteg‘ m@n}n%q) or?%gn ypsg cancer and

aves alnnpa
tHea e M é\xhother aspect, the tumor or cancer is breast cancer. In yet another aspect, the

tumor or cancer is small cell lung cancer. In yet another aspect, the tumor or cancer is

prostate cancer. In addition, mixture of compounds having the formulae Camptothecin-rvD-
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pneunoni a, cerebrovascul ar acci dent, fibrous
dyspl asi a, granul omas (tubercul osis, sarcoid)

‘VPﬁﬁﬁﬁﬁPgh pneunonitis. In a fifth enmbodi nent gFT@ﬁgmwmnrm
twenty-first aspect, the invention features a nethod
Mp-Sut{Beti ApaD-BhS €EFSTRFD-TOHUY - ABBCly§)-Thr-NHY (SEQ IDNO: 4) or a
need thereof, the nethod co r|S|n adm nistering to
Phh@%ﬂti}cé’bt acgeptplle sdethereehnn C@PP@ FipavAsBiet(Dog)+-Aepa-D-Phe-

D-
c@rg}_)ft(?%gf L,Xé 6\5(1)' [é:h IﬁaTh IzIEf/ éSEI(% }D Bl_q_r% ora ghi{giacedfylc3lly1ar$ceptable
saliNirdoPle®al gRaMd cedtlcal @mRBiAbABE Qaktiiledl ;irh’w&@sq;ﬁ RiaFIR be used to

salt thereof, or a phar maceuti cal conposition
tx@esmglctmmc aibdxpe Jproliferetied epnditionsliasseeiated orithe hedformationi of nascent

ract .b n red proliferati.on of.
efagfr et hBRR s S pix S lified & BhePlerinn GreliRelig, disbetic
r@r?txoh&’tﬁ? cy%ﬁc %@J&ﬁﬁf le@IInlaSrheEPﬁﬁfém athritisli HABRESiIoRS, restenosis and
condi tions include, but are not limted t o,

pﬂ@wsxservkidrhnomé conditbors ,orfdispases ibenefitigrfraqgm applcstlfat pa mixture of

bR TP R s e o B T eT e Yo The N
(SRNGBM NO. Lary Qangaasﬁfmtml rbAﬂ&.&,&c EbgA@gaugeIfhe cgeg@rmym Trp-Lys-

cancer, dermal " cancer dg Ins
AHoeDys)- 'IﬁhISNHy NEEQITR, NDedkanprarmanedticaly mpt[ablle estltcor compositions

t@?ﬁ%ﬁ%@h@cmt YD MR 1 (39 IBmABR Aitsaten d Ceqvey sdisgppe: (Graves’

O-Bi" n_éJaM@ f‘?gft%ai )a Sgg%{‘% o QégﬂOL?ﬁléNfge O?At):l’d(e)x?t fibrous dysplasia,

gﬁﬁﬂkﬂﬁﬁﬂﬂbﬂﬁﬂbﬁ@Gﬂp@éﬁﬁhﬁ&hdﬁﬁQﬁEbﬁdmﬂbOVe may al so be
used to treat adrenal nedul]ary tunor

( pheShrBRSEGt Shathe nHumedptelyt éﬂ‘éq‘%o‘@&nﬁl“iho aPdiments comprises,
g\oacfgl'ﬂ SHORIG G Ut %:95( S} 16 b‘éT%éut(l%lédcﬁ%‘&P%?o about 25:75,

Verntestinal polypeptide secreting t

abddt P0178,) aboun 85165, WBEti 401B0,NgboCERS: 50, Ab61R)50: spmtﬂaga a@hs @bBut 60:40,
g@HU|taﬁ%@adenDna astrocyt omas, benign and nmlignant
&5 2urbew 7039, pbet dpRd ab@a 80:Q pbout 85:37, abets#g 10, about 95:5, about

9& Q ap e\lrelnaaF)Xut 9}39' t%r%lp%rthecﬁurrvbh ds% 1‘%\%' 1)2)12 n[b ?’gé ?@s Tyr-D-Trp-

ung cancer an n ano

L§\§RB§-Cys)tT}ﬁ NHTQSEQ@ID CEN AP br a lpﬁaﬂﬂ{aea&icalw&@'tablé EhltytBkreof and
anot her aspect, the tunor or cancer is small cell lun

CemptashecintyAyprbuc- ﬁ?mw@pa-@slam@ysrm D-Grrokystbuc@ys dhr-N
BTG, G el S Qg BIRLPUISEL" PRl pepet, e

mif¥Ee dorfpsdsPwliGht/digh@ abcﬂl'ﬁ a: Sﬁiﬁﬁdﬂt L58 20, a0 d B2 2 BBLEBS:12, about
salt thereof, or a har maceut i cal conposition as

9483w b dS: me @WTMFG sein-rvBlyAsp-Ss-(Pec)udepp-Pd’hecys-Tyr-D-Trp-Lys-

ogeni 0 oliferative con a
A SRR Y R REP el S BB e SRTOBIRR D Phe <ty
T pglthlﬁs;gs Ayl )ermcmHJ (SEQUBNO4) or adphaMARARENP addRidble salt of
07/ 022179 angi ogenesis, proliferative
eathabeeofcresppctivehp alniafurtbgrsispest, iscmixare goreprises, Mrightitedghd, about
41?[5& hcr>tJ t&asrr'\ptothecin—er-Asp-Suc-(Doc)a-Aep.a\-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4) to Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-
Lys-Abu-Cys)-Thr-NHz (SEQ ID NO: 4) or a pharmaceutically acceptable salt of each

thereof, respectively. In a further aspect, the mixture comprises, weight/weight, about 58:42
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endonetriosis, restenosis and psoriasis. Additiona
condi ti ons or diseases benefiting from application of
We2MS(0st43&ci n- r vD- Cha- Suc- ( Doc) 4- Aepa- D- Phe- c( EfEUB07/22179
-Trp-Lys-Abu- Cys)-Thr-NH2 (SEQ ID NGO 4), a
op Camprtieuini Bl Asp-acgBpt)abim-B&he-cidyeTeoD; TrpiLystAbu-Cys)-Thr-NHo:
har maceuti cal conpaosition descri bed abgve i ncl ude. but

IIhBO: 1 11 @%%Ptt’%‘e%‘%‘\srh’fﬁhﬁé oo Sepadfes e ety dyrD-Trp- Lys-Abu-
Cge)sﬁﬁmz g &) N@ptlf' ent Bﬁ%rl%%&utlpsﬂ g &LbIMQWHPrHa& thereof,

rova ar accl rous ysp asl a,
répédtivelpen A furtier abpedsitse niateoiok)prae W‘e@'lt/ateig}m about 87:13 of
Cpneum)nltls In a sixth embodi nent of the twenty-first
a

mpetiecine yR-Aspr st (Pene- Pt Brfe-c & yrdy HBd rBfLysﬁbeé%YFhBhré\lﬂz
By s i

Cyberrapeawt (sed My re@f ey ok \aepmmumuueﬁuyaamptawé @alofof each thereof,
conpounds havi ng the fornul ae

r@amﬁwdm eloi n furter Asppcisite (rmdul)mcomaesaw@u/@(e(g}mg apput B§:12 of

T NHQ E
C&g{g&tl&({ Wérglﬁﬁx%p% F‘DgDr PE dealg-Tﬁ_ 2) Lys gxbu -Cys)-Thr-NH:
(SHCEHS NOY 4y %}Cfarrﬂptbﬁﬁcmw Dby AR mﬁﬁé?c(b% 2D 4Arp-0s-Abu-

pharmaceutically acceptable salts or conpositions
Cyhefredfth (HFQ 8 NOhd) oF senkamereugionlyi adceniaile salt of each thereof,

h t de i f t | |
L
%%tﬁe%uﬁﬂ%@)&sﬁ)guc %E)QﬁépacﬁlﬁhS{(d%ﬁ?pbalf rlﬁ -195-28888)-THr-NH:

ditions include, but are not l'imted
Smjﬂb DGt dEtol (Emnptuhhem—xvﬁspkﬁweéi)gqﬁ mr@ﬁhpp(ﬁsﬁ dyi-B-Trp-Lys-Abu-

yp Si cl er osj rest enosi s,
oot o T dT0R3 op aner et ERF scceglf L of each thereof,
r& B86Lly. | NG (GRANE Sspect MRE ImiGRid cerElgses C@Qi%ﬁtr/welgl\/tarabém 98:2 of
ncer’ epi der mal cancer, non- in's |ynphona,

oo KhatirervDyARHBIEDoc)-beiceRiPag <y THORHTp gt @b ys)-Thr-NH:
@Tﬁf mgb{gné(arxwg&g%n gﬁ%s_p(% él;)grc_)%éw -D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-
C% PQ\E é\ﬁ%ac}n%tolﬁ elﬁilj-rll-&jro \?k\és pﬂ}%a@ﬁﬁzail;hgcc%lé 38R dk RabPthereof,
réSpéctiveC) 4- Aepa- D Phe c( QIS Tyr - D- Tr p- Lys- Abu- Cys) - Thr
NHQ (SEQ I D NO or pharmaceutically accep table

sal th aoaeverﬁhﬁ@ép@lmsﬂgoftth%%e@fy firstasppd ghg E‘Vﬁ%fé’c‘j‘ feqjures a method
of 1880 e2 ;agée ornz%%woﬁnx mn%é il RARPGRISIAY W¥Fod comprising
neur o1 ona gangl 1 oneuro

a@n’ﬂﬁﬁsfté}ﬁfgttﬁ HRPEUBC e tHeCapeiily bdtarSarigiritoag Oﬂﬁﬁﬂ‘ﬂi& of compounds
vasoactivei nt esti nal pol ype t|de secreting tunp

Cemp%bﬁay«-rvﬁo@mfﬁylﬁ@?w?@ fre- (ol iy D- Tﬁ%r#&%géh‘glcb’?)r?ﬁ“ -NH:

t
B bt 5, S RIS AT O A Tk 9Py
Abpays)- Tlﬂ{NHz fSUd IBE NC&M, oHLphhﬂ%rhaeeL&&hll}) acceable galenagr, compositions
non-small cell lung cancer and the like. In another
thesqeéarherein gherdisppse Grcondifiencis Ch%raﬁ?%étb}’d‘@ﬁ%%fﬁd Pralifgration of cells

anot her asgeCt Lhe I é:tg{s %&hsﬁaum&e&] cancer cells.

0
that express one¢ or , rhore somatostatin-
}P pcancer I'n ye% ano erty Sp t unor

Eﬁéﬂﬁlﬁfy diSeasddI R TbAdiBorksAinE8le, DUD a@ddit tib@tad t6 nelitbefddtine tumors,
conpounds haV|n% the formul ae Canpt ot heci n-rvD-
fibrosis, benign prostatic hyperplasia, atherosclerosis, restenosis, breast cancer, colon cancer,

pancreas cancer, prostate cancer, lung cancer, small cell lung cancer, ovarian cancer,
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-28 WO 2008/ 051421 PCT/ US2007/ 022179
Suc Doc)4 Aepa- D- Phe-c(Cys-Tyr-D Trp-Lys

WO?E‘}S/W (SEQ ID NO 4) or a pharmaceuticall 9CT/US%7)022179

acceptabl e salt thereof and

eprRBRAD f@edrN-onASetgkiics (j2aphdina\ePpaddkifPlelymphoma, leukemia, and
c(Cys-Tyr- DTrp Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO 4) or
hampthamnm:@mqrcaﬁ myxtarecd SiaatrtethediavD-GletusdPoc)ofepa-D-Phe-o(Cys-

LRSSl AR, D 20y AR o
A%FQ—U—IE@[&C)LSV?W@‘FHJ 1Ly Ok @ﬁ@ﬁf -RHe (5B th NdVet) o hR#@draedutically

nascent” bl ood vessel s ich include, but are not
atdeptiable daltser campositipen dwiref may olsp beneedity treatiadivan] medullary tumors
retinopath cysti E?nacular odema

(Rfteestip P@’t‘y"é% sema &agglfc’éﬁama9aﬁ”ﬁr%%rﬁpggvsam (GEP)

t d H.6:0 -
hgggﬂlsl %Fi?égﬁ&g? {éis%&??ea?tgstgiaﬁ 285 peptReNRetihd Gurth60 W 1Poma), non

ﬁﬁ?ﬁmmg Nﬁjiilbmmori)- psqra]gﬁgbe@ﬁ)opl}tﬁtaﬁ;e pdenibrizh estoc@pmaTyirenign and
rp-Lys u T E

“(%iﬁ%%%%ﬂ@c’iuﬁw% resﬁete%esli %@ﬁamN?wé fagy %3&@*1% Hpythle cell)
n{eﬁ n:g o?na, ﬁ&lrlcr%lfaelﬂm nger (ar?@@ell@e l\Q an@he% ect, the tumor or cancer

maceut i y ac ept abl e salts or conpositions
id Hsrezrseoafncemdh yreteanothit aspee, the turhérmr caxtet 6 smallital g nancer. In yet
di seases (G aves' disease, G aves' _opthal nopat hy)

apeihercrspedt; the BRI £aNER SIHPHUE SEAFFR M Addifion rwlxmr% Bfffaagﬂounds

Uy e s o et pro e

Aar®gp mgNm $SED IDMO ) aRd CamptipcingeSu-Suwe Dgt)t-Ae- gmhe -c(Cys-
about 2:98, about 5: 95 about 10: 90, about 15; 85,
TabBtﬂErPMS*é@u-Ca/I@bUtf ISH: (EQ IDING4) 3@ Prgrmagsuiiqaliggccgptable salt of

4 4
eac%QtH%re(ng phaar’gg%lijflcag géﬁ%osﬂ%&%{sj 955?85‘%)"0{”%282% ﬁ‘gqoy agqé) be used to
tx@bt%ﬂgu%@nlzQnd@b@iﬂéhf&’éﬁd&comﬁbﬂﬂi a80¢cidted vatothe fBfmdlion of nascent

about 97:3 or even about 98:2 of

bloadpiestelrewhish ringudes ;bmtsate abolénitedatp Angiogangsis (rrgferpyiye Piabetic

r%?%iﬁ&sﬁb é)i\ 0\41% ggm? A }]eten(n?g % l Eﬂr’e}lgo é 1fk)iorgétrigsis, restenosis and

pSeHEREs Ot AR Gfidiral %Mn@d%(&%@%b@@é}ﬁmgfﬁ’ﬁeapﬁlﬁﬁoﬁyf a hitture of
rp Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO 4) or

Cph@tmmeuwﬂl:@u@mé@e@pfsm%%ar Cys-hpr-Bdirp- LyﬁAhuwcwmﬂ\éﬂ\le

G996 e IS BB B G b o

A%Zl;%’ s)-Phr- I@h@@E ﬁ?&l@u or pharmaceutically acceptable salts or composmons
Canpt ot heci n- Asp- Suc (p Doc) 4- Aepa- D- Phe- c( Cys- Tyr -

the'feqﬁ ihgtgde, Aiuu-afbjg@t Iinited\NIHR AuBEQMUDe Nitizeagkp ( vaes disease, Graves

OTFW : Ot ) Il_;}]oggtv p@?él;:m%:m C?QEE r()g@@:%gh%ﬁ% gterogs dysplasia,
g%ﬂ[dﬁ?ag %Bﬁ:r@\ﬁbélé’ sﬁ@&@%%cﬁa&ﬁ\l pne@honiggch t her eof ,

respective further aspect, the mxture
con‘p’lf'heem,xtuml thttlﬁe/vemgtwﬂ;at@)bdotegomg S@emh embodiment comprises,

w%?gﬁ@&%t e gugg AR SRR A o6 SRS sERC s tS5 50 Mol 2575,

about 30:70, about 35:65, about 40:60, about 45:50, about 50:50, about 55:45, about 60:40,

about 65:25, about 70:30, about 75:25, about 80:20, about 85:15, about 90:10, about 95:5, about
97:3 or even about 98:2 of Camptothecin-rvD-Glu-Suc-(Doc):-Aepa-D-Phe-c(Cys-Tyr-D-Trp-
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Thr-NH2 (SEQ ID NO 4) to

Qt heci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe- c( Cy
W ﬁ(%h)%“}l\bu Qys)-Thr-NH2 (SEQ ID NO. 4) or a PCTXI52007/022179

pharmaceutically acceptable salt of each thereof,
Ly@&Be@yis)VE{raN Hi (SEQ ]TDJN’Ch @y amds Qemptothenia-mriGht-$ircgDoc)i-Aepa-D-Phe-
conpri ses, ht / wei g about 58: 42

-29 WO
c@g@yg@lﬁpiy p@zb’ﬁyﬂ@l’igﬁ@ IDOINO 4) or a pharmaceutically acceptable

sﬁf‘ro'?%ta% t*ﬂ?r%\gﬁ Ir&%fﬁ%ﬁas?%ﬂ%%e AERRALS, X%‘é?%h‘iﬁ»%/g%’c T¥6ut180:20 of

tﬁéchﬁﬁﬂmGthS%S{QB&)@Aéﬂ?@-}’ﬂe-@(@paﬂ'ﬁl@h@p-QQQ}&Bu-T.yE )-Thr-NH:
LsAbu Cys)-Thr-NH2 (SEQ ID NGO 4) or
(iﬂ%rlﬁabl&ﬁ caid _\Qaa'@tcélpﬁca\bqvghs (Def) 4-éa%Dtﬁhéﬂ(§a1s-Tyr-D-Trp-Lys

ﬁ@ﬁfi}évﬁh&@EgﬂP&N@ u‘fat hae%h Cuglk}alﬁrga%cegﬁﬁeu alt of each thereof. In

a@afmér%p&s itRe ﬁM@ar@S@n@ﬁges( D@lngA%maa&uPlssw 6y &mpPipthedh-rvD-
- Tr p- Lys- Abu- Cys) - Thr - NH2

Qarfipd- @dqwenaﬂvaﬂ(@ﬂy(r%@ammeﬁw @zspﬁ"bz-blmgsqw ¥OT4) and

Thy - NH2 E
Rt B G P O AS PRI Ee i D ey oy The e (55
I@%@egtdrvaei)%rmla&uﬁcaflly ra'it&%iabﬁsﬁﬁccif eadhefBoKt IH & further aspect, the
conprises, weight/weight, about 88:12 of

niGatp cmﬂrersesn wexgbt/ﬁ@{ght%@boqtlﬁé'd} 4f GapptothepnavR(@y-SuF(ochrAepa-

e GRS BOE T AR B WD o el
S[lﬁ LI A@QD RSty b BEABLCHRThHANHIT (SBQ ID NO: 4) or a

r nmaceuti cal | y acceptabl € salt of each thereof
phmmetﬁcwlq)( zy,ce]:itablasaitmf edvbrthaiege bt 3 further aspxdtithe mixture comprises,

b
S B Rk oo
TR RAL SR Y B (68 Loty s e

Ph@c(lc,}yszé\bD T 53-APMCAFThr(NEQ (SED ND MQ: @) e a pharmaceuncally
phar maceut i cal I%{F acceptabl e salt of each thereof,

apcepigbletsaly f gach thergpfs &? g withes apect, the Mixtyre cpRIpHses, weight/weight,

[.-S€ X r K
AL CRLARLIE o AR TR Syt
CydF Thrltyisr 8BQ- IQN()).- Hhhd Mz ptdtidc(- ithlNﬁlc @ocf-Aepa- D Phe-c(Cys Tyr-

npt ot heci n-rv - Suc- (Doc) 4- Aepa- D- Phe- (IQ/ Tyr-D-T
D—"ﬁtptwwysd}'glﬂ.\l%h S NS arp pme}'mqg?utgpl )éacceptable salt of each

t e@&rf ma? eut If&r@h asgg&e%]ie gtuls alc se?ag{} %ﬂ%%ﬂt about 95:5 of

respec ver Sevent

Caprdtiectr-fEt GH&Q@;’DOC)I A@amwaat(@mjueantupe@s Abncezyh)amr -NH:
of treating a di sease or condition in a subje

in
(FR2dDt hX ot and kampiatirsth- &P iDiog- AﬁEﬁTPr?}@tC&)isﬁgf‘PoTrP Lys-
‘A}%h)%yﬁr?‘ ggf-l @n%g%rﬁ@eﬂ g%hé%a@&fﬁ%ﬁw ac?ep@a%?eusmt o‘f-')gacﬁl thereof. In
aGaRéroispas | the mvldutd tbonipifed, Rasghd/mAgHhg - a@oﬁf@&é@ﬁnﬂ%ﬂm&i rvD-
- Tr p-Lys- Abu- Cys)-Thr-NH2 (SEQ I D NO. 4) an
Qbarfipe-Glogk-diepaPylhec(SracTyr Db EypAL yaedan- ‘E)ZSPH“EI NW%EQQP NPT4) and
6aE1p%c}éﬁecm—rleu-Suc—(Doc)«a-Aepa D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ
ID NO: 4) or a pharmaceutically acceptable salt of each thereof. In a further aspect, the
mixture comprises, weight/weight, about 98:2 of Camptothecin-rvD-Glu-Suc-(Doc)+-Aepa-D-

Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4) and Camptothecin-rvGlu-Suc-
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Abu-Cys)-Thr-NH2 (SEQ I D NO 4) or pharnmaceuti caIIy
acceptabl e salts or conpositions thereof, wherei

t he
WRi2BASE2hr condition is characterized by undeEFF/éI§2007/022179
proliferation of cells that express one or nore

(DEYPAGS tmh@c(typeyxr PARPLOs-AbS-I9E)-Bs-NHTOBEQr IDarker 4) or a
ceIIs Ia&i di seases or conditions include, but
Ph@@aﬁﬁtm{iliymcﬁ@@ esaltiebepch giemoEr i ne tunors, fibrosis,
beni ghaéP 1? ghsc é {T}égte qui’lea t%ve%gi f?rtsp srggc.% Cti\g {nQ/gll\édn features a method

rest cancer

of ¥R&tRy a RiiR8JeadrecdndMoRlin d Biitgect A @edd tl‘&[’@%l‘ | thé: Qﬂ\étl\ddlbkgnprlslng
cancer ovari an cancer, -30 WD 2008/ 051421

2PEIUSHEOP e 2atject aet,bm@eqemallmtfﬂ@éve aet Hp §gRipkpthecin-rvDAsp-

SHEE e PR heeP o e pa P THE T (EQ 1D NOW)

phATRAIHRSE RcdpiGal tRbteof( SoLprrNeRatiE ERRpsstyistescribed above,
Tyr - D- Tr p-'Lys- Abu- Cys) - Thr-NH2 (SEQ I D NO 4} and
whampt dtehdiedape pv @nditBucis (cmuggtqmzed by undesired proliferation of cells that

Aepa- D- Phe- ¢( Tyr. rp-Lys Thr - NH2
cHEE A 8 T SRR B0V ATy AL GBPECSANE ot Dremplry
d5RIROSk tebQBorlsNBHEAE, BIRar@nSP1iRRed 38 thdutoehliS@ine adm8RA ibrosis,
medul l'ary tunors ( pheochronocytoma, neur obl ast ong,

beg@ipy | prostetinr duypdrplagias tatfmmstlenospamteeams, cbre@ERancery wolos cancer,
(gl ucagonoma, vasoacti vei nt esti nal tide

PREFast FAREF Bﬁﬁfate( ﬁr}sgrmi)mg Sser 15l ?%‘nf‘)‘ﬂg @pgsr, ovarian cancer,
g*&gpﬁ;ﬁ ) canlk&@! agRANghd gg‘r% and?fhh_lgdlﬁﬁr }‘Ioég&'{fp r]@fmphoma, leukemia, and

strocyt omas, beni I i gnant ~ bone "t unor
helinf fopoietid tanted GamprashatireaDeispSoe(Rep2ipAkpabihe- c(Cys-Tyr-DTrp Lys-
follicular, Hurthle cell) meni ngi ona, nnbﬁmall cel

Abyr{eyst BalH2 akeEQ HR N% a) P]haé‘n‘?é‘”teHE‘fa“éis?fé"cﬁta ¢ Kt ttﬁ‘?fﬁ‘?f or a
p?%m?a%&ﬁ%gl cohﬁaogfl&gﬁéscﬁﬁéacforove HAV%{% RN &% Qgﬁﬁwl medullary

unor or ‘cancer Is smal ung cancer.

t@hérs h gpheadp@nbdaytdnee hwfﬁiﬂasm‘mzc apagliohairgma)st @BEoenteropancreatlc

cancer. In addition, mxture of conpounds having the
(@%IF ntyp'ﬁ@ (glucagonoma, vasoactiveintestinal polypeptide secreting tumor (VIPoma)

ARIRLRE P WD) Hars el PRE R0 Bes 60BN mdY bern anc

nﬁagﬁm@bb@%ﬂm@/aﬂereﬁumﬂ Boegid cAepamb(fptitagy, @ylBeular, Hurthle cell),
Tyr-D-Tr p- Lys- Abu- Cys) - Thr-NH2 (SEQ ID NO. 4) or a
rrp:nmgmtaem gl selldersepnessprd dglike. ol angHehasprertbe fumegor cancer

1s$ggasgfaglggrg ertl :th%éo{i\er sl%g’clztt #\g p\m‘f{lor OQ% rg:cléll' Q%xg\fﬁ’ Egylugg %Ar%er In yet

reat angi ogeni

a%tﬂéﬂ dspEBithe/ Rinto? e cdricois pas&@Cianter d Inhdditidr) €amPESIRcindR D Asp-
of nascent bl ood vessels which include, but are not

Shé-tHegDdAepn- Dﬁlmcr(ﬁgeeﬁersl?ﬁp Lﬁﬁvﬁ\lbuf(“efrshThrwl‘éHdl ab(éEQc ID NO4) a

P ?eftfrl}??é)‘ﬁ @Fygﬁg%tﬁ’@? %Flnqﬁ%reg}r gLA el%aglpgcegﬁ%? com8051t10n as described

pRAulyORa) ak6BE ubddORSreat alfgK iSRAR QR Bﬁ:ﬁﬂfetrbtﬁ@ cf)fl&lﬁbns associated
appl i Cation of a mxture o

\Adlaxnﬁteofdneenm 1of Dagent Blpod ( msﬁﬂmwmébau@@nebw( @es nqty iimfted  to,

SO EYBE TP L N DORATH: ASNATB MRty hegpiofg i

ehdbnkefSosis, restenosis and psoriasis. Additional conditions or diseases benefiting from
application of Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c¢(Cys-Tyr-DTrp-Lys-Abu-
Cys)-Thr-NH: (SEQ ID NO4), a pharmaceutically acceptable salt thereof, or a
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Abu Cys)-Thr-NH2 (SEQ I D NO 4) or pharmaceutically

eptabl e salts or conpositions thereof include,  but
ngzgos%yzpl mted to, autoi mune di seases (GravggT/U'SZO‘”/022179

di sease, Graves' opthal nopathy), bacterial pneunoni a,
ph&mekéaicalSe pEitias cesteibéd abdvbrindisdedystpirasbalimited to autoimmune
granul omas (tuberculosis, sarcoid) and radiation
dﬁﬁ@@ﬁfﬁ‘iat"ifss disgase. Gravesiopthaimensghy) nl?ﬁstﬂfrlalt BIeiogiae GG vascular

a%clcgegptf 0613? %;vl néra ri%@%&ul&@%oﬁ?&%@@g%m e}gﬂp?%umomtls

20: 8fha ﬁhﬂt@mﬁ’o’ﬂuﬂ&\t of ﬁb@uén@-@lrs? @speath eHetinvinti6d fea bl method of
40: 60, about 45:50, about 50:50, about 55:45, about
tigatingDa disgaer,or GEndiGon b usubjet 30, neah dhereqts thes megiady comprising

8?1%5(2%r}n etﬁr']\ glau(? %Qr%pctelftlgcg)llylgffecg\peoy&ognﬁ 1? Ca%%?o%ecm-erAsp-

S P OA QDII’}Te[ B sAW-TE-Ly PasYdydepa-NdiPhe- GEQ/SHTYINGM), a
-Trp- - 2008/ 51421 CT/ US2007/ 022179

phgmﬁaﬁmx@)}se)ccémqblq\mﬁ tbgg@ o N@rch)eugwéj composition described above,

Wg%%yp%ﬂ‘ﬁy 1(s:e|[59@|-{>r}/)9ci_ étl%}égla (c%gg qum_&mgggd ?rﬁhﬁa’aoz)of cells that
eRpPRANIBE Ridkd Maltdétaﬁ‘lﬁ‘}ﬁﬁét REdpeors, 38 asthimBAE  cah bR @RI Exemplary
I'n a further aspect e m xture conpri ses,

diseasgh tot \wendjtions lablgdt, 180 :a2¢) noff limited to, neuroendocrme tumors, fibrosis,

e
P&e}%ﬁ oLl szfég Eaéklxc 1(11%’ Qaréceﬁes%?aﬂ Dﬁeﬁh Rng (H&s, T Ylarkan Tcancer

or a
epid&ﬁiiﬂ(:emte:rcaidnyH@igkem ajthphcmd t Hoﬂglexais hlytriphpmaf ledkamia, and
a further aspect, the m xture co

hﬁ@ﬁ@ﬁw% D ARRROBESTE Best g PSS Ty DTy
hr}%iﬂ}x(]?g‘é)Q E%fﬁ% Qg%{}e aChibad¥ifically TAReptabis AR thatSdf, or a

and
phafkattiaicionrpoyitbr déﬁdﬂbe(dD(hD)/él mAe also DeRlied o (B3es adsenalDaddullary
rp-Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO 4) or a
twhers néRheHTRRPyioma: c BEtraliroaan| gangliopsirpme), egasipentqrppazcreatic

ther a e
8 P S o TR B0 LI
nbhRiiRti6NiRY SEF YUmdds)] paragangtidha) pibyRgry hhemdttd2astiBE o3, biédign and
4) and Canpt ot heci n-rvd u-
ngligngrbbenesimepadifiermbated @vgomtﬁmwmﬁ pRapjlarniellieyar) Hyyihle cell),

n'éeg}r}glo(n? Qon-ﬁm%\ﬁ:ellépn?g capger a @ SeH‘lt An%ﬁiet Xsp@ﬁctﬁg [’Lﬁl%r%r cancer

“eac ereo er aspec e m Xtu

ISR k3RS, In MY BEheRipBdt] the &bﬂdﬂor 8&1&215 @all cell lung cancer. In yet
Canpt ot heci n-rvD-d u- guc (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D

anotifennspgct kb twny ©F camiser iNpPOstaBE@NFID mdchgloraﬁlgmptothecm rvDAsp-

Swgpt‘?@§%'c\@fsyﬁ’r'ﬁ§é% AT, (£BR JRNOY @

pfarmPedicAlan tisaR| theteof26£ PSIRABMECeEfdal BipEsitidh as described
thereof I'n a further aspect, the m xture conpri ses,

pvmcgialy/ mey g}sp be ua@bﬂgpttreg()ar]gboggfuc and/or proliferative conditions associated
n‘BleL heCI ?r}‘ ro nascent %Pood( \%%g s4 w'%\? m[c}lch)ig,e bgt( % nOly Iilmqed to,

angiogenesis, proliferative diabetic retinopathy, cystic macular odema, rheumatoid arthritis,
endometriosis, restenosis and psoriasis. Additional conditions or diseases benefiting from

application of Camptothecin-rvDAsp-Suc-Pegu-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-
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Cys)-Thr-NH2 (SEQ ID NO. 4) and
Ca%t ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-T X]
WOHBASI42L - Abu- Oys) - Thr-NH2 (SEQ I D NO 4) or RCT/US2007/022179
pharmaceutically acceptable salt of each thereof. In
Tﬂr—f\Ilet [(38Q HBNEX4), a bhdmiatetitiodls acdppabiles @t thereof, or a pharmaceutical
i ght/wei ght, about 95:5 of
c@mtmnrf&éwwfﬁ whr\E incleiebytpae net-lisgifpd. tpapiaimpiueg disqases (Graves’

d@%ﬁ& §¥ x&g%a-[lggc z;(_%cl)naf ? % Jﬁﬁﬁé)ovgﬁéglar _?cmdeB_t _Iflbrous

dyspldsisS g raﬂ@l’ém@d Ft&\be-f&iﬂos%r&oﬁﬁ@nﬁ Bd&@onfoﬁet&ﬁorﬁhs

phar rraceutl cal acceptabl e salt of each thereof. In
a f uImt m@n&@ﬁ@étmerﬁ héthmtwerljvélr% émﬁfifv %Sﬂvenﬁon features a method of

ht t 97:
Eren e - REH D o 8y 08 PSR (s T cagPrising
adﬂwlhﬁs‘té\t'h% l()S.EQSlJ eN@ thidap@itally effective amount is Camptothecm-erGlu-
Canpt ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

anr::emop}a ANpaI—IIB}nlsl):éCyh{TyNHer( E}EQ\bu CyhThr-BH0r 4EQ 1D NO4), a

ar nace ca eptabl e salt of eahthereo

PREPRG AP R Rt BATPRLEeT CYRPOHOR S ERes 20ove

fé‘rﬂ I%Sdlgeag’éc p@éﬂ&ﬁt%h?%hﬂa&é’x@'e@# @Hﬁm( ﬂf‘eé@i@ﬁ -dPcells that
Cys- Tyr-D-Tr p- Lys- Abu- hr - NH2 EQ I D NG

eﬁprearmhe Ganmmohemmnmtﬁeme&pmrs, -s@@h AMDA@OO&’ @Bdes 2dlls. Exemplary
PCT/ US2007/.022179
diserses 21 ARRHIPISPREVE] G4 215 roplimited (19 NEARFREgEie FHRORHEProsts,

t t

oLTEE AR, by ord, sTBANIRGEY, LRl o6eop G 2abh cncer

phi@es yeahéers praampe edncert Hieng arent, i sorallf et hmgscaacamebman cancer,
of treating a disease or condition. in a sub in

epidednal henedt , nantidodgsitio dyrBisma sHAgskRY nliympﬁétm fgiemia, and
h%ggto?&%)%eg%nc& t E%g{&%%lhngb}ﬁ §Icf(98£)!s X@paaﬂpl%m C&/ssTyr-DTrp -Lys-

n-rtv
ASUCCy(SPHQQNHz AesEQ DBhBIOA) Cy Sphlyihadditig@dly yaredhitabldCpal) -tHéreof, or a
NH2 (SEQ ID NGO 4), a pharmaceutically acceptable salt
pbw@raé@fncalmorrmﬁh@r Aescdlnd abare B@plsgibeiuseA trelseat pawenal medullary
wherein, the
TR ISR SO, BRALIARING soprepiyppgperane

(CRIPI taFmDrOPRu@fondRiaf vadRaiveintesfinal polypeptideCcepletfid turﬁchtC(h/ IPoma),
as tunor or cancer cells. Exenplary diseases or
newfiictipning GER emere), paaganghiens pituitarip deponagastrocytomas, benign and

n o ongrgeCtrg}n%e tl tg%ng tecfi I bl;oox cartmf)r%ggf)a%qlap%?a &{l CHurthle cell),

er OSC ero res

nfeﬂﬁ‘%ﬁﬁna, A6H-SRalC N 1&g can&aﬁﬁd Q@Slk@ amCAbthePisPEdtAh€ tumor or cancer
cancer, lung cancer, small cell lung cancer, ovarian

isqarerse eancere B pletramathetaspedsrthe mprm agkcpws smal) agihigng cancer. In yet
ax&%ﬁ%earspech tfuy g;pmor or cancgrullé %%s%te cancer rfn g@élggrp IC,%mp?othec1n-erG1u-

sﬁ&g%g_ m&vﬁéﬁnﬁugﬁ%’g&%ﬁf?ﬁ@aﬁﬁae C($B@- Tyr -ND4), a

phévaraneutiealty e@bwtybla@eléﬁhqueos al pharmegentidal compegition as described
p%ggo&gl?gr%g{z Iég{? lbg eﬁtgltr %}nﬁlc?ggﬁ{; ralnlc?/%r prolrllsaeraehvrerzac}éné71 ‘ZIOI‘IS assoc1ated

with the formation of nascent blood vessels which include, but are not limited to,
angiogenesis, proliferative diabetic retinopathy, cystic macular odema, rheumatoid arthritis,

endometriosis, restenosis and psoriasis. Additional conditions or diseases benefiting from
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tunors (pheochronocytoma, neurobl astons,

an I|oneurona) gastroent eropancreatic (GEPE unor s
% 6"8hona vasoactivei ntestinal polypeptid CT/US2007/022179
secreting tunor (VIPonma), non-functioning GEP
appiiRfiSn . dPar @4ARGthe@RRVDQIutSlici(Bbd):- AERADPHR-c(Cys-Tyr-DTrp-Lys-Abu-
astrocytomas, benign and nmalignant bone tunors,
Gori)f Frerdie | aSBQ Ry NEM4), carpbrmeeenticpilipi dcteptaple salt thereof or a

ol |i cul Hur el | nme
PhesEi o PR Seferkes stoy nUPHep neits B0t T RD b ffgimmune
d%@as@@ (GRVes’ idfelieeBives %%[moﬂarchyy ShacRRG PRILNRHRES @érebrovaseular

tunmor or cancer is snal | ung cancer. In yet

aemdnnh dibroys dggtlasia; grenulames (t@erm@eﬁarqo@) pndmdigtion pneumonitis.
cancer. In addition, Canptothecin-rvDAsp-

Suc- ( Peg3) 3- Aepa- DPhe- c( Cys- Tyr - DTr p- Lys- Abu- Cys) - Thr -

NH2 ﬁéﬁ%? Mr@as &+ o tRAMIBRRH! the &l tbtsxid afofitf AR t@rg%aﬁdg moiety
t her eof a phar ceutical conposition as describe
apedegdribad by Fommyla Bl so be used to treat angi ogenic

and/or proliferative cong%tggg ssociated wth the
formati on of nascent blo eFs whi ch i ncl ude, but

are not linmted to, angiogeesis, proliferative

di abeherin: et i nopat hy, cystic nacular odema, rheunmatoid

arthritis endonetriosi s 0Si S. and psori asi s.
Addi ti ona/I\lsccaﬁ‘ﬂfotﬂi‘e(ﬁﬁ‘sorafarBP?gﬁglggeB‘é%gf| ti ﬁg from

appl i cat i @@ Hfp2.ps.D* wherein

Canpt ot heci n- r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c( Cys- Tyr-DT
rp- Lys- Abu- O)is gittaryHRedrSEQY delxtdd: 4) , a

phar maceut i cal |y ceptabl e salt the

D008/ 051421 PEH BSG0 M52 79 IHERP TR 9 G bectrence Rereof,
conposi tion d Qs§ ro'r k?ie& [@Q@V ?vh'eﬂz‘ﬁ{ y Q§ ubd%)e@t{eﬁtlﬁ @&r each occurrence

limted to autol mune seases (G aves' disease,

Graves' opt halthergst R0, bacterlal pneunnnla
cerebrovascul ar,, accident, fibrous dys si a

granul omas (t B és AgPYsvhereindy iz dn %HYF&HY ?ﬂﬂie%f{hl qggprrence thereof,
pneunonitis. "Br@e&bnth enbodi nent of the twenty-first
aspect, the invention features a method of treating a

di sease or comdistAlonNienApngish)AgtD-At-Ddgd Gabaxmemf t he

met hod conprising admipnistering to the subject

]
t her apeut i cal ISpbePr¥e-Uw btathe, hys-D-Ser-D-Tyt, Nle or D-ser-D -Tyr;
Canpt ot h
Suc- Peg" - %ggo%gﬁime5¥(ﬁ¥wme?lp Lys- Abu- Cys) - Thr - NH2
(SEQ I D NO 4) GIATrpARFVEGeAlaiHigLéy NECR (ECAID MOSH)] therein
thereof, or a pharmaceutical conposition described
above, wher eifisNbEogPEkase or condition is
char act rI%g% g%uugg%saglSdﬁéqkbgeratlon of cells that
expr%ssp ShE SH HWor 8°Sh F*R: type receptors, such
as t NIt edbo@AGHE bf €€ hlrﬁteerﬁ&%@ﬂiﬂcﬁéfyche Ghivere B E&ateres compounds of
conditions include, but are not linmted to,
Foreulo B deving acamptathesin noidty spidcted fromeihe groupcorsising of:
hyper pl asi a, at eroscler03|s restenosi s, breast
cancer pancreas cancer, prostate
cance small cell lung cancer, ovarian
cance
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epidernal cancer, non-Hodgkin's |ynphoma, Hodgkin's
Qé ho | eukem a, and hematopoietic cancer.,

w ﬁ%f {"HE(H n-r vDAsp- Suc- Peg" - Aepa- DPhe- c( Cys- WT/-UWWQZZIW
Lys- Abu-Cys)-Thr-NH2 (SEQ ID NGO 4), a
phar maceuti c acceptable salt thereof, or a
pharnaceuticgtzﬁ;nposition descri bed above nay al so be
used to tregat dTenaI medul lary tunors

(pheo Qe Qr obl ast oma, gangl i oneur oma),
gastro i ~9(CGEP) tunors (glucagonoma
vasoéct ' pol ypepti de secreting tunor

(VI Poma), non-f Pening GEP tunors), paraganglions,

pituitary adenona, astfogytonms, benign and malignant
bone tunors, differentiated thyroid carcinoma
(paplllarx follicular, Hurthle cell), neningiom
non-smal pFvell |yng cancer and the like. In another
aspesd ancer is breast cancer. In yet
anot he d tJnor or cancer is small cell [ung
cancer. Xrfopero aspect, the tunor or cancer is
prostate cancer. dQQition, Canpt ot heci n- r vDAsp-
Suc- Pegu- Aepa- DPhe-c( €ys; Tyr - DTr p- Lys- Abu- Cys) - Thr - NH2
(SEQ ID NO 4), a pharmaceutically acceptable salt
thereof, or aphafmaceutical conposition as described
previously, nmy a [ [
and/ or_prolifferatije conditions associated wth the

f or Mt Qg " Dbood vessel s which include, but
arenﬁgt gy ted1Q, 3 |ogene3|s proliferative

di abet{ c T et nopat hyy & ’stic nmacul ar odenm, rheumat oid
arthritis, endonetrliogi.s, restenosis and psoriasis.
Additional conditions or diseases benefiting from

appll tion of

Canptot eci n-r vDAsp- Suc- Peg" - Aepa- DPhe- c( Cys- Tyr - DTr p-
Lys- - -34 WD 2008/ Q51421 PCT/ US2007/ 022179

Thr - NH2 ?Ei;i rn.ceutlcally accept abl e
salt thereof 5 conposition

descri bed abo e IRETud Yot limted to

aut oi nmune di seases (G aves' sease, Graves'

opt hal nopat hy), bacterial pneunoni.a, cerebrovascul ar
accident, fibrous dysplasia, granul onas

(t uber cul osi drcoigl) and radi ati on pneunonitis. In
a tenth egbog Nt of|t e twenty-first aspect, the

i nvention B yd of treating a disease or
condi ti ong4 : e€ed thereof, the nethod
conprising admnisterifigito the subject a
therapeutically effective-amunt is

Canpt ot heci n-rvDd u- ’

Suc- ( Doc) 4- Aepa- DPhe: c( Cys- Tyr - DTr p- Lys- Abu- Cys) - Thr- N
H2 ( SEQ ID i a | pharmaceutical ly acceptabl e salt
t her E6¥ : al conposition described

above, e or condition is
characte Xed@roliferation of cells that
r o)
\ LY
‘ and
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express one or nore somatostatin-type receptors, such
as tunor or cancer cells. Exenplary diseases or
WGBS 148hs i nclude, but are not linmted to, PCT/US2007/022179
neur oendocrine tunors, fibrosis, benign prostatic
hyper pl asi a, at hePoscl erosis, restenosis, breast
cancer, . 8L —Opancreas cancer, prostate
cancer sneld cell lung cancer, ovarian
cancer’, B ancer, non-Hodgkin's | ynphoma
Hodgki n' s | ymphome—"lgukenm a, and henmatopoietic
cancer. . ’ wherein the dashed line “-—-“ in the above
Canpt ot heci n-rvDd u- Suc- ( Doc) 4- Aepa- DPhe- c( Cys- Tyr - DTr
inidayes- thd\lpain€yp$ httaddhmenNHZf (hSE@ptHON4Mmoeiely to a second moiety, e.g., a
pharmaceutically acceptable salt thereof, or a
ligketronReRéistei cal conposition described above may al so be
usedatQ.dealbRAMKGR 3 tHIRE A aspt W BPHR invention features any of the
(pheochronocyt oma, neurobl ast oma, gangl i oneur ona),
fghstingenipuagancreatic (CEP) tunors (gl ucagonona
vasoactivei ntestinal polypeptide secreti t )
(VI PSﬁ*ﬁPEOtheﬁ’@ﬁY§Un%Fi(gﬂ‘F)ﬁgeR%éﬁ*etQ}PrﬂFl%';ﬁa'g%' ¥ an gy e-NH:
it L@ . adenona, astrocytomas, benign and nalignant
(%%%gﬂpﬁaéfs, differentiated thyroid carci noma
, (|Oapthﬂn?foyhecxanJVt;iycsucqnoc)blué;tahAm-cm-Tr)o;AlamnBmga-ﬂmmeu-Nle-NHz
non-smal |l cell lung cancer and the like. In another
(SEQPHENO:The tunor or cancer is breast cancer. In yet
anot per ect t r i : I
cancermpEae oot BPBEA g FAe Rl G TR VAR P e
RIOSHA{GEQADCRD: 8);! n addi tion, Canptothecin-rvDd u-
Suc-(Doc)4-Aepa-DPhe-c(Cys-Tyr-Eer-Lys-Abu-Cyﬁé-Thp-N
H2 ( SEOplathesior§ly-Suc-(PRel-ferseGatiackant Gingep-dia-¥pHioAkpdiis-Leu-

of phar maceuti cal conposition as descri bed
§E§®ﬁ6&§$§ﬁ3ﬁ55 al so be used to treat angi ogenic
and/ @hmpfdthdcinei &lyi-StR-(DOEHAEDLAPN-ASS G- Bipaala-Wsil-BIAl-Bis-Leu-
formati on of nascent bl ood vessel s which include, but

NieeNHoSHQ H? N&d1®0, angi ogenesis, proliferative
di abeti c retjnopathy, cysfi l.ar ~odenma,, I i
0 b OB e Tt Ay AR

ﬁ@gﬁnggﬂggnygﬁgiijons or di seases benefiting from -35
WO 2008/ 051421 P&T/USZOO7/022179 appl i cation of

Canp Catipathacineny O-$ucSDoc)- B PAladh Byresrind re-(dyy ¥alfhy Alaghtis-Leu-
- Lys- Abu- -Thr-NH2 (SEQ ID NO. 4), a
B#é&ﬁﬁ@gﬁQp%g@$yzécceptabIe salt thereof, or a
phar @H’l§Fb&ﬂ\e%ﬁ\l-rveﬂnms(bb:&)gﬂeﬁ@%i-b%r@@?%}\ﬁﬁvmeklmisieu-
|

are not mted t'o autoi'mmune diseases (G aves'
Nle-dERSEEQ® @4 3); opt hal nopat hy), bacterial pneunoni a,

or anGrons e ERg- ekt BUR S AR Sy vat -
PBQ-%M-NW%SEMGDMQW' second aspect of the

invention, the cytotoxic noiety and targeting noiety

oth %hg r(?nsa%édhkgglij at&eplt:a%'iergﬁlt hedof.

A third embodiment of the nineteenth aspect of the invention features the

compound:
Camptothecin-rvGly-Suc-(Doc)s-Aepa-Nle-Gln-Trp-Ala-Val-B-Ala-His-Leu-Nle-NHz
(SEQ ID NO: 6); or a pharmaceutically acceptable salt thereof.
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A-rv@y-CE (Il) wherein: Ais canptothecin or a

tothecin derivative; Cis Dl-D2-D3-D4 wherei
W?%‘)n%foﬁ%“ﬁ?yl succinyl or deleted, D2 is (Doc) WW@?@V’HZZIW
mis, mdependently for each occurrence thereof, 4, 5

or 6Ty cbiRpElndswWagbRiifg Xoi Bormufkd@pesidert Invefitton agec leatured as
occurrence thereof, 0-100; D3 is (Aepa)nwherein n_ is,
smmt@@p@lhummcympevndéac&vbaemly PHELCAPRIUBES are qgmppunds which are

d%ggrémgs to CC%B a&lpB_Fdéll’l‘ﬁB%’?%% Aérgat%ag faer%c-gy[n’olecules according to

FbXSulde Iﬁ%rl@wf&rappwxﬁnﬂély @%Sﬁl’lesDofT Hdn-ldel’&lcbISmale&iMbﬂs lifpurities,
anal og of the formula

peztxnuyrgccpmpue@dvmlequ@smmrw@at@enplmuées Rr (eamgorr@rlm@mﬁ) :Of course,

er ei Ris NH har maceut | 0
sukpafe B P RPoEREY oy e AheeF SR PRNREA RN o FPRRgmatly 9%
9@5% eég%@/@&#bgaﬁxp&cgrea& dehGentiba %Hlécﬁfés WERALIppRXIrRASP Q%N 015%, 0.2%,
of " Formula (11) having a canptothecin noiety sel ected
of rocii¥s tonelegyr ofupor-ddestisd i mgleades. \ Stbs@ntial®ys puDcompounds are also
2008/ 0514
cwtemplateﬁ tg 1]r'1clu {thJ)‘?eZ c%cr)r?p/o%% slc%gtalnl}lr?g 100% 1gent1cal m[\élg:ule’s\l HO
A fourth embodiment of the nineteenth aspect of the invention features a
pharmaceutical composition comprising a therapeutically effective amount of a compound
of Formula (II) according to any one of the foregoing embodiments, or a pharmaceutically

acceptable salt thereof and a pharmaceutically acceptable carrier.

A fifth embodiment of the nineteenth aspect of the invention features a method of
treating a disease or condition in a subject in need thereof, the method comprising
administering to the subject a therapeutically effective amount of a compound of Formula
(I1), a pharmaceutically acceptable salt thereof, or a pharmaceutical composition described
above, wherein the disease or condition is characterized by undesired proliferation of cells
that express one or more bombesin receptors.

A sixth embodiment of the nineteenth aspect of the invention features a method of
decreasing tumor size in a subject in need thereof cofnprising administering a
therapeutically effective amount of a compound of Formula (II), a pharmaceutically
acceptable salt thereof, or a pharmaceutical composition described above, wherein the
therapeutically effective amount is that amount which decreases the size of the tumor in the
subject or a pharmaceutical composition thereof.

A seventh embodiment of the nineteenth aspect of the invention features a method of
inhibiting the undesired proliferation of tumor cells in a subject in need thereof comprising
patient comprising administering a therapeutically effective amount of a compound of
Formula (II), a pharmaceutically acceptable salt thereof, or a pharmaceutical composition

described above, wherein the therapeutically effective amount is that amount which inhibits
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NO NI OOccrc'O ONNOVYV\N NNOO JIJHZV\N \' N
FINN\l O0 HONNO I and -37 WD 2008/051421
WeeHBsH3h7/ 022179 OF NO | O F N Ov, wher BFYUSHW7/022179

dashed line "----" in the above indicates the point
tiefundbdiRalpiBiTéraén Sfithe BT Lellshie teBubjedt et ¥ pharmacasica Romposition
noiety, e.g., a linker or peptide. A second

themdebdi ment of the nineteenth aspect of the invention

Lo MR B 8 8 PR By s oo
elidithigMhrRagdnSst leffbkt ML @ UtiBesin receptor in a subject in need thereof comprising
patient comprising administering a therapeutically effective amount of a compound of
Formula (II), a pharmaceutically acceptable salt thereof, or a pharmaceutical composition
described above, wherein the therapeutically effective amount is that amount which elicits
an agonist effect at a bombesin receptor in the subject or a pharmaceutical composition
thereof.

A ninth embodiment of the nineteenth aspect of the invention features a method of
eliciting an agonist effect at a bombesin receptor in a subject in need thereof comprising
administering a therapeutically effective amount of a compound of Formula (II), a
pharmaceutically acceptable salt thereof, or a pharmaceutical composition described above,
wherein the compound is Camptothecin-rvGly-Suc-(Doc)s-Aepa-Nle-Gln-Trp-Ala-Val-$-
Ala-His-Leu-Nle-NH: (SEQ ID NO: 6).

A tenth embodiment of the nineteenth aspect of the invention features a method of
treating a disease or condition in a subject in need thereof, the method comprising
administering to the subject a therapeutically effective amount of a compound of Formula
(II), a pharmaceutically acceptable salt thereof, or a pharmaceutical composition described
above, wherein the disease or condition is characterized by undesired proliferation of cells
that express one or more of bombesin-type receptors. Further, the present invention is
directed to a peptide-cytotoxic conjugate featuring a biologically-active analog of naturally-
occurring bombesin having an active site responsible for the binding of bombesin to a
receptor of a target cell. In particular, the bombesin-cytotoxic conjgates according to
Formula (II) are suitable for the treatment of all forms of cancer where bombesin-related
substances act as autocrine or paracrine mitotic factors especially pancreatic
adenocarcinoma and small-cell lung carcinoma.

An eleventh embodiment of the nineteenth aspect of the invention features a method
of treating a disease or condition in a subject in need thereof, the method comprising
administering to the subject a therapeutically effective amount Camptothecin-rvGly-Suc-

(Doc)-Aepa-Nle-GIn-Trp-Ala-Val-B-Ala-His-Leu-Nle-NH:  (SEQ ID NO: 6), a
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(SEQ ID NO 6);
t ot heci n-rvd y- Suc- (Doc) 4- Aepa- Ahx- d n- Tr p- Al a- Val
WO(ZEST“DAF&ZH 5- Leu- N e- NH2( (S%EQ D NO 7); Bet/uSanbiinaamo
Canpt ot heci n-rvd y- Suc- ( Doc) 4- Aepa- Leu- Gaba- G n- Tr p- Al
pharMalce(tRalfy acckptable ettt thbreofNbR a( fHEnthdeiddOcoBposition as described
Canpt ot heci n-rvd y- Suc- ( Doc) 4- Aepa- Gaba- Asn- A n- Tr p- Al
abovgaivherginghe digease jop gondN;(@uNplzar{cgEQeql by N@iesg)ac;i proliferation of cells

thczfl x%%téshﬁﬁé %ﬁlr%g Yo cmlll:(eDﬁ%pe é“é;ﬁf’%p E@S%}) or bR AN cells.

hot BREdses by Q)ﬂ(:ht&i@ ihEogs, ‘b'ult-)éﬁe RoSafited &y sthdINcell Amg and
AIa val - (3-Ala-His-Leu- Nle-NH2 (SEQ ID NO 11);

pa@amgatiocdreivpmas. vd y- Suc- (Doc) 4- Ar g- D- Al a- D- Tyr - d n- Tr p-

Al a-Val - (3-Ala-Hi s-Leu- Ne-NH2 (SEQ ID NO 12);

Canpt ot heci n-rvd y- Suc- (Doc) 4- Aepa-D-Ser-D-Tyr-A@ n-Trp

- Al ap¥Yaked Rerfindd t@rnlrﬁ‘ﬂh'boN”edrN"Q ToRRRtdlP NS deliddd tinclude the
Canpt ot heci n-rvd@ y- Suc- ( Doc) 4- Aepa Gaba-D Ser-D Tyr-d
vmlué'p}:esmtaiiﬁ% (3-Ala- His- Leu NI e-NH2 (SEQ ID I\IO 14)

arnaceut i II l e sa her
Chi 4 SHRGHTSTBRE (O 2R Kot Ta 4 BB DRy gs ot unnatural
ahﬁ‘ﬁ’oed}wsolﬂcltﬁﬁ\?%?ﬁottlﬁ'ﬁtedqg 'HJQrHﬁ‘l@ ‘acids, B-amino acids, y-amino acids and
Canpt ot heci n Suc- ( Doc) 4- Aepa- Nl'e- @ n- Tr p- Al a- Val
maly- Bé al-tMrSD{aﬁUH(Nhede L-¢:8EQ 4ddisNanle$) otherwise mdlcated With the
pharmaceutically acceptable s I t ther

of
Srsprm 1t N isemninelonie o8 &b rw@%zfp&yﬁlaéofaad’ea? dfilg i this
disdlo e ”;tem‘ lebe Qe Etb@ctar@vgmtmﬁrtéﬁ{)ﬁ fent wh@@ma and R' each is,
stantla 'y pure conpounds ant|a l'y pure
uﬁﬁ:pémiéﬁﬂl)‘s ydeogen op eensdde ablaincdt aaramindetid(ag. nke Qi and R' = H for
contain a% proximately 98% or greater_of identic

|
AA{)} eick prd Rypay ngqﬁr&dtte forph ROE agstqrg‘ For thegdNiigrpyina ?ammo acid, the
a%@{;lgt‘“mgl%syfo?%ﬁ gtrtlcﬁﬁ‘é ER@? ﬁg{ﬁe ] @@l Jﬂéke%‘P #t §Sd R® are as

i'es, part d nol ecul es,

dbﬂﬁeelrlﬁﬁdrmaﬂﬁ(mpbﬁbuhﬂﬁ (mr) oemmnlaqnprl c forms. O
course, substantially pure conpounds include those

CONPRHRISMHIAN IR Bl PrafeABR bANITRIR liNcl@R¥but is not limited to, Abu, Acc
(where Acc is A3c, Adc, A5c or Aé6c), Act, Adc, Ado, Ahp, Ahx, Aib, Ala, B-Ala, Anc, Anc,

Aoc, Apc, Apn, Arg, hArg, Asp, Asn, Aun, Caeg, Cha, Cit, Cys, Dab, Dap, Dap(Z), D-
Dap(Z), Dhp, Dmt, 2-Fua, Gaba, GIn, Gly, Glu, pGly, His, 3-Hyp, 4-Hyp, Ile, Inc, Inp, Ktp,
Leu, hLeu, Lys, Met, Nle, Nva, Oic, O, 4-Pal, 3-Pal, 2-Pal, Phe, hPhe, Phg, Pip, Pro, Ser,
Taz, 2-Thi, 3-Thi, Thr, Thz, Tle, Tic, Trp, Tyr, Sar, Val or D-Val.

The peptide portion of compounds of the invention may also be denoted herein by
another format, e.g., (Tyr'")Somatostatin(1-14)-NHz, with the substituted amino acid(s) from
the natural sequence placed between the first set of parentheses (e.g., (Tyr"")Somatostatin(1-
14)-NH: indicates that Tyrosine has been substituted for Phenylalanine in the 11* residue
position in the sequence of native somatostatin, i.e., H-Ala-Gly-Cys-Lys-Asn-Phe-Phe-Trp-
Lys-Thr-Phe-Thr-Ser-Cys-OH). The numbers between the second set of parentheses refer to
the number of amino acids present in the peptide (e.g., somatostatin(1-11) refers to amino

acids 1 through 11 of the peptide sequence for somatostatin). The designation "NH:" in e.g.,
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99.5% 99.8%or 99.9%or greater of identical
nmol ecul es with approximately 1% 0.5% 0.2% or
WER0BASK2Lf non-i dentical mol ecul es. Subst ant | 5??@5&97@22179
conmpounds are also contenplated to include those
(BRMBOMBGSta G2} NHE gn i@ thele tei Cadrmiimisecfuthespephide is amidated
fourth enbodi nent of the nineteenth aspect of the
whereen(TyghSereztpsiatendl-24)-Qih indieates theifreq pcié SPosi ti on
conprising a therapeutically effective anount of a
conpoalkgl" reférs Feoa h)adhaca(rlbdry gragie oordainigg tooe annognearkei at¢ras, where
foregoi ng enbodi nent s, har ceytical | L
“ﬁ’é‘é@%ﬁ%{B‘Pféatg’é‘Pt‘fj REFRERIGASE 1At S5t RRES RETRRIFS §f which include but
¢ | € t di rbon group may b
o R SR ey bl RS TR Al Py Bacbon rogp may be
s@ighttdh@iatdr I&gntamd:lns fe&ﬁ@rd)hsramr}mdmt dyolir groups, exabjpdestof wich include
need thereof, the nethod corrprl sing admnistering to
butase sotjnitad ta isPROPRISETUEl y effective amount of a
conpound of Formula (11), a pharmaceutically
acceffiuhititeted alleyl'tieferetofan dkylaviyniein e enmaighydrogen atoms of the
osition descri Qve, wherein r
hngﬁrﬁT’g? ?"?rbﬁrqug a}fﬁé?pé%ctegrwlz LY BNt eséUbrSté%Qrg? o 1gc?er ar [?1 one 8roup
chf\sw@lﬁ% loB halbf, (18X TuBfife, QARIIAE, HiBHhRe RAATEENY), me;zwr.sm -NH,
si xth enbodi ment of the nineteenth aspect of the

-INFCETt iNDe, F@ataliryd substitmehodthot to detntagans, ngFyt ek sPLE and/or

A BB B i drauniorr e TRRs R e
p{r:%Eﬁeé' (O ha-cOORD AlsHRCRLRE ?%d'u}:‘nona&%pﬁ%ma@lds atxamples of alkyl

ereo or’ a pharmaceutical conposition described
aabmvaemtavmm ebdm comsisting hefy aﬁ”édpi)ou@é)@fy e‘foU@lct bute argnwghtlimited to
i s that anount whi h decr cig e of the tunor
2imrieene SUBIC BB, B PHYERAF HADGRE SR BORSBrIS a
thereof. A seventh enbodi nent of the nineteenth aspect
of t Heeteraalisylf irefarsfteanalid vahasein [pg obfmore ohiths; earkey %tﬁ’é‘s in the

hﬁgxgag’r {)llggré)gr %lrel f elag‘edI with gr]:e l‘l’l%q% of:t%L kcﬁlol,vﬂ\rggatoc‘r“pbreﬁguﬁs. amino,

r Sl ng pa

affido, tO-S1se . NDgk c@rHohfi Ir H{lﬁﬂérbx&&kﬂbﬁdﬁfefn&(ltdr\Z&e&fﬁattmﬁs avé present.
conpound of Formula (11), a pharmaceutically

accep gtGied q{e'%er&hﬁ}rl ©Qffers @b AhRABAIRPC AHEremAbne or more hydrogen
conposition descri’bed above, wherein the

atdney afpbehy drataryoredrber pievreplacedunith pre ortraeresHbtittenigrelepred from

inhibits -39 2008/ 051421 P 007/ 02 t

thegiaup Fcé‘alsﬁ?&)‘i’f\{glé’ﬁ %&1 Bf’r"%e‘n&hqT ropwq "‘é‘% il P9 e'B?I -CN, -SH,
LRECH,- s JRA SWMskifAld WRRPES6 hdl ,tb%r@iHs AJTFs and/or

@F‘ght ol\gpz{)rentﬂ%? tﬁc'e1 ni net eent h ag%g?:t of the ’

QGH&)mCO@H fladiftarad emboditiend 107, 3 oet subistituents ane pagyemti st

effect at a bonbesin receptor in a subject in need

t her egikerg@ngefetsto Athydrocarbon group made up of two or more carbons where one

or more carbon-carbon double bonds are present, examples of which include but are not
limited to, vinyl, allyl, butenyl and propenyl. The alkenyl hydrocarbon group may be
straight-chain or contain one or more branches or cyclic groups, examples of which include

but are not limited to, n-butenyl versus t-butenyl and n-pentenyl compared to cyclpentenyl.

"Substituted alkenyl" refers to an alkenyl wherein one or more hydrogens are

replaced with one or more substituents selected from the group consisting of halogen (i.e.,
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patient conprising admi nistering a therapeutically

ef fective anount of a conpound of Fornula (I1), a
WORMBHELRLL i cal |y acceptable salt thereof, or RCT/US2007/022179

pharmaceuti cal conposition described above, wherein
fltibend, RRbARE WrbRiak)| shdebli@e), FUH, aIUBH, iNHS REHCAIDIND:, -Ci2 alkyl

which elicits an agonist effect at a bonbesin

sulstiapecbwithrl totfehalogsne cForOaHp hefFastien €gli2)e+-COOH. In different

C 05|t|o ene enbodlnent of the
eﬁ&ﬁ@?@@ﬁgh ggﬁggﬁmp?w?ﬁémﬁﬁéﬁntlon features a nethod
of eliciting an a t effect at a bonbesin_.rec .
in a Ayb;wsters F%afh@gamtaﬁérsa FUEREAngreraatis BrOWR Y &% g?ﬁt nge "8
ihoer t w6 QBRI @F fused

hg\/ Lgﬁ] Qdﬁ?.l\é% e‘anz lebéct?cfrr E:e'éﬁ/u t%?xggaﬁgh'\@ %;gfct:% o ablméi é‘ag d sed ring
syi@he hn a9l maluﬁhabtmfae sottlingiteld to, (mrhmsyltqaoyi lektegoqyiclheatyl and biaryl
above, wherein the conmpound is .
sappt Brefrarly,-the aylis @ fc of Dopgraberdyingy fuefeyred ateps Apra Rpfgrocyclic
9"”5“%*@6 talse o r@%ﬂ’etr?el\l?% ent Qaéfgégl? or & %?‘%/ﬁ{/}gnt%en Examples

of e@n hlrﬁcﬂﬁieabﬁleérb @@t Gfnited 16 aibetd, BnaplaledsEnaphtindniitoleoquinoline,
in subject in need thereof, the method conpri sing.

2éithidanpls B PrgthiRsenen Ar BB e arrelespR UPTdBt figup consisting o
effective anmount of a conpound of Formula (I1), a

-fhantikyt eli-H elbiy halvgeptiabFlaoting thipties drmingpnd iodine),—OH, -CN,

h | t des
R P
@I—ﬂ) I-EBIRE. 118 i fRrerft nbSdimeRi@ the@XAIcBHEIn 08,208 ofMDEudsttuents.

esi n- type receptors. Further, the present

| nven/kl'k aryfl ftegsI th &t 1-’a(?lg/tl) ]81 &4 PRl %1‘}? EXeBEQKbOve.

conjuga oglcal y-active anal og of

nat u Qccurrimn haV|n an act .
resp t%fne ‘fy(‘i(}l’ lﬁ‘ﬁl giB.‘ﬂtaP?f gas m n?oy Jloaﬁ?y ec,g%%fP pr a bi
géloa@kﬁ B ASlof Bfelihdicddy da%ohln%mbaf knoWi'Bco those of skill in the art.

eS|n yt ot oxi ¢ conjgates according to Formula

(D) 1R rﬁu*ﬁegel?{)ﬁgclg’o InchldBs MoRBLBRan@bi-&)dic s ?Jté?ﬁs Riving one or

cancer ere esin-related ‘substances ac
nddit QRterditorRd, spé as fokyigenThitogerc afd/ot eulﬁxresﬁbsc riag | systems may be
pancreati c adenocarci noma and small -ce

ama;tiCnmxamnleeqywm indalep geinaite: PEFmidinge. ﬁh‘ﬂ&%@‘érﬁlf? known as
gs%ﬁ furan, Benzo % teirg%lé” Qi gﬂrmomao dmdQIolJ r Rl%hﬂﬂmdole,

easd or “EondiH T on | Subj in need théreof
BeRAMIEREHE thGesIp lah& ltlﬁlldlailﬂiem 'DlheSilﬁg‘ bysgenistalich@ay bbpem:’aromatlc, for
t herapeutically effective anount
e@amplediuh betlimited &, ypygghidine, piperidine, morpholine and the like.
(Doc) 4- Aepa-Nl e-d n-Trp- Al a-Val - (3- Al a- Hi s- Leu- Nl e- NH2
( SEQTh&xHu@ist ®f prdanary shill widl 2oy 293hat 2qrtain combinations of heteroatom-

PCT/ USZO 7/022179 h ti |y
AR R G e RIBETREA S PRERRLOM B, b e s

under physiological conditions. Accordingly, such compounds are less preferred.

In the structures exemplified below and elsewhere in this application, a dashed line
“----* indicates the point of attachment of the representative moiety, e.g. a camptothecin, to a

second moiety, e.g., a linker or peptide.
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above, wherein the disease or condition is
characterized by undesired proliferation of cel
WPRAB8I3L ess one or more of bonbesin-type recgg{g@gm7mzn79
such as tunor or cancer cells. Exenplary diseases or
condihé faliswingistisfepmb et therabbieoiatidrisniséthréugh therpiekent epplication
lung and pancreatic carcinomas. As used herein, the
is prewiged 5 gageof égfereagsph@,@%tagy ?bbrgyl%hc@éfqul] dythe 6nstant application

n in the
nPP geﬁngc? hére are r?c!é Hg d o gtr?grp:tcgg‘lg I;}ec%#hzééfrgﬁ%ﬁ%o Eigeaes)rf i ng
and Daaaistahaho B,BJdﬁdi(@oc@dimdfamdl mfebtedemgi Hwhe sddctdre: t ed
to, a-amno acids, R am no acids, y-anm no acids and
may be |ther D-am no acids or L-am no acids unless
ot herys JMWth the exception of the
N-t er i nal an1no aC|d all abbreviations (e.g., A a)
of amino acids in this disclosure stand for the
St rugkpd €s 0f-(2-dhinGétR)If-Regdrb &G  methgsipenazihenrisl fepressmedd by the
IS, |ndependently, hydrogen or the side chain of an
stnstws: aci d (e.g., R=CH3 and R = Hfor Aa), or R
and R may be joined to forma ring system For the
N-terimpal a '-o acid, the abbreviation stands for
the str M R3) NC(R (R )-CO, wherein R2 and
R3 are as de edy+n Fornmula (1A) or Fornula (1B) or
For mul a (II). An enplary list of preferred am no
acids includes, but is not limted to, Abu, Acc

(whegpge (ﬁ%ﬁccﬁrﬁrl A3epreied b seiucthe) , Act, Adc, Ado,
Ahp, Ahx, b, Ala, n-Ala, Anc, Anc, Aoc, Apc, Apn,

Arg, g, Asn, Aun, Caeg, Cha, Ct, Cys, Dab,
Dap, MB Dap(Z), th, Dnt, 2-Fua, Gaba, G n,
dy, ‘Gu His, 3-Hyp, 4-Hyp, Ile, Inc, Inp, Ktp,
Leu, hLeu, Eys Met, Nle, Nva, Gc, On 4-Pal, 3-Pal
2- Pal Phe hPhe, Ph Pip, Pro, Ser, Taz, 2-Thi,

3- ThFlutppglutarys relﬂeée“teﬂl?ythq'?tb“C“*F?r Sar, Val or

D- Val . The pepti de portion of conpounds of t he

i nvent fon mayll al so be denoted herein by anot her
fornavﬂ\e/ngLgTyr")Sonatostat|n(1 14)-NH2, with the
substituted anino acid(s) from the natural sequence
pl aced between the first set of parentheses (e.g.,

( Tyr AcpBptutitcoitadiety (hds the 4iruddd? of:ndi cat es t hat Tyrosi ne
has been substituted for Phenylalanine in the 1111,

resi due positi?n in the sequence of native
somat 0 LN e H Al a- @ y- Cys- Lys- Asn- Phe- Phe- Tr p-
Lys- (- ger-Qys- OH). The nunbers between the

second®set” of pdargRiheses refer to the nunber of

am no acids present \n the peptide (e.g.

somatostatin(1-11) refers to anino acids 1 through 11

of the peptide sequence for somatostatin). The

desi §amptothecinNigzivatiye gofgties inchrde, but are not limited to, the following

structures:
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WO 2008/ 051421 PCT/ US2007/ 022179
é?{ ;)Sonatostatln(l 14)-NH2 indicates that th

2BOHRLs of the peptide is am dated wher eag(jT/USZO‘”/022179
(Tyr") Somatostatin(1-14)-0OH i ndicates the free acid
form "Alkyl" ers to a hydrocarbon group contai ni ng
one or nore ﬁéﬁiﬁn atons, where nultiple carbon atons
i f present

| & ned by single bonds, exanples of
R not limted to nethyl, ethyl,

&f%kyl hydrocarbon group may be
Xt ain one or nore branches or
cyclic groups, exanplPes of which include but are not
limted to isopropyl or tertbutyl. "Substituted al kyl™
refers to an al kyl wherein one or nore hydrogen atons
of the hndrocarbon group are replaced with one or
nor e subs:L;uents selected fromthe group consisting
fluorine, chlorine, bromne and

4, -NH2, -NHCH3, -N02, -C-?

54 Mg to 6 hal ogens, -CFs, -OCHS,
- OCF3 and/or ¥Qg- COOH. I n different enbodlnents
1, 2, 3 or 4 substi ueh{s are present. The presence
of -(CH2)o0--COOH results’in the production of an al kyl
aci d. Exanpl es of aIkyI aci ds containing, or
consi sting of[g;F ) 0-4- COCH, include but are not

bor

limted to nane acetic acid, tert-butyric
acid and 3- c,clope[tyl propionic acid. "Heteroal kyl"
refer S oei n one of nore of the carbon
at ons Bey group are replaced with one

or nore of the foIIO«'ag atons or groups: an no,

am do, -0-, -S-, -N!or-carbonyl. In different

enbodi nents 1 or 2 heteroatons are present.
"Substituted heteroal kyl" refers to a heteroal kyl

wher erf™None or nore hydrogen atons of the hydrocarbon

grou laced Wi th one,or nore substituents
sel ect ed t he gr pup cofpsi sting of hal ogen, (i.
fluorine, Mar T m d9i odine), -OH -CN,

- SH, -NH2, -N - J
1to6 halogens - CF3) CIIG -*©CF3 and/ or
-(CH2) 04-COOH. I n different enbddlnents 1, 2, 3 or 4

substituents are present. "Al kenyl” refers to a

hydrocarbon roup made up of two or nore carbons where
S n-carbon doubl e bonds are present,

exanmple 'N cJude but are not Ilimted to,

[ and propenyl . The al kenyl

hydr aears group-mpy Ye straight-chain or contain

one or nore branch s‘hr cyclic groups, exanples of

whi ch include but are nahdlimted to, n-butenyl

versus t-butenyl and n-pentenyl conpared to

cycl pentenyl. "Substituted al kenyl" refers to an

al kery!| onore hydrogens are

“SN38” represents:
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replaced with one or nore substituents selected from

t he consisting of halogen (i.e., -42 WO

W%%ﬂ‘é Ezl PCT/ US2007/ 022179 fl uorine, chl oPfR&/S52007/022179
brom ne, and iodine), -OH -CN, -SH -NH2, -NHCHS3,

- NO2, substltuted with 1 to 6 hal ogens,
-CF3 -(CH2)0.4-COCH. In different
enmbotiOne s ubstituents are present.
"Aryl" opkio hal Iy substituted aromatic
group W A e g having a conj ugat ed
rt-electron system conf amnlng up to two conjugated or
fused ring systens. aryt includes, but is not

limted to, carboxylic aryl, heterocyclic aryl and
biaryl groups. Preferably, the aryl is a 5- or 6-

r for a heterocyclic
aryIBL§g Egggﬂﬁﬁﬁgggéﬁﬁg?aﬁﬁﬁfted to, one or nore of
sul fur, oxygen and/or nitrogen. Exanples of aryl
i ncl ude, but-are not linited to, phenyl, 1-naphthyl,
2-napht hyl, Jindol e, quinoline, 2-imdazole and
9-anthraigfé. Aryl substituents are selected fromthe

group consisting of -C(i- alkyl, -C(i-4 alkoxy,
hal ogen (i.e,, fluorine, chlorine, bromne and
|od|néju -CN, -SH -NH2, -N@2, -C 1-2) alkyl
substi tl ‘With 1 to 5 hal ogens, -CF3, -OCF3 and

-(CH2) 0-4 COOH. In different enbodi nents the aryl
cont l#As, tuents "Alkylaryl"

r ef erés t S)lsrgprgieﬁ%jggljﬁgelsﬁlggé%éo an "aryl", as defined
above. The term"cycloal kyl" is intended to include a
mono- cycl oal Hyl group or a bi- cycloal kyl group of the
I ndi cat ed c on nunber known to those of skill in the
art The t "het erocycl e" includes nono-cyclic and

cycllc systens havi ng one or nore heteroatons,

such oXyJg nitrogen and/or sulfur. The ring
syste /zagg aromatic, for exanple pyridine,

i ndol e, quigiol i ne, pyrimdine, thiophene (also known
as thienyl), furan, benzothi ophene, tetrazol e,
di hydrQi,ndal ' nyl i ndol e,
benzﬁrﬁ%’gg%lrg?re% ﬂlgg? Iﬂgeséné&p{n adi azole. The ring
systens al so may be non-aromatic, for exanple, but
not limted 10, pyrrolidine, piperidine, norpholine
and the IiRKe. The chem st of ordinary skill wll
recogni ze at certain conbinations of heteroatom
cont aj ni ny substltuents listed in this invention
def i new ¥ds which will be |ess stable under
physi ol @gi c I condi tions. Accordingly, such conpounds
are | ess pr@ferred. In the structures exenplified
bel ow and el sewhere in this application, a dashed |line

" - - - P'DdpWyisaapresntddedyid dtiuctaire:at t achment of the
representatlve noiety, e.g. a canptothecin, to a

/NH

,"’\ A \‘.
H /\H/
0]

D-Apa(-) is represented by the structure:
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second noi ety,

e.g., a linker or peptide. -43 WO

2008/ 051421 PCT/ US2007/ 022179 The following list of
WQ3p8/08142{ he abbrevi ati ons used through the prBSE{S2007/022179

application is provided for ease of reference,

however, any abbrgviation used in the instant

application
to the recogf

structure:s

not dgfined herein are not used contrary

0 neani ngs thereof. Doc is
yaoctanoic acid is represented by the

Aepa i s 4-(2-am noethyl)-1-carboxy

nethyy-pi'era‘ine is represented by the structure: O

Suc or #dcc

© 0 aHut
structure:
stru

yl is represented by the structure: 0 |

glutaryl is represented by the

0 O A canptothecin noiety has the

in derivative

tur f: .V \ N, ,NO t ath
! SERS o vinton® b redn g RERAeAlD OB O | ¥

fol | guing

st rlugthibBsvridacid N F I / N -44 WO

2008/ 051421 PCT/US2007/022179 NO C \ I NO

Acc

Act

Aib
AlaorA
B-Ala

Apc

1-amino-1-cyclo(Cs-Cs)alkyl carboxylic acid, wherein

A3c represents 1-amino-1-cyclopropanecarboxylic acid;
Adc represents 1-amino-1-cyclobutanecarboxylic acid;

Ab5c represents 1-amino-1-cyclopentanecarboxylic acid; and
Abc represents 1-amino-1-cyclohexanecarboxylic acid

4-amino-4-carboxytetrahydropyran denotes the structure:

O
yavaa
H
O where, as used herein and elsewhere in the

application, parallel lines “—" indicate points of attachment of the

moiety to another moiety or sequence.
a-aminoisobutyric acid

alanine

beta-alanine

denotes the structure:
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\' 0 NDOOcxx*o ONNON\VO O ,NH2N FI
Oand O FNOO FI NO-. "SN38" represen
8#p) 43508/ 051421 PCT/ US2007/ 022179 HO N N PCT/DSZW/OZZ”S’
D-Lys(-) is represented by the structure: HNC
H"'". O DOrn(-)ll:jiis represented by the structure:
avatia
H
0]
ArgorR arginine
hArg homoarginine
AsnorN asparagine

AsporD aspartic acid

Apn 5-aminopentanoic acid

Cha B-cyclohexylalanine

CysorC cysteine

Dab 2,4-diaminobutyric acid

Dap 2,3-diaminopropionic acid

Dhp . 3,4-dehydroproline

Dmt 5,5-dimethylthiazolidine-4-carboxylic acid

Doc 8-amino-3, 6-dioxaoctanoic acid denoted by the structure:

H
\\\‘/N\/\O/\/O\i Y

2-Fua B-(2-furyl)-alanine
GlnorQ glutamine
Gluor E glutamic acid

pGluor Glp  pyroglutamic acid
Glyor G glycine

Hisor H histidine
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NH 1O D-Dab(-) is represented by the structure: HNC
O D-Da g-) is represented by the structure: NH O

WW%‘A’GI‘? is represented by the structure: -48C¥BS2007/022179

2008/ 051421 PCT/ US2007/022179 NH H O Certain

abbr ®Hypt i ons tiased-hhérory-h-paclnedief,i(25285)d@shyidedxy pyvsolidined2s

a- am nobutyric %c%ﬁ Acc 1-am no-|-cycl o(C3-C9)al kyl

car boxyl i ¢ aci¥PoWEPEFn A3c represents

1- amypgypl - CyC|4Q@Hmﬁﬁﬁﬁé,ki).@)(?zb,iw)%&dﬁoxylé}fl-ﬁoliﬂﬁiéQ&&ﬁjb&ﬁlic acid

1- am no- 1- cycl obut anecar boxyl i c acid; A5c represents

1-anjphgry - cycligpeiianecar boxylic acid; and A6c

represents 1-am no-1-cycl ohexanecarboxylic acid Act

4- am no- 4- car hoxytetr hQRyLan denotes the

st run}c Cure: O"/“i( n?-%-c?r?%%l%@%er e, as used herein and

el seggjtere in the, application, parallel lines " "

i ndi e poi nt¥EF AP hment of the noiety to

anot her noi ety or sequence. Aib a-am noisobutyric acid

Al a K A al ani4retoproline

LeuorL leucine
hLeu homoleucine

Lysor K lysine

Met or M methionine
Nle norleucine
N* indicates that the entity within the brackets is coupled to the

epsilon-nitrogen of the Lysine sidechain

Nva norvaline

Oic octahydroindole-2-carboxylic acid
Om ornithine

2-Pal B-(2-pyridyl)alanine

3-Pal B-(3-pyridyl)alanine

4-Pal B-(4-pyridyl)alanine

Ay

Pegn
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3-Al a beta-al anine Apc denotes the structure: -47 WO
2008/ 051421 PCT/ US2007/022179 HN NHO Arg or R
WaRYBASHRI hAr g honmpar gi nine  Asn or N aspar agi ﬁET/Uf&%OﬂWOZZl”
or D aspartic acid Apn 5-am nopentanoic acid Cha

P-cycl ohexyl al anine Cys.opr C cysteine . Dab
2, 4-di am nobut;@LLcNaﬁN/Ptgp\z%%i@m/r%ﬂmm onic acid
Dhp 3, 4- dehydroproli ne Dnt

5, 5-gi et hyl t hi azoHi di ne- 4- carboxylic aciQl Doc

8- am Ho- 3, 6- di oxaoct anoi ¢ acid denot ed by the

st ruct ur ewheréin 2v isUaddpdndedtll; Edriehgh abw@fdrde@thefeof) 2200, @hd

gl ut ani ne, @Ay @2, ReQhiili@itiifreRbied to RPeg3or G p
pyroglutamc acid dy or Gglycine H's or H histidine

-48 WO 2008/ 051421 PCT/ US2007/ 022179
Pheor F phenylalanine

hPhe homophenylalanine
Pip pipecolic acid
ProorP proline
Sar sarcosine or N-methyl glycine
SerorS serine
Taz pB-(4-thiazolyl)alanine denoted by the structure:

N=\

N
J N\
H

o)
2-Thi B-(2-thienyl)alanine
3-Thi pB-(3-thienyl)alanine
ThrorT threonine
Thz thiazolidine-4-carboxylic acid
Tic 1,2,3,4-tetrahydroisoquinoline-3-carboxylic acid
Tle tert-leucine
3-()Tyr 3-iodo-tyrosine

3-(I)Tyr(Dop2) denoted by the structure:
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3-Hyp trans-3-hydroxy-L-proline, i.e., (2S,
‘Vag - 3- g&droxypyrrolldlne-Z- carboxylic acid 4-

proline, i.e.,

(2S, P|(;¥}%S2007/022179

4R) - 4 hydr oxypyrrol i di ne-2-carboxylic acid 1le or
I sol eucine Inc indoline-2-carboxylic acid Inp
I soni pecotic acigd Ktp 4pketoproline Leu or L |eucine

hLeu honol euci nef_L K lysi ne j&
Nl e norl euci ne '
brackets is cg
octahydroin

4- Pal | 3- (4- y0|dyl)alanine

or M nephipnine

3- pyridyl)al ani ne
HO OO Pegu -49 WO

2008/ 051421 PCT/ US2007/022179 E N' ~L ~ v J~ O Peg H
O wherein wis, independently for each occurrence
t her ¥effqr V2- 100/alimend

Gaba
Apn
Ahx
Ahp
Aoc
Anc
Adc
Aun
Ado
Phg

Caeg

rv(AA)

4-aminobutyric acid
5-aminopentanoic acid
6-aminohexanoic acid
7-aminoheptanoic acid
8-aminooctanoic acid
9-aminononanoic acid
10-aminodecanoic acid
11-aminoundecanoic acid
12-aminododecanoic acid
phenylglycine

N-(2-aminoethyl)-N-(2-cytosinyl-1-oxo-ethyl)-glycine denoted by the

structure:
NH2
B
N" "0
O
N R
— N~
\ A V4

the designated amino acid bonded in reverse orientation in the

compound, for example,
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when wis 2, the structure is referred to as Peg3. Phe
or F phenyl al ani ne hPhe honophenyl al ani ne Pig
WH2MBO5142L " acid Pro or P proline Sar sarcosi nePgf/US2007/022179
N-nmet hyl glycine Ser or S serine Taz
0- (4chipaaekyli/blap.gie- SrItOD- Dyp-Suaehas tiiestiudiues of: N O
2-Thi 0-(2-thienyl)alanine 3-Thi
f3-(3-thienyl)alanine Thr or T threonine Thz
t hi azol i di ne-4-carboxyl it acid Tic

1, 2, 3, 4-tetrahydroi soqui nhl i ng£3-0@r boxylic
3 ' 3-(1)

Camptothecin-rvAsp- or CPT-rvAsp- has the structure of:
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Ahp 7-am noheptanoic acid Aoc 8-am nooctanoi c aci d
am nononanoi ¢ acid Adc 10-am nodecanoi ¢ _acj d
Wgﬁﬂos%fl‘g?n noundecanoi ¢ acid Ado 12- ani nodode&SN&PeN7022179
acid Phg phenyl gl yci ne Caeg
N- (2- am noet hyl ) - N- (2-cyposi nyl -| - oxo-et hyl ) -gl yci ne
denoted by the structurg: NH2 . N NO Y O OI rv( AA)
the designated amino aci §\t (W
orientation in the

O NN

or CPT-rvD As /
IN\(}|01/OV\V H H
O
Certain other abbreviations used herein are defined as follows:
Aloc: allyloxycarbonyl
Boc: tert-butyloxycarbonyl
Bhoc benzhydryloxycarbonyl
Bzl: benzyl
DCM: dichloromethane
Dde: 1-(4,4-dimethyl-2,6-dioxocyclohex-1-ylidine)ethyl]
DIC: N, N-diisopropylcarbodiimide
DIEA: diisopropylethyl amine
Dmab: 4-{N-(1-(4,4-dimethyl-2,6-dioxocyclohexylidene)-3-methylbutyl)-
amino} benzyl
DMAP: 4-(dimethylamino)pyridine
DMEF: dimethylformamide
DNP: 2,4-dinitrophenyl
et: ethyl
Fmoc: fluorenylmethyloxycarbonyl
HATU: O-(7-azabenzotriazole-1-yl)-1,1,3,3-tetramethyluronium
hexafluorophosphate
HBTU: 2-(1H-benzotriazole-1-yl)-1,1,3,3-tetramethyluronium
hexafluorophosphate
cHex cyclohexyl
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O Canpt ot heci n-rvAsp- Suc- or CPT-rvAsp-Suc- has the
structure of: OOH 2)L--, OO NN ~-rHOO

WO IS 05t43,ci n-r vAsp- or CPT-rvAsp- has the strBETHS2007/022179
of : -52 WD 2008/ 051421 PCT/ US2007/022179 O N >--0OH O
N Y HOAGert ai D-@tdaebenabtbinN-i11)H0IGE3-teaethethgluedrmiuar e
defi ned as fO|hE%bropﬁb§§%tea| | yl oxycar bonyl Boc:
tert-butyl oxycarbonyl hoc benzhydryl oxycar bonyl
Bzl : benzyl DCM dichl oronet hane Dde:
1- (4H®Bdi et hylthydrdydiezotdazoleohex- 1- yl i di ne) et hyl |
DIC N, Ndii soprop | car bodi i m de DI EA:
di | sMBFEbY | et H‘W‘ thyiPenghysipilgmine

4-{ (4 4- rﬁgh m r6 di oxocycl ohexyl i dene) - 3-net h
yl but'yl’) - am no
4- ( dNMﬂ hyl amm&ﬂeﬂw[pyﬁﬂoﬂ&oneDl\/Fi di met hyl f or mani de
Pbf: 2,2,4,6,7-pentamethyldihydrobenzofuran-5-sulfonyl
tBu: tert-butyl
TIS: triisopropylsilane
TOS: tosyl
Trt: trityl
TFA: trifluoro acetic acid
TFFH: tetramethylﬂuoroforémidinium hexafluorophosphate
Z: benzyloxycarbonyl
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DNP: 2, 4-di ni trophenyl et: ethyl Fnoc:
fl uorenyl net hyl oxycar bonyl HATU:
Wo2008/03¥3benzot ri azol e- 1-yl ) -1, 1, 3, 3-t et r amet hPCHUSHIOGAR2179
hexaf | uorophosphate HBTU: 2-(1
H benzot ri azol ey bESARIPTRHIN OFetHEADRAWINGSONi UM

hexaf | uor ophosphate cHex cycl ohexyl -53 WO
2008/ 051421 PCT/ US2007/ 022179 HOAT:

O (7-azahenzo azol t et th

he&a?‘ﬁﬁ‘i?r opho%%%ff? &f éﬁ%‘p ei%ﬁyﬂ\% 5%9 a%%‘h g%’ﬁl Eei]{ g carcinoma
RSN odh1 MR Yo% Mggt}{irﬁﬁ‘dﬁ@e b8 SuppEsdidtPsptlb! Ylowth in vivo

NMP:  N- et hyl pyrrol i done Pbf

i micedqek %-3p ent saineetubey NGIIHH6E 156h5 rxszgmftamo&el)suwtemyith mixtures of

tBu: tert-butyl TIS. triiso | sil ane
C‘W‘P"““@Fl‘iOWP“S*PﬁAwet&hF/?"F‘@BP 3081 Glouanarerimmgte, Bdmple 58) or

%@55 Wavd T f\lb%{‘%elof@aﬁlﬁed e gﬁasﬁef lnugbo,@mg%gzzzpa -D-Phe-

enz xycar 51421 PCT/ US2007 179
c(BRbEIy‘r-DEIS@FRIyE’Ibmy@:FEEHH{DRAEQ%NH Qraed I:arrﬁftéthemxsmﬁsp-Suc-
ml es 5B and 5C a%al nst srml | cell | un@ c?%gl nona

epggirEhe-seys PP HeandPe i naaR |

SuppreSS| on of tunmor growmh in vivo in mce (gwk x 3,
i.v. schedul e; NCI-H69 SCLS xenograft nodel) treated
Wi th m xtures of
Figure 2: Effects of Example 5C against tumor model human chronic

myelogenous leukemia K562 in female athymic nude mice. Suppression of tumor growth in
vivo in mice (qwk x 3, i.v. schedule; HCML K562 xenograft model) untreated (circle symbol)
treated with 165.6 mg/kg (square symbol), 138 mg/kg (downward triangle), 55.2 mg/kg
(upward triangle) Example 5C or 7.5 mg/kg camptothecin (diamond symbol).

Figure 3: Effects of Exampie 5C against small cell lung carcinoma tumor model
H345 SCLC in female athymic nude mice. Suppression of tumor growth in vivo in mice
(qwk x 3, i.v. schedule; H345 SCLC xenograft model) untreated (circle symbol) treated with
165.6 mg/kg (square symbol), 138 mg/kg (downward triangle), 55.2 mg/kg (upward triangle)
Example 5C or 7.5 mg/kg camptothecin (diamond symbol).
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conmpounds conpri sing, weight/weight, 87.8:13.2

{)dovvnvvard triangle, Exanple 5B) or 96.8:3.2 %u%ward
WORMSHISI4] Exanpl e 50) CT/US2007/022179

Canpt ot heci n-r vD- Asp- Suc- ( Doc) 4- Aepa- D- Phe-

c(Cys-Tyr-D- Trp- Lys- BEUADED DASTRINHDON SEQ | D NO  4)

and Canpt ot heci n-rvAsp- Suc-

( Docir Rk &g §3{a%€$e'd-r FotdXicT Edprgeufid AR -aldytotdi&moie

(SEO T e e e e Pel Examaplge(’%gcdy v
bagal hsd targetng muidy] suvhrmanfoc kxample a higeak o entjolegical receptor, and

e OCR LD L STELE, SLIYILE DUE e SUBP55%h 0, nd

ns KB ge@blolifgslhlor tunsr eated (circle
ogl%g‘g(g] t%nfc'r eatégéc}is%%?ﬁﬁ%&. Gf)rrgl/ kg (square synbol), 138

ng/ k downward tria 15 / . :
tria )éﬁ(meéiesE%a%)pnraeosg%ggée%}?\figs l?rgs?ﬁl}gg éﬁ%&re&%ﬁé@?ﬂ\non are described
heRiranRighe SyARPIEs -ard Thgs @véred b faatutaealr tiosaBpdcHicaly recited in the
agai nst small cell lung carcinoma tunor nodel = H345 .
pSbiiations feb rfaitle balowy ereh Al wdidh is derebypipFaBRsA WF referpRge in its
%te%vwh invivoinmce (gwk x 3, i.v. schedule; H345

¢ @'xenogr aft nodel) untreated (circle synbol)

treated with_  165,6 / synbol ), 138 / k
(ESOV\M}/\B?EAPPP%HQT Q@@%S%?&?Bﬁupaaz g 2 ri aggl g?rrb Ig)

a eci n (di anond synbol ).
i 55npvw38290§§%‘:§§%’g§ 'P&%b%g%%@oégzﬂg DETAI LED ~

DESCRI BBl &pblidagion Nv.€0030088241@003) es t ar get ed cyt ot oxi c
conpounds _conpr i sig%éa c§t otoxic noiety bound to a
t ar get PigPatentdey 6.36A1A (20D for exanple, a ligand of a

bi ol ogi)éf:AgEﬁ&gg Wo:W@Tﬁ{loﬁ'ﬁt(ﬂ%g)s relating to their

t her apeu use for the treatnent of neopl asia,
hyper pP@s iapplicritn Not Wer99rarasi(199ens associ ated with
undesired proliferation of cells. Exanples of

sonat oBERAPRli¢sEpR NQeWQRSOBLI0 (1998 he present inventi on

ore SSBEL MBS o i amgramles are {hose

ae or those specifically recited in
the ppbtiapplita6ios NeeW By45t85edos, each of which is
hereby incorporated by reference in its entirety: PCT

Appl i cBET dipplgntionSood849% (128b3) U s. Application
lz\lgbsgggg%’%ﬁﬁgﬁ%%ﬁ%wﬁg}@ﬁ?pHo?@%)'f 316,414 (2001)
PCT Apphh Bkt Glet DO PepMAeFbehoch] $9¢,208)2)
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);
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PCTI Application No. WO 99/22735 (1999) PCT

i cation No. WD 98/08100 (1998 PCT l'icati

WRBE 08(RF1438/ 44921 (1998) PCT (Appl i Z:atl on @p \/\EFT/U52007/022179
98/ 45285 (1998) PCT Application No. WD 98/44922
(1998)UI§PPa‘é@ﬂNoc41684cmoues7 P5164 EU (Inventor: G

Keri); Van Binst, et al., Peptide Research, 1992,

5:8: HdBvEBatent N. 4,630, 7§7 (1987%pst ract, " Conformations of

Somat o ab a %%sj g AntltunDr Activity", 22nd
Eur ope % pept‘%é)eJl h'pzwb_'?l Sept enber 13-19, 1992,

I nt erlglsepaterS\Nd zggdmggggd?CT Application No. WO
91/ 09056 (1991); Ilcatl on No. 0 363 589 A2
(1990)EPAup18:awaNerﬁ20&|8 A20680)642 (1990); U.S. Patent

1. 717 . Patent No. 4,853,371
(1989)ég [ytent ?gﬁ%mm%sj 725,577 (1988); -56 WO
2008/ 05 L4RA.REH, UERNAT (1983179 U.S. Patent No.
4,684,620 (1987): U S. Patent No. 4,650,787 (1987):

U S. PHtSePiatterN(No 448301@1 0.12@‘% (1986) ; U S. Patent No.
{505 (S0, 1060) ER st on to 0208 031 %2
9, SfEE i g ool to, 440910
Pat ent UloPatdnt3854 469317 (1983) ; U. S. Patent No.
4, 369, %J?Snggtg'r?tEl;\’T)’o) %360 51§(19§’2at ent No. 4,360,516 (1982);

U.S. Patent No. 4,358,439 (1982);

U.S. Patent No. 4,328,214 (1982);

U.S. Patent No. 4,316,890 (1982);

U.S. Patent No. 4,310,518 (1982);

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);

-57-



:nggPatent No. 4,358,439 (1982); U.S. Patent No.

214 (1982); U.S. Patent No. 4,316,890

WO2MB08L2L ¢ No. ~ 4, 310, 518 (1982): U.S. Paten CR@SEGW/OZZI”
4,291,022 (1981); U.S. Patent No. 4,238,481 (1980);

U. S. Pei RatentNb. 0482136 (B8G; (1980); U.S. Patent No.
4,224,199 (1980); U S. Patent No. 4,211,693 (1980);
U.S. PeR Appligaon Wo1ur95 680H1982880) : U S. Patent No.

§ LR el 2§ 1% (1570

4 261, BBap E)llcQB&iNo dd3892(Ravsent No. 4, 728, 638 (1988);
U.S. Patent No. 4,282,143 é1981; U.S. Patent No.

4 215 B@’QA@E@@GWNO{WQSBF% Ri1%8R. 4, 209, 426 (1980);

PCT/ ush éﬁ%pg@%&e;éN%%&O%@géﬁﬁgb Yo g;g\ﬁ?gcz)o?%gg)l ;42ép
oDl BT AR MNBORCEAEANBEY | EP ADDL [ catl on’ o

0 083 305 (1982 P Application No. O 030 920
( 1980) PCP&ppippibn dat WOP1NE016W9988/ 05052 (1988);  PCT

oy Wehd% Agelsor Nocob 0t TR cat i on No. WO

?igé?gﬂén&'}g% cation N FRABRY bBRidsafalp. CB 2, 095, 261
PCT Application No. WO 04/093807 (2004).
Examples of bombesin peptides useful in the present invention are described herein.

Further examples are those covered by formulae or those specifically recited in the

publications set forth below, each of which is hereby incorporated by reference in its
entirety:

EP Application No. 0 309 297 (1989)
" EP Application No. 0 339 193 (1989)
EP Application No. 0 402 852 (1990)
EP Application No. 0 434 979 (1991)
EP Application No. 0 468 497 (1992)
EP Application No. 0 835 662 (1998)
U.S. Application No. 2003050436 (2003)
U.S. Application No. 2003166539 (2003)
U.S. Patent No. 5,084,555 (1992)
U.S. Patent No. 5,100,873 (1992)
U.S. Patent No. 5,217,955 (1993)
U.S. Patent No. 5,369,094 (1994)
USS. Patent No. 5,410,018 (1995)
U.S. Patent No. 5,620,955 (1997)
U.S. Patent No. 5,723,578 (1998)
U.S. Patent No. 5,843,903 (1998)
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French Application No. FR 2,522,655 (1983); and PCT
Application No. WO 04/ 093807 (2004) . Exanple
w3

of
&4 pept i des useful in the present i nvenPFSWSé‘}Oé/‘ml”
descri bed herein. Further exanples are those covered

by forusl meer®Not 3)8r5R7saeas) fically recited in the
publications set forth bel ow, each of which is hereby

i ncor p@akatent Blp. ¢ EOLLeHEY)in its entirety: EP

Appl | 1989) EP Application No. 0O
339 13@5(1%25%5’\?’ %&%ﬁﬁ oo, o 405 5ea (1990)

EP Appp@TAppleatidioNo. 0N@34/099769 (108@91) EP Application
No. O 468 497 (1992) %pl i cation No. 0 835 662
(1998)PCU\SPIICAE@1N@<%’Q(9NO 3 (BP8b3050436 (2003) U.S.

Applic 0 U.S. Patent No.
5, 084, 12@;32 11‘%5@53“ é‘@iﬁ%ﬁﬁ%@ﬁ)s, 100, 873 (1992)
U S. Fatea plmenoﬁmalf?o%/ézdm%@@z}) U S. Patent No.
5,369,094 (1994) U.S. Patent No. 5,410,018 (1995)

U. S. Hé@%ﬁpplmtlorBN@Zv@Q%Bl@in@%) U.S. Patent No.

o 2008 bararwarP RGN ERE AN U S hatent N

5, 87T irfethdRIBr &}nﬁ\em %emthatﬁn 3R8  bortbebiROPéhtides are well
U S. Patent No. 6,307,017 (2001) PCT Application No.

dHASHEB 98D a@(ﬂ.@@ﬁhjn t}RCXblh{ypbﬁ 8 eReErsen Noordmr)gﬁkl@G@Gt?le art (eg.,
p(algh%gl%rly S}?r%l;esépg talfsagflcgrrrllpounds,v\go%tl'léslznl 1te(m1931at)es as found in PCT
Publication No. WO 04/093807, incorporated herein by reference in its entirety). Further
synthetic procedures are provided in the following examples. The following examples also
illustrate methods for synthesizing the targeted cytotoxic compounds of the present

invention.

EXAMPLES

The cytotoxic conjugates of the invention comprise a cytotoxic agent, a linker and a
peptide joined together in a single molecule. The peptide portion of the molecule was
synthesized using solid phase chemistry while the cytotoxic agent and linker were joined
using solution based chemistry. The conjugate was formed by coupling the cytotoxic agent
to the N-terminal portion of the peptide resin via the linker moiety. The final product was
produced by cleavage of the resin and oxidation of the crude liner peptide followed by
purification via HPLC. Further details of the syntheses of the cytotoxic conjugates

contemplated by the invention are described below.
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PCT Application No. WD 94/02018 (1994) PCT
ApB)I i cation No. WD 94/21674 (1994) PCT Application
WRERPI434/ 093807 (2004); The nethods for synt REEUPEHG022179
somat ostati n and bonbesin peptides are wel |
EXQMPTBEL :ed an®Préfagatioh bhCamplotheaibirl ChaySuaf(Dac)pseseDPlaf-c(Cys-
ordi nary skil ITyDTiHEyAkbu-CQs)Thr-NHIISRQ mUNEX4) Y
synthesis details of conpounds, nvieties and
internmedi ates as found in PCT Publication No. WO
St/ L 9SBlesis af dbB(uwksal epd-ThBhe Cps(Bxt)-TpdtBnk Pebp(Bocl-Lys(Boc)-
ent i A8t Y0ys(TrIThiA@Bu)-régimt heti c procedures are provi ded
in the follow ng exanples. The foll owi ng exanples al so
i lustr hads. £ or . sy L 7 e -
Cyt of B nOie el (BT pen Kb B ARl BAREGRKEGn an Applied
BRoX/9Wth{ESmoddl 4384 tpepidd §ynet@sizetg@bamed ffrdn é pipiied: Bidspstems, Foster
conprise a cytotoxic agent, a linker and a e‘;Bepti de

Gityi Gelifomingdihan usingallugrengiethdpacenbenyl fhaogepemgy. A 1 mmol
ti f,t . ed.usi .
BRGeh i PR, P RS AYALDATA AR QPR o Nove

BiRh&, 1QI 1814 Calileinig USRA Yiwithn shibsiewion e 075 inmol/g Wae used.

conjugate was formed by coupling the c%t ot oxi c_ agent
to t Feopsaminghfdipeeethrnic afid (freocdeqs @b wae s1ishasrd fropp Chem-

| i nker moiety . The fin product aBr )
I%‘P%’hvgfg‘%mgf‘o%he {lg%?dn ?ﬁlﬁ’ oiﬁz[lgdat i g%%%?(etaﬁg%%?rglgzxﬁbﬂ)g’rmethyl
Ao @l (Faved e PYOHP Wak fjuedhéedntroth aNddBlstemH(Strhdb@urg, France).
etails of the syntheses of the cytotoxic cotr_;(j u{gat es
FowaDRgiCH, e Fmivg-Cyb@rt)-Fe nFinen T Bulieble r FrhecdDHepGap)-Qldg Fmoc-

L&?@é&%ﬁ%’l é‘%’éé%bu?gi—rl{ ;gl%zlgrggg-%a%Z)QOH%yg%r%h%ed from AnaSpec® (San

1&RehesABCHR:A y Cha- Suc- ( Doc) 4- Aepa- DPhe- ¢( Cys
TyT - DTt p- Lys- u-Cys)-Thr-NH2 (SEQ ID NO 4) Step A
Synt Reisi te cofipling, the Fmoc groups were removed by treatment with 20% piperidine

e AR B B R B b ¥
aﬁggfai gcgﬁ&a?e%'téﬂ 3\/‘@§ncﬁ)l(m§amir!;t0?ﬂela¥ﬁ\$a¥m BpsisERds GRI 8N0.45M 2-(1-H-

Bi osystens(r) nodel 433A peptide synthesi zer
bedvtigdzord -f1-DIv2 ApgtanethyBirosiyst ens, Fodewfluo@phgsphate/1-hydroxy-

b%[y@@ﬁ@uﬁ/?@%& iush%r A ngchéﬁﬁa%hg%f@g?@?yiml of 2M
d%g‘%?!%ﬁ))éetﬂﬁaﬁlﬂ’le(@m@tﬂw PANZNHPYNEE1089d (0ARE AdsHE ATHer BN 43340
a Bl oC "A) with a

em La Jolla, California, US
pepitidd dyhthiesiger wak peogfanmmdto igrinas thedeltbwing reaction cycle:

(1) washing with NMP;

(2) removal of Fmoc protecting group with 20% piperidine in NMP for 30 minutes;

(3) washing with NMP; and

(4) double-coupling with pre-activated amino acid twice (1 hour intervals each time).

The protected peptide-resin ie, H-DPhe-Cys(Trt)-Tyr(tBu)-D-Trp(Boc)-Lys(Boc)-
Abu-Cys(Trt)-Thr(tBu)-Rink Amid MBHA, was then manually coupled to Fmoc-Aepa-OH
and Fmoc-Doc-OH. Coupling to Fmoc-Aepa-OH was carried out by dissolving 2
equivalents of Fmoc-Aepa-OH, 1.8 equivalents of HATU, 2 equivalents of HOAT and 24

equivalents of DIEA in DMF and mixing for two minutes; the activated amino acid
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Frnoc- 8- am no- 3, 6-di oxaoctanoic acid (Fnoc-Doc-OH) was
%gr chased from Chem |npex International (r) (Wod
WP2IB/05142)  Froc- 4( 2- ani noet hyl ) 1- car boxynet hy PET/US2007/022179
pi per azi ne. 2HCl ( Fnoc- Aepa- OH) was purchased from
eNeWBYFtRNTUT waStHaReD@ith ghe priotedieéd Jpeptidenesin B¥?Pehdlld. An aliquot of
Froc- Cys(Trt)-0OH, Froc-Tyr (t ByE- OH, )
thensein pay s ®ERe) to @eminhygdia _test_y@(c éer)fugeti thatthe ragptiorpas complete.
nd Fnmoc-Th Bu). - we [ f s
DA T P T 487 LSRR, LB EQRRAL v or
ntif@ed, MAGeHHQ Weth EDVIB DY G 6kirD Wab lcB@ileeE MithVinkdt-I2890H by using
piperidine in met hyl pyrrolidone (NWP) for 30 .
DICAIOES s the courding reagens| Eﬁgeash Epoc-PreObhepuphing, A regin ivps mixed

vééiu] % géilgt\{??ﬁ go%a%xbtn%é%b{v:fy&apé (If iﬂrr?&c-lyc{c%ﬁqgl iOyIRIt ﬁBB?X\IMP and 5.3

DR bABRE #-0lary DIC/DME @r 3nd RéUrAINB cb)PlinE QUCHOR was repeated one
hexaf | uor ophosphat e/ 1- hydr oxy- benzotri azol e

tiedBTOhH@BT) wasrvadhed withIME and Areatdd anithrds %apiperiding/BMF to remove

3 of 2M diisopropyl ethyl.amr EA n_of .
kS B 00F R LBATYAG B T30, Bl was
&MY U EtipTeS it RS dBSiREHBIRA ndtetper f orm the fol | owi ng
reaction cycle: (1) washing with NWP;, (2) renoval of

Skapi: Spniiesic bf GgnppothepinuvCha-a@¢inpdagisk i di ne in NVP for
30 m nutes; (3% washing with NMP; and (4)

doubl e PIT™Rg Wi th pre-activated amno acid twice (1
hour i Nl each tine). The protected
peptide-resin i\’
H DPhe- Cys( Trt)

)
v 4
\

gr (tBu)-0D-Trp(Boc) - Lys(Boc) -

Abu- Cys(Trt) - WBuU)<Ri Ami d MBHA, was then
manual |y coupl edj t o]fFnoC- a-OH and Fnoc- Doc- CH.
Coupling to - Aepa- OH was carried out by dissolving

2 equival ents”of Fnoc- Aepa-CH, 1.8 equival ents of
HATU, 2 equival ents, of HOAT and 24 equival ents of
Bry: Sxnthesisiof CamatotheciniyChaBos (R i nutes; the activated
ami no acid -60 WD 2008/051421 PCT/ US20
DM- m xture was shaken with the

ed to a ninhygy n test which confi+
bon was conplete. The resin was washy

DMF and depr ot ect edrieldmswe Wit h 25% pi peri@'?ne in
for 30) minutes. After washing with DVF, the i n%was
coupl ed with Fnoc-Doc-OH by using DI C/HOBT as“t he

BRSNS i T T T
G L 985 $, 995 MfalQerEb)bE 1B HBES NWbIRRt BMAP (2119 g
17.24 mmol) in DCM (162 ml) were added followed by the addition of DIC (2.958 ml, 18.87
mmol). The reaction solution was stirred under a blanket of N2 in a salt-ice bath for 1 hour.
After removal from the salt-ice bath, the reaction suspension was stirred overnight
producing a clear solution which was then diluted with DCM and washed successively with
10% citric acid (50 ml x 3 rinses), saturated NaHCOs (50 ml x 3 rinses) and brine (50 ml x 3
rinses), dried over Naz2SOs and stripped down under vacuum. The crude product (2.28 g)

was separated using silica gel chromatography and eluted with a solution containing
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equi vaI ents of DICin 0.4N DI C/ DM for one hour; the

cou ng reaction was repeated one tine. The resin

W%% éﬁ%éd with DMF and treated with 25% PCT/US2007/022179
pi peridine/ DM to renove the Fnoc- protecting group.
DAM/BLeOM) 81020 ¢/ vWThé fri¥fonaictahtdidiM ptileepriuizqot dee-pbelsd an&\a\&porated
ready to couple with the desired cytotoxic noie

e TE LB of o SRR HTUBNA ST Hiectig] golecular

Nt of Bﬂee cg?rﬁpto g_thaol%(% I déW%g 'cl:>§ éﬁg (8_ftrol_lsé)6ay) was 602.5

c&@ﬁ%@)tﬁ%ca%@d nhdl&euldr Weight 6910. DCM 0 OH O Yi el d:
50% N o (1) (2) y-~ To an_ice cool ed suspensi on of

Be2afynthepis of ﬁal(\PfP}heCm'ltYGba §FA 8alY§) rmpl ), Boc- L- Cha-
CH H20 (4.9952 g, 30.99 ol ), O(CfSSOS) 3sc (1.6972 g,
0l ) and. DVAP (11 17.24 mol) in DCM

SR AT e added f ol MOWEC e addition of D C
(2.958n(, b18. gZFARRM ). The repglion solution was
stirrec~untler ablanket of N2 | @ salt-ice bath for 1

hour . Aflt er val fromthe

@2ct|oﬂ’§~®e n was stirr
C ti i ch vvasthe |uted with DCM and

S0
washed ccessw@w 10%<Citric acid (50 mM x 3
rinses), saturat edl NaHCCB (50 nB)x 3 rinses) and br| ne
(50 M x 3 rinses), dried over, Na2SQ4 and strip
downAurifes QA cuawl) atireotqt ramppithsginey ChaBoswas Sﬁrwésm a solution
nRERRY & RInHSF BENEahil GB sk AN RTASIAARA: 2k Rtiieibure. The
W T sol ution contal ni ng
mixture was stripped down under vacuum. The resulting residue was triturated with ether

Hitee bat h, the
verni ght producing a

and the resulting solid was filtered off (1.92 g). The actual molecular weight of the
camptothecin-rvCha TFA salt as determined by MS (electro-spray) was 502.7 consistent with
the calculated molecular weight of 501.7.

B-3: Synthesis of Camptothecin-rvCha-Succinic acid

R
) AN, TEA

NH, TFA

DMF

Yield: 83%

To 40 ml DMF solution of camptothecin-rvCha TFA salt (1.07 g, 1.74 mmol) was
added succinic anhydride (0.28 g, 2.77 mmol) followed by the addition of TEA (1.16 ml, 8.31
mmol). The mixture was stirred for 2 hours at room temperature and HPLC analysis
indicated that the reaction was complete. The solution was evaporated under vacuum, the
resulting residue was stirred with water for one hour and precipitate was collected by

filtration. Approximately 0.8642 g of the product was obtained. The actual molecular
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- 61 V‘D 2008/ 051421 PCT/ US2007/ 022179 DCM MeCH,

v/v. The fractions containing pure product wer
WB&%qsé)a“ﬁhd evaporated under vacuumto give 1PQE/U§203?/022179
a yellow powder with a yield of 50% The actual

weghe of! H&rcamwit@dﬁn-ﬁthhheccmﬂmd)bhéﬁémin&db;aMﬂo@eleaﬁso-spray) was
determined by M5 (electro-spray). was 602.5 conS|stent

6031 ‘P?n’élhfémd’allﬂtﬂj‘le a%ledatﬁ% meolegylar wightgt 6016l The yiefs was 83%.

e . CTe R

(3) z¥8 211 mmol) aliq
carrpf‘(?t(’n‘é lw%f RS Ee P AN (S s mixed with 20

DR, 5c@if 136y coﬁ’\taxrg%’tk ah eoﬂ’ng%MV@{a sTEdhif 9id 48397 ¢, 0. 66, mmol

mnu es at roo m xture was strippe
1d@yivhisate), DI@OMIM, Eéqmwa&sw HHO4t (0863 gequiralents) and DIEA (3 ml,
triturated with ether and the resulting solid was

2¢ ﬁﬂlflé"l*l%fﬁs dPF 4§ hows dhe reppawagcdgied 3pd avaghed sugessyrrly giith DMF,

‘\{ Izﬁ'[e BeiOt /Df? |aﬂ- drr%gggh fepins(@s cle%edqﬁta 1%?%5% ’I@A, M0 and TIS

ctro spra consistent wt

(Rahcd 2ing 1. 0Dh®ol 2howei T resih vl Tiltéred Bff3ind Sy fil@sei w@as poured
of Canpt ot heci n-rvCha-Succinic acid ~~ 00 NNN O
i 3@Hm old ether.QThgresulting precipitate was centrifuged and collected. The crude

linear product was dissolved in a solvent system containing 300 ml of 5% AcOH and 30 ml
of CHsCN, to which 0.25N iodine solution in MeOH was added dropwise until a yellow
color was maintained. The reaction solution was stirred for 1 hour, quenched using a few
drops of 10% Na2550s aqueous solution, and then filtered. The filtrate was purified using
reverse-phase preparative HPLC using a 4 x 43 cm column of Cis DYNAMAX-100® A?
(Varian® Walnut Creek, California, US.A.). The column was eluted with a linear gradient
from 20% B to 45% B in 50 minutes, where A was 0.1% TFA in water and B was 0.1% TFA in
CHsCN. Fractions were analyzed by MS and those fractions containing the desired product
were pooled and subjected to salt exchange. The pooled fractions were analyzed by MS and
HPLC, and the fractions containing the pure product were pooled and lyophilized to
dryness. The actual molecular weight of the camptothecin-rvCha-Suc-(Doc):-Aepa-DPhe-
c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH: as determined by MS (electro-spray) was 2365.6

consistent with calculated molecular weight 2365.74. The yield was 99.9%.

EXAMPLE 2: Preparation of Camptothecin-rvGly-Glut-(Doc)e-Lys-D-Tyr-D-Tyr-
c(Cys-3-(I)Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH. (SEQ ID NO:2)

The titled compound was synthesized substantially according to the procedure

described in Example 1

EXAMPLE 3: Preparation of Camptothecin-rvGly-Glut-(Doc)s-Lys-D-Tyr-D-Tyr-
c(Cys-3-(1)Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH. (SEQ ID NO: 2)
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D;\/F NOH Yield: 83%0 (3) (4 To 40 mi DV solution

of ca ot hecin-rvCha TFA salt (1.07 g, 1.74

WQ&%@%&CI ni ¢ anhydride (0.28 g, 2.77 mvl) PSM‘%@@WOZZIW
by the addition of TEA (1.16 nml, 8.31 mmol). The

M Xt R (i8S cSinpbilirR whad rsyﬁthb@zéﬁssﬁbtaﬁmm dcedrigatouthe procedure
and HPLC analysis indicated that the reaction was

degriptcineixample 1sol uti on was evaporated under vacuum
the resulting residue was stirred with water for one

S ke S BB -0

-1 ‘ sAdr-f

PCT/ USZOO?/ 022179 wei ght of the
canpiké kieled rompainat suas cynthesizedi siibstantitdly esaaonding tyy thikprocedure
(el ectro-spr ay) was 602.7 consistent with the

deseribed mtfxamplsllecul ar wei ght of 601.1. The yield was

83% Step C. Synthesis of =

EGAMRIR hATi n- rRraghetnef @Doikiue phbampiphecierd)Aspyrc-(gqy-Aepa-
-Lys- Abu- Cys)B-Phe-e(Np2Tyx-D-Tep-hyoAbalCysgtibr-Nof: t 1eEQ dB MNO: 4)
prepar ed accorChniigotheris8sp@nc{Byc)weepaD-Risdc(@y4-FyrA0 Trp-Lys-

m  DMF/ DCM ( 14ph-C e hr- Nmt(smlmglo 4)
can'pt ot heci n-rvCha-succinic acid (0.397

1 &heitiflad eqqmglgate DV& ptirsizad | sugst@ra@ilv achﬁfi‘é‘ﬁ to%t procedure

c%acuﬁ%giprg% al e{z}lt a)regzcjlen i%ge) tr e %amhon 82§(totox c gﬁglon of the

Rshed AHECEHS %yf'(tﬁleé{s ] éa%;ﬂ)ﬂ?ecm—i’@@p’(t&nﬁomé Nﬁdca&asasdechvely
drying, the resin was cleaved in a mxture of TFA

H20
d’epnbte'EteS in(the} pmserlce of Ms rﬁ-C(DOt[Sugegtemu);mg AcOBYBUPH. wrrlh AM HCl in
resin was fil te of f

he .t nad
qigieRe- 3 aFﬁuald’F‘ EH eell@ZFSd g rles&’l t éewg(?e&gg ?ﬁagle 1)
was §RObFJalapM &@mﬁ@h k&Bd £ehixtliRDdf Gppie@mately@i@% Camptothecin-

product was dissolved in a solvent system containi ggm) NO: 4)

raooaamsmommq@w ahdc (Sgs-yr-DJip-Lyaahu-Cyo-ThniNte (BE

LS LIS, A PSS e B
"[?48—3/\11% EQ'E%%) NeJ. 4l HRUSrod QY %f‘ﬁhé’c@nél@%rﬂﬁesﬁ fefition G¥a8 [i8tedrhined to

aqueous solution, and then filtered. The
cbitlatr sipoximstelyusd. 2% e:am@mtmgln-w@v@qps?emﬁﬁa@eAmae%-&’has QreTyr-D-

%I%gﬁ-g;%g "{Mrl}ﬂxﬂf 3@@&'&%“%2? mp @Ah%hscmogﬁr&sp@uc- (Doc)-
%g&%g%&g@gﬁg#@@mwu@u tygem NI, 3@EQMD NG:1upm 20% B

m nutes, whéere A was 0.1% TFA in water
and Bhwakilléd AsaFAould know that chiral column purification may be utilized to

further isolate the rvL-Asp or rvD-Asp forms of the two conjugated peptides.

EXAMPLE 5 B: Preparation of a mixture of Camptothecin-rvD-Asp-Suc-(Doc):-Aepa-
D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ ID NO: 4)
Camptothecin-rvAsp-Suc-(Doc):-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-
Abu-Cys)-Thr-NH. (SEQ ID NO: 4)

The titled conjugate was synthesized substantially according to the procedure
described in synthesis of Example 1 except for the preparation of cytotoxic portion of the

molecule. After the synthesis of camptothecin-rvAsp(tBu)Boc, the N-Boc was selectively
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CH3CN. Fractions were anal yzed by M5 and those

fractions containing the desired product were pooled
Wa0sd52,ct ed to salt exchange. The pool ed erGE/Uéﬁ@mnm’

were anal yzed by Ms and HPLC, and the fractions

deprdtedicBiinGhd PRsdide f s BATOOtBYRLRr Rsiag AGOMUBUOH with 4M HCI in

| yophilized to dryness. The actual nolecul ar wei ght

d@:fxamm@dcthﬁpﬂ?rﬁﬁe &arm- efiicharoBade (HRalk | uselketsd -POPHto- the conjugation to
%geﬂ 01e ;'gkrle;y 1] mole%%éwglg E: %sgléet uq & §rm§”(§1‘3ct¥?&’ -spray; see

TeRk €B). at ed nol ecul ar wei ght 2365. 74. The yi el d was

99. 9% EXAMPLE 2: Preparation of

CanpTlot preditei wag determuingd tq IRocinedurg of approrimpgeln§7.8% Camptothecin-

RRrS St o L biksotin T Ty Sl e Beq 1o No- o)

aRd b%ﬁ mt i@k otﬁ&mfmsg Gud- Q)dch@ke@ﬁ-@ﬂ?@-@(@ys—'@ﬁ%‘l‘k@% ABu-Cys)-
Exanple 1 reparation of
Teahpt: dﬁﬁ@dlD INQ: ¢iE The@roduct fiocspdondyreaciiorTyps @etaiprined to be a mixture

ob pobininagd 20k GSTRET ST DOH S TRePAIRE R Ty B D7

Lg;ﬁ- r@;,@*)e%ﬁﬁ?\éﬁy SIS o AR 45 URS 18P, I@nyotﬁ&ﬁpm Epgu& -Doc)-Aepa-

escrl bed in Exanp
D’-’leeﬂﬁﬁ T)O'FD-d‘fp-Lys-Abu-Cys) -Thr-NH: (SEQ ID NO: 4).
Carrptothemn rvd y-d ut - (Doc) 4- L S- DTyE@D
c(Cy Eheppill qdh@‘n@-n'l‘f’ﬁllﬂﬁo"fﬁhat@gjl CMhFLmI( 8 abomayé)e utilized to

f%%%éﬁs di hegtq%' 0 th r oce §&%%g§gr%‘?g W‘%hﬁ%yl

EXAI\/PLE 5 A Preparat|on of a m xt ure of
t ot heci n-rvD- Asp- Suc- ( Do

E ExGys- T;Prrewaﬂos oéﬁm feygl)v%rmp Nq-z(DeeE(‘gefrajDﬁee (Cys-

Carrpt ot heci n- P
Sld}r Ay Synthbdis @ﬂﬂ-ﬂj'dth-ﬂﬂl - BEQC}@DT Ner yr(lt)}uﬂ:bél' rp(Rok)eLys(Boc)-Abu-
&J ugate was synt hesi zed substantially according to
%&btﬂéﬁﬂ]ﬁ@sm described in synthesis of Exanple 1

rerél(::‘glt\ gpor{)t&ftte Be}:ﬁfec)igé%h he%SOfau?(%ﬁ[na%tcﬁiy sth?\Estliegn ng I\hgpphed
BERpAURsheGhddel VASBAL BppRae, thahdiBoc (Fagesel@sli VEAY using

deprotected in the presence of its (3-COOBu-ester
Fh@rmlmlwebwlﬁmhc ahemistryi s 1dnsglassale of fdnlg dmidg MBHA®

r%séne gb%%? t H%Sube? 2\} rﬁllocﬁdm X% i/% m( §Agw1tqaoab§ug Ltition of 0.72
n{HuéngU{v@s Qtfedaﬂ@ﬁ&)@-aﬁﬁhgh)% %xé’o&aﬁaﬂrabet FRGE-Doc-OH) was purchased
from Chem-Impex International® (Wood Dale, IL). Fmoc-4(2-aminoethyl)-1-carboxymethyl-
piperazine.2HCl (Fmoc-Aepa-OH) was purchased from Neosystem® (Strasbourg, France).
Fmoc-D-Phe-OH, Fmoc-Cys(Trt)-OH, Fmoc-Tyr(tBu)-OH, Fmoc-D-Trp(Boc)-OH, Fmoc-
Lys(Boc)-OH, Fmoc-Abu-OH, and Fmoc-Thr(tBu)-OH were purchased from AnaSpec® (San
Jose, CA).

Prior to coupling, the Fmoc groups were removed by treatment with 20% piperidine
in N-methylpyrrolidone (NMP) for 30 minutes. For each coupling step, the Fmoc amino

acid (3 eq, 3 mmol) was first pre-activated by using 6 ml of 0.45M 2-(1-H-benzotriazole-1-yl)-
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rvD- Asp- Suc- ( DOC) 4- Aepa- D- Phe- c( Cys- Tyr- D Tr p- Lys- Abu-
Thr-NH2 (SEQ ID NO 4) and 55.8%
W@éﬂgﬁoé%"ﬁém n- r vAsp- Suc- ( DOC) 4- Aepa- D- Phe- c( CyBC¥/P2487/422179
rp-Lys-Abu-Cys)- Thr-NH2 (SEQ I D NO 4). The product

1912, 3eARQRA U SN tIRKA Fudr §R0bprate/ WaEd relg - shadtriegbld (HBTU/HOBT) in
contain approximately 58. 2%

DvivpEhstaqeeates anino AgQ estere 31(\b®@}\/hds&@pwpwﬂ£ﬂwéa:@pqwmg,mq§ ml of

I\%ﬁ,ﬁ«%& %%c&elﬁgto rt\%g%n’su Lh e(N §§§Q peptlde synztllqesmer was plgoggammed to

ENRWIAL68ctibM ey di: 1) Brably SritANNMIEY D)rerhbe I HrSiE&An
pﬁ%&ﬁo@éﬁl% Thgfe%éskl [ ed g—lpt i san t\/\oullfjfy?rfgw t%at cp(rﬁl ral 8 8TOUP

w:t’ml 20 piperidine daNMM fored) tiautes,i (B wesh wish NMPit anelr (4) double-couple

ol ate the rvL-Asp or rvD- forns, of the two
rﬁ@ﬁ‘("éﬁgﬁwqéﬁ for%tf\ﬂs‘f_sé’%l@ 'SBparation of a

m XU g 0l &@T@E QLR -iley DR PheSup 0T B@emf B B
D- Phe-c{Oys- Ty %ﬁTrplLyls? e 4 3E0 1B Ry o
AA)).: Cys( Trt)-Thr tBu)-Rink Amid MBHA was then manually coupled to Fmoc-Aepa -OH

LTRSS SRS (PO 4 Ao D P . TR o
§ﬂ0&1&&&%ﬁ FiRS A%%A“bhﬁ%'szeng%}éﬁéto@ﬁmﬁj 1Y e AGEMrH BOHDAT and 24

e procedure escrib in synthesis of Exanple 1
egxicdpits fob rDIEAeinp D&ffanad iroiningf focyttVot miciugesp thret agtivatefl dnhigo acid
nol ecul e. After the sy Bt hesi s

extaBMB RIS WAy ke B §afcpr°teﬁt§d Repsiste TRia fudiaderte |/y\ aliquot
/ Q7 t
o M RQPARBAGRE RO TLEZAER oo oL o bion wos
céﬂhfalhte4 Nhelcésirl Was WagdwdmathaDiFtahé depidteded Fira with 25%’1pper1dme in
ecul e (peak 1) selected Isr ior to the con{ ugat.i on

DM fos B8 menwesrof trywasiiing vty M, e resiuvas cong egm"f}agmoc Boc-OH
det %\%rﬁlaalgs 135 O I{ﬁ%hglgﬁ [ &4 e[ﬂ{ gy% e)s(at@}ﬁ Fré;g@?)og O%ﬁ):oup-lmf the resin

\@@ Bid Wi £ bolufoh c%%aﬁaxﬁgas Z)E iléhts of Fmoc-Doc-OH in 0.4N HOBT/NMP
rvD- Asp- Suc- ( Doc) 4- Aep ép Cys- Tyr - D-Tr p- Lys- Abu-

agy $)3- aetwi vajgps 91'5@ |1IDO|~Q(§ DlQ/DI\ﬁq r1ome Jwgur; the coupling reaction was

r?pﬁn%m h r%le QN w&?"é@jﬁ%ﬁw 4 E Ea‘%eacrﬁcé{ 3o b peRadn/DMF

t@fenfove BROPE oé- Qﬁgﬁeﬂ"ﬁh@ gﬁ'@@p dater washe Wwith DaMRad BTW, &he peptide-
of approximately 87.3%

reSampsoeddycto soupkDw itk gheglgsirqdiytofexinppigtyD- Phe- c( Cys- Tyr - D

-Trp- Lys-Abu-Cys)-Thr-NH2 (SEQ ID NO 4) and 12. 7%
Canpt ot heci n-r vAsp- Suc- ( Doc) 4- Aepa-
SQpFﬁ]SKﬁﬂ\@@ofT&{mﬁoﬁfe&nlryB- WBYpuctimicddd (SEQ I D NO
4) . e skilled artisan woul d know that chiral colum
purification may be utilized to further isolate the
rvL-Asp or rvD-Asp fornms of the two conjugated

pepti des.

N 0

/

N
\ 7
~

*N
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EXAMPLE 5C. Preparation of
rroot ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe- c(%s-
WAL | ys- Abu- Cys) - Thr-NH2 (SEO | D NO 4) BEEYSA07/022179
Synt hesi s of
B-t. Gtk dts deDanplofiecin@yB(AlsplQtBUY-NEHBEBa)2) D- Tr p( Boc) - Lys(B
oc)-Abu- Cys(Trt)-Thr(tBu)-resin The protected

pept i de- reS| n was automatically synthesi n
) Blga&u.‘,&;p@ﬂ&().cbi (ovghel,),sd3dMapemti |zer
ey ¢O\ y+—CA—usi-Rrg—Huerery-rethy| oxycaLp yI
(Froc)_( mstry A 1 mfS™ scal e of Rink Anide (r)
resin (4¥et hyl ben dryl am ne; Nova Biochem ,© 0
SZJ]U% t{ltutlon of 0.72 %I/g Wﬁs \6

Jolla)CA) with a
used. Iérmc-S- am no- 3, 6-di oxaoctanoi c acid .

(Frmoc- Doc- OH) was purchased from Chem I npex )<

I nter nati_onaﬁé@% (Wod Dale, IL).

Frroc Ta (ap- iggric ﬁt}qpynsprb af Gawptesiesipl (1) 609622958 omEY, Boc-D-

P%E@gg@gﬁ 8 AR o o) RF S8 sk iBep 1263 1Y And DMAP (1.061 g,

s%wmzﬁr(nTDtM @d, mF ARG -alived tdBle®@ By the addition of DIC (9.1 ml, 1.424
Frmoc- D- Tr p(Boc) - OH, Fnoc- Lys(Boc)-0OH, Fnoc- Abu- OH,

ngmel). Fiine geartier tscBwt)orOﬂam@dpmd@h adlagketras AN2/An a@pbﬁ(erb)ath for 0.5h.

(> he F
?gem%(ﬁgé%raq@%f &{i)ihbh}e rg\ﬂ g/éIB%oBEVFa}ngﬁgg ancﬁl?ecome a clear
sN‘uH@ﬁ I nRY b6 %h&’r@@e A(fdélMg)\e fh@ﬁr fh@ermfm é@@M/lEl@OHeQ'SE\h 9/1) analysis

coupling step, the Fnoc am no acid eq, 3 mmol) was
showest thp rr@ca@t weataw. e usdction @mﬂlreofvas{)dﬂhﬁm with DCM and washed

WG%'SU benz ?tlilt?réoaad (%0 Xlll 2( 3), saturayég 13.39@(6 OEOI rérll x 3) and brine (50 ml
x]3’) Jdr%d?bv&eng@?srwgtﬁ | dhet el u&w&hmi&m&/&omwﬂbg ) was

benzotri azole (H HOBT) in . The activated
parrfwd)bﬁaysialhsett@n froﬁrmo of onMA:Q{ﬂ tegipe pwylldﬁiggl raoduve The yield was
| EA) and 3 m NMP wer ddedtothe [ T
1 ABSACY Bt SYTiEhes) 2B S BPGHT AR P NiBoc as
dgé%fa%mbyhas (@b %w) 23%hh,aR k%éé;%% w1t@11v)alc\&ﬁ§&1 Wofebular weight
renove Fnoc protecting p with 20%
ép.peridine in NW for 30 mnutes, (3) wash with NW,
and (4) .doubl e-couple wth re activated am no acid
Br%ﬁyv%ﬂi Pfr%%“PtBWéﬂﬁdtﬁP Aé&&‘?ﬁ wrNEL, HFAG ct ed
peptide-resin i.e.
H D Phe- Cys(Trt) - Tyr(tBu) D Tr p(Boc) - Lys( Boc) -
(Brt)-Thr(tBu)-Ri nk Am d MBHA, was then
NJAcoupl ed to Fnoc- Aepa-OH and Fnoc- !
{t & Fnoc- Aepa-OH was carried out b MNA ng
2 equivatents of FritdHChegirra@iertBu@H equi val entg 0
HATU, 2 %’&El val ent s an equlval ents of
DI EA in® %n‘ﬂ\ﬁixi ng Yiad: 100 m nutes; the activat d©
am no aC'>QO 5 O”\_-NH,HCI

2 \
(2) ><" | o) C)>=o

To a suspension of Camptothecin-rvD-Asp(OtBu)-NHBoc (4.89 g, 7.9 mmol) in tert-

BuOH (48 ml) was added 4M HCl/dioxane (59 ml, 30 eq) with stirring. After the suspension

became clear solution, it was stirred for 10 minutes. The reaction solution was diluted with
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ester/ DMF m xture was shaken with the protected
W&é tide resin for two hours. An aliquot of the res

080312ct ed to a ninhydrin test which confi Pﬁygsi“}‘?g/@nl”
the reaction was conplete. The resin was washed with

450V D Shee PR edde@dr BRdIRerVd flhudB20Iphvag Eitetede The filtbWl cake was
for 30 mnutes. After washing with DVF, the resin was

voshsg bcroughly ists: DYSIECHeS sl DicpraBTheyed ﬁ%ﬂ (M+1), 4642

(P99, P A0 OB PB4 Gl e
ESIYiov MreishoRbd S3%DFu wm%a@w&mwmwmd 5.3

OeqU| val entsoof DI Cslrlri??O 14N DI C DMF for one hour; the

Beb Gphthagjs ocCGaptotheringvDrAsptQtBult Supaniciaeid () The r esin

was washed with DVMF and treated with 25% pi peri den/ DMF

otecting groug Nyt fashi ng
ptde- resi O ¢ to
coupl e estred——cytotoxic noiety. ShepP B.

N NO g GO O 0 -66 WD 2008/861421
/uszo 2%79 B 1 *Enthesi s Of g
n‘ptothe Lo VD Asp( QB - NHBoc (2)4N 0 7 Chondo

Boc- D- As( Ot Bu} OH, ( CF3SOB)3Sc, DMAP, DIC Nd \ 0 DOM

0 CHO NS Yiel d: 82%(~) (2) jr 1f 0 0

Synt he3|‘f Can'pt ot he%’?"Fn rvD- Asp(Qt Bu) - sitthhic acido

OH

To a solution of Camptothecin-rvD-Asp(OtBu)-NH2.HCI(4.48 g, 8.05 mmol) in DMF (95 ml)
were successively added succinic anhydride (1.2 g, 12 mmol) and TEA (7.456 ml, 53.85
mmol). The mixture was stirred for 2 hours at room temperature and HPLC analysis
indicated that the reaction was complete. The solution was evaporated under vacuum. The
resulting residue was stirred with water for 1 h and precipitate was collected by filtration.
After dried in oven (60 °C) under vacuum overnight, it provided 1.84g product. Its actual
molecular weight of Camptothecin-rvD-Asp(OtBu)- Succinic acid (4) as determined by MS
(electro-spray) was 620.1 in keeping with calculated molecular weight 619.7. The yield was
47%.

Step C. Synthesis of Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-
Lys-Abu Cys)-Thr-NH:

A 0.8 mmol aliquot of the resin prepared according to section (A) was mixed with 20
ml DMF/ DCM (1:1, v/v) containing camptothecin-rvD-Asp(OtBu)-succinic acid(4) (0.544 g,
0.88 mmol, 1.1 equivalents), DIC (1 ml, 8 equivalents), HOAt (0.217 g, 2 equivalents) and
DIEA (4 ml, 20 equivalents) for 48 hours. The resin was drained and washed successively
with DMF, MeOH and DCM. After air drying, the resin was cleaved in a mixture of TFA,
H:0 and TIS (24 ml /2.2 ml / 1.92 ml) for 2 hours. The resin was filtered off and the filtrate
was poured into 300 ml of cold ether. The resulting precipitate was centrifuged and

collected. The crude linear product was dissolved in a solvent system containing 350 ml of
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To an ice cool ed suspensi on of Canptothecin (1) (1 006
a{%ﬂZ 889 mmmol ), Boc-D Asp(QiBu)-OH (2.51g g,
Wihi805142&r 3s08) 3sc (0. 8559, 1.733 nmol) and D%§U52007/022179
(1.061 g, 8.667 mmmol) in DCM (20 m ) was added
58%.0AtOMEGMHIDE0 Idef WHCN, @ waifichDd. BN Sodindrbolutiordi2dMeORDIvEs added
The reaction solution was stirred under a bl anket of
drgpwise unti a[yellqvc@olwafm maiptamed hThe rapatiop selutien wps gtirggghfor 1 hour,
the, s

bat aSt ,
qgﬁ&h%g%%%g Eew gs of 1@‘&1\5 e%as a ueoﬁé’I S%?%%Iagg t}%l@sfllt%%fi{ Th8filtrate

waB SR \Lléltr@&erse]_p{lr@se( B@MaMﬁQ" HM/QV ufihg)a anal4gsins column of Cis
showed the reacti on was done. The reaction m xture was

DYNAMAY- mm A oamamwams ﬁ-‘é@k SAbcdbeicolsmp wpg plutedowith a linear

C|tr| tur ted Na

Bl oA A WS o i S AN e TFR el gha B was
04 QMR Al H}d EL,RC Wmhoﬂ_sh@el%rdﬂ\g z&d B}d NS ar{dBthdQ0fraciBSs containing the
purified by crystallization from 20 mM of MeOH to give

dpsired ;ﬂrodlﬁzﬂzwgrq) podert tnd Fitgecieidetodalvaschaggs, Thenpocdert fradtions were

I i f t ) .
o N Pl PR g S fastions gspieinias Mg Rioru e Rged and
l)(r?%}wﬁ‘i&d ?s %l%n@ys) YRS a@gﬁ’mbl&u@qpél W b C%bfbﬂ'{e@&%dD -Asp-Suc-
ecul ar 1ght 619.7. B-2. Synthesis of

(QarypAgiaiRChere(Cy ST AsP({TTp- BMS}ANHQZyHGI(r BH: ay deternined bat WIS (electro-
HCl / dioxane/ tert - 8 o N O N§~ ieldr'
ROUYE TP, PepIs Y cgeulaisd mAlgedr 1isiEt g SFE IahledP) The
y Bp]tg@eé:_ll n-rvD-Asp(OQ:Bu)-NHBoc (4.89 g, 7.9 nmmol) in
er (48 M) was added 4M HO / di oxane (59 m, 30
eq) with stirring. After the suspension becane clear
solution, it was stirred for 10 m nutes. The reactjo
EﬁocQ-Aepa-

EXBMFIS was dFFRaadianel mxs pf GErDioBiFipg Yo Suc
PCT/ US2007/ 02 2xFie-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4) and
Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-
Abu-Cys)-Thr-NHz _(SEQ ID NO: 4)

The titled compound was synthesized substantially according to the procedure
described in Example 1. The product was determined to be a mixture of approximately 17%
Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.
(SEQ ID NO: 4) and approximately 83% Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-
Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ ID NO: 4).

EXAMPLE 7 Preparation of Camptothecin-rvArg-Suc-(Doc)s-Aepa-D-Phe-c(Cys-
Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4)

The titled compound was synthesized substantially according to the procedure

described in Example 1.

EXAMPLE 8: Preparation of Camptothecin-rvDap(Z)-Suc-(Doc)s-Aepa-D-Phe-
c(Cys-
Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH2 (SEQ ID NO: 4)
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450 m of ether and stirred for another 5 m nutes.

was filtered. The filtered cake was washed thorou )6
WER0SORH21 vi el d was 100% MS (el ectro-spray) 2007 22179
520(M+1), 464.2 (M56) 1039.2 (2M+l), 1557. 6(I\/H),

whi cithergisled Rom@elid §awi siiithesided Udubbtentially| ecerding wethghprocedure
of 519.9. HPLC showed 92% purity with 8% of
degripedinfigamaledy Asp- NH2. B-3. Synt hesi s of

Canpt ot heci n-rvD- Asp(Qt Bu)- Succinic acid (4 NOO N

\ / opfo~ TEANNO / OO DV O O O NH2.HC Yield:
EXAMEGEIN OH  Plepajrdtion (0BTarhftbtHEin-r¥iD-DapE@)lSut(Ddt)@h epa-D-Phe-
Canpt ot heci n- ruEys ASROCEBUys ME2- 61 (- 48, GSE@IIFoMP! )

in DVF (95 ml) “were successively added succinic

anhydride (1.2 g, 12 mmol) and TEA (7.456 m, 53.85

mml The Tifled Rbxpoiirel was sghthedized fubsta@tidily uscsordingr @othe procedure

nger ature and HPLC analysis indicated that the

dP@& ¢d prExameledonpl et e. The sol ution was evapor at ed

under vacuum The resulting residue was stirred with
water for 1 h and precipitate was coll ected by

EXAMPIEE 100N, AréRiatidhiotdarhprothéin-r{BR-Suk-(DodjeAepasDPhen

overni ght, it JqarQviviedrd.BAnRIQR/UTh-NHE SSEEIRD: 4)

nol ecul'ar weil ght of Canpt ot heci n-rvD Asp( G Bu) -

Succinic acid (4) as determned by M5 (el ectro-spray)

was BRE tifled rRokpeyid gvassyithesidedudubbtentiaiy| acerding twethg hpprocedure
619.7.' The yield was 47% Step C. Synthesis of
d@ﬁfﬂb?‘bﬂféé!ﬂﬁéd\/DAsp Suc- (Doc) 4- Aepa- D- Phe- ¢(Cys- Tyr-D

-Trp- Lys-Abu Cys)-Thr-NHz A 0.8 mmol aliquot of the

resin prepared according to section (A) was nmixed with
EXAMPUE M-/ DPbdakitibn of CathptoghetifirA pig Suc-(Doc)s-Aepa-D-Phe-c(Cys-
canpt ot heci n- P'[\(,DDD&&B(LQ‘S%)J SHEThIONEL m@gﬂmo(g 544 ¢,

0.88 mmol, 1.1 equivalents), DIC (1 nl,

equi val ent s), HOAt (0.217 g, 2 equival ent s) and DI EA

(4 nfThe Zi@ekqunpakrehivay shothest@dhabstentidllyeaccading teathe procedure
drai ned and washed successively wth DVF, MeOH and
degeribeduintEaamgle. drying, the resin was cleaved in a

m xture of TFA,

EXAMPLE 12: Preparation of Camptothecin-rvAbu-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-
Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH> (SEQ ID NO: 4)

The titled compound was synthesized substantially according to the procedure

described in Example 1. -
EXAMPLE 13: Preparation of Camptothecin-rvD-Val-Suc-(Doc)s-Aepa-D-Phe-c(Cys-

Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO: 4)

The titled compound was synthesized substantially according to the procedure

described in Example 1.

EXAMPLE 14: Preparation of Camptothecin -rvAla-Suc-(Doc):-Aepa-D-Phe-
c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH; (SEQ ID NO: 4)
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H2ZO and TIS (24 M / 2.2 m / 1.92 m) for 2 hours
The resin was filtered off and the filtrate
WB30845142ht 0 300 i of cold ether. The resulti HST/U52007/022179
precipitate was centrifuged and collected. The crude
|'i nedfe BEEH U pY@El ias SPhthesked Nsubstamtiallg dccaryiBiger® the procedure
containing 350 m of -68 WO 2008/051421
deciibedSpdTNPRA1 79 5% AcOH and 60 m of CH3CN, to
whi ch 0. 25N i odi ne solution in MeOH was added

drovvlseuntllayello col or was ned, T
AERLEH: soI ut TF?H?“W% OEIF?IFP@H‘GFIBrW%?bOSﬁ hlﬁé’ e- CCYS'

then flltered The f||trate was purlfled V|a

reverse-ph rative HPL
Col umF SReETem PERA STOOE T RUATYN. oSt thserfz?cedure
d%ﬁ}lbedTﬁ%xQH i was eluted with a linear gradient

45% B in 50 m nutes, where A was 0.1%
TFA in water and B was 0.1% TFA in CH3CN. Fractions
ExAMPLIEE Y zed MapabdbioandCihpothetin aGlut-(s)«cAuphdi-RheagCydhe
desi red product, yer®-1ReARLCRNThSNE} eSHED KNO: sal t

exchange. The pooled fractions were analyzed by M

and HPLC, and the fractions containing the pure

prodUkd tiied eoppolred wan dynthysigedi dubstectially axgndagsto Heeprocedure
actual nol ecul ar wei ght of the

desgripebindizampledy D- Asp- Suc-

(Doc) 4- Aepa- D- Phe- c(Cys- Tyr - D- Tr p- Lys- Abu- Cys) - Thr - NH2

olf ng)theﬁgr r%Wnc :

SR 1 Al

Preparatlon of a mxture of

g-agﬁtéﬁc a/sr}?_{n\é(?'ﬂ%wa?%gn&%&hgﬁ?ﬁ%ally '\ﬁ_clﬁorzi ng Qto the '\%ocedure

dddcriB8dlin Example 1.

Canpt ot heci n-rvd u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp-Lys- Abu-Cys)-Thr-NH2 (SEO ID NO 4) The titled
EXANBPLES: was sﬁrmamamnpédampt@ﬁtealnt-wé\lhpgﬁuaﬂawm% - Bhe-

t he procedur e cyde@ys{TheD-TrpLxabp ( T
determned to be a m xture of approxi matel y 17%
Canpt ot heci n-rvD- d u- Suc- ilDCI:)4 Aepa- D- Phe-c(Cys-T
- Tr pThey sitledh co@peyndl mras Nyt ee(lggqugamlly@ccgrﬁwg to the procedure

appr oxj mat el y .83%
d@%ﬁ‘b’?‘iﬁ%@?ﬁ%@ u- Suc- ( Doc) 4- Aepa- D- Phe- ¢( Cys-

Tyr-D-Tr p- Lys- Abu- C,ys) Thr - NH2 (SEQID NO. 4) EXAVPLE

EX I\Eﬁ ati orpr
npt ot heci n-

{ /]
ti tI ed corrpound was synt hesi zed substanti aI Iy
accofgl RElel Qohfiatl’ WEL Y HResized substantially according to the procedure

described in synthesis of Example 1. Bz-SN38 was used as the cytotoxic moiety. The Bz-

SN38-rvGly-Succinic acid portion of the molecule was synthesized using the procedure
described in step B for synthesis of camptothecin-rvCha-succinic acid. After removing Bz
protecting group by hydrogenation, the SN38-rvGly-succinic acid moiety was coupled to the

desired peptide resin. . The final product was found to be homogenous by HPLC analysis.
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described in Exanple 1. EXAMPLE 8: Preparation of
t ot heci n-rvDap(Z) - Suc- (Doc) 4- Aepa- D- Phe- ¢ S
WWIBT‘%&S H2h Lys- Abu- Qys) - Thr - NH2 (SEOpI D NO 4) Pg%@%‘mm
2008/ 051421 PCT/ US2007/ 022179 The titled conmpound was
Thy Adthia sholedlas ukizhaa desdrinjned bg diSHelegtrd-spray)evas RBI5Ewngstent with
described in Exanple 1. EXAMPLE 9: Preparation of
tl@aﬂﬂftl@tqdéml?ﬁuﬂa\me%%%ﬁ 7Suc- ( Doc) 4- Aepa- D- Phe-
c(Cys-Tvr-D-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ I D NO 4)
The titled conmpound was synt hesized substantially
EXQOMPIH 209 t O t heparansesi@atptarain-ividtdSic DoxjarppeNle-Gln-Trp-
EXAMPLE 10: Pr gRayAlRl QRS 1 eu-Nle-NH: (SEQ ID NO: 6)
Canpt ot heci n-r vPhe- Suc- (Doc) 4- Aepa- D- Phe-
c(Cys-Tyr-D-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ I D NO 4)
The Thd Itieldd conjugata dwasa syrslyesizbe subsahtiallp sicanding| toythe procedure

according to th d d
deseriRed i gsyrph@gégiﬁggrgﬁlg[-}? 'Iheepsr&irdctb v%gs Ifor1]m to ggLomogenous using

C%”B%ﬁ?%:%ﬁ%ﬁten ]1le§p Q@H\)%to E?ﬁklm QDHEJ1 %8%@ 'l(ﬁular weight as

d‘étehjnﬁdd ©9mmrwa§ra§y%hmb&dn§ﬂhﬁtvﬁﬂ{ taMullayed molecular weight
according to the procedure described in Exanple 1.
2B86AVPLE 12: Preparation of

Canpt ot heci n-rvAbu- Suc- ( Doc) 4- Aepa- D- Phe- c(Cys-

AFBE 5 00 R 8 Bl i

EXANPLE 13 Preparat|on of

t heci n-rvD- Val - Suc- ( Doc).4- Ae Phe
CoTPERL DBE) Do e S RRE BB T Rl e proceture
dgkhb&gmqggﬂg%nd was synt hesi zed substantially
according to the procedure described in Exanple 1.

EXAMPLE 14: Preparation of Canptothecin
EXAMYPIZE 2tic - ( DoRegardigreef CaRiptothecin-rvGly-Suc-(Doc)s-Aepa-Leu-Gaba-GlIn-
c(Cys- Tyr - D- Tr prpkAls-VADB-ATY Sl Teur NINHIPHL @RI ITONIOB) 4)

The titled compound was synthesized substantially according to the procedure

described in Example 1.

EXAMPLE 23: Preparation of Camptothecin-rvGly-Suc-(Doc)s-Aepa-Gaba-Asn-Gln-
Trp-Ala-Val--Ala-His-Leu-Nle-NH: (SEQ ID NO: 9)

The titled compound was synthesized substantially according to the procedure

described in Example 1.

EXAMPLE 24: Preparation of Camptothecin-rvGly-Suc-(Doc)«-Aepa-Apn-Asn-GIn-
Trp-Ala-Val-B-Ala-His-Leu-Nle-NH, (SEQ ID NO: 10)

The titled compound was synthesized substantially according to the procedure

described in Example 1.
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-70 WO 2008/ 051421 PCT/ US2007/ 022179 The titled

compound was synt hesi zed substantially according to
W?Hg‘gﬁ&'@édure described in Exanple 1. EXAI\/PLEC%/E‘:].SZO‘”/022179

Preparati on of Canptothecin

-rvVal - Suc- (Doc) 4- Aepa- D- Phe- c( Cys-

EXAMBEEDSP- LY S- ARHaritish of Bakmph¥tkecnSHQIy)-S4NBoc i LysiDSer-D-Tyr-Gln-
titled CO”F’OU:[%V‘,@% \)%YgtAhaeﬁﬁsZ@e% -NMAIARECADIND. 11)
ing procedure described In Exanple 1.
EXAVMPLE 16: Preparation of Canptothecin

- G uthd Baed 4on MTMB%W&@'&d sbkt¥ntially according to the procedure
D Tr p- Lys- Abu- g\/s) Thr-NH2 (SEQ ID NGO 4) The title
dewripeslinExampledynt hesi zed substantially according to

the procedure described in Exanple 1. EXAMPLE 17:

EXAPRFCA8, . ( Do AUNLS e DRIANS Pople A DA DTy
(12

- Ha-VRi=-(>-Alagdd sy liepy PIEY p Q4ADING

conpound was synt heS| zed substantially according to

f:,lpgp eattﬁsnﬁ cgppeﬁﬁﬁ%vé?%g%t:hﬁmze srggstantlallyEe?é'cAordmg t]c'> the procedure
de§CY1€QPm$HQm f2qc) 4- Aepa- D- Phe-

cycl o(Cys-Tyr-D- Trp- Lys- Abu-Cys)-Thr-NH2 (SEQ I D NO.

4) The titled conmpound was synt hesized substantially
EXAMPICH 279 t 0 t Prepirtsrest Cash ptalBR O iviBdyESudy Dox)anppeDBer-D-Tyr-
EXAMPLE 19: PreparatA19Wanf-Ala-His-Leu-Nle-NH (SEQ ID NO: 13)
SN38-rvQd y- Suc- (Doc) 4- Aepa- D- Phe-

c(Cys-Tyr-D Trp-Lys-Abu-Cys)-Thr-NH2 (SEQ I D NO 4) The

titl eke cided wgmpeunwhsvas sphthesiedeshbstabtidlgndccating to the procedure
accordlng to the procedure described in synthesis of
descaihgrl 8 1SN38 was used as the cytotoxic noiety.

The Bz- SN38 rvd y-Succinic acid portion of the

Eggi\/@?[;goéd | n ﬂtha%l 2?8 USI ¢ ge 2 rS%% ‘?[9}5'8' 4-Aepa -Gaba-D-Ser-D-Tyr-

0
protecting group by hydr ogenat i oh, t he
SN38=t v ucein id . ety P hg,
onoo T P VRO PIE  SoTAI RS, SOUPL S, K1l procecur
db&rib&immx ala r1by HPLC anal ysis. - 71 WO 2008/ 051421
PCT/ US2007/ 022179

&L\- ._:

EXAMPLE 29: Preparation of Camptothecin-rvDAsp-Suc-(Peg3);-Aepa-DPhe-c(Cys-
Tyr-DTrp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:4)

The titled compound was synthesized substantially according to the procedure

described in Example 1.

EXAMPLE 30: Preparation of Camptothecin-rvDAsp-Suc-Pegn-Aepa-DPhe-c(Cys-
Tyr-
DTrp-Lys-Abu-Cys)-Thr-NH, (SEQ ID NO:4)

The titled compound was synthesized substantially according to the procedure

described in Example 1.
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The actual nol ecul ar wei ght as determ ned by I\/S

éel ectro-spray) was 2315.6 consistent with th

3PEMH2Ld nol ecul ar wei ght 2315. 7. EXAMPLE 2BCT/U52007/022179
Preparation of

Canpt ot heci n-rvd y- Suc- (Doc) 4- Aepa- Nl e- d n- Trp-
AIaVaI-(3AIaH|sLeuNIeNHZ(SEOIDNO6 he
EXAMBLE Honj ug&’tf‘%lf’a\‘ﬁé@“@ﬁ/ﬁ%‘ﬁ%@ﬂ‘f@ﬂ rebiGlr s Pant- era-DPhe c(Cys-Tyr-
accor d| ng to 5

usi n'ghe htl&h c&ﬁbétﬁfm§%y1hthé§kded ﬁl'BEt@ﬁlmll?garca&BMg(ﬂdHh@)procedure
The actual nol ecul ar weli ght as determ ned by M

desstibest indixamplgyl) was 2286.5 consistent with cal cul at ed

nol ecul ar wei ght

2286. 6. EXAMPLE 21:

Preparat i

Canpt ot heci n-rvd y- Suc- ( Doc) 4- Aepa- Ahx-d n- Tr p-

Al a- Y ectiiafldanbledild:avei
titled conmpound was syn

t? thiRethaPE 1 NG ei

hesi zed sub

stanti al

on of

s dittEthe purity of the

caropaurds nHEtaonpldsé t@Bb&reéthé in GadesrliAb8lan dh1E&xanpl e 1.
EXAMPLE 22: Preparation of
Canpt ot heci n-rvd y- Suc- ( Doc) 4- Aepa- Leu- Gaba- @ n-
Ts.a-Val - (3-Ala-Hi s-Leu-Nle-NH2 ((SEQ ID NO 8) The

titled conpound was synthesized substantially
aceangieng t/o tPueitypi)cedur eReati®¢ri hed Est M¥anplle 1.
EXAVPLE 23:| Prepegy ati on of 2364.6 2365.74
CapHOT NECIN-TV&g/- SuC( DoC)gdy fepa-|Gabagdndy- G n-
At VAl S A H sTter p N;fkg?:zpmqw 9) The
accofiding fo theohr ocedure 2808cr i Hod 128 amtle 1.

EXAVBLE 24: Pre@éRati o of 2340.8 2341.63
Canp?ot heci|n-r v@g3- Suc-{( Doc2347.Aepa-|Apn-2868¥1d n-
Tr p- Al a- Valj- [ 3- Aba- Hi s-|Leu-MBe9 NH2 |( SE@43275NC: |10) The
T1TTgd conmpound yas syrihesjaegd subst anjsasl y
au,u g {0 tTegpT OCTEJUT € crited anptle 1.

20081051430 PCH 'szﬁ?gguu %gﬁg:?gip 5:
tion of

Camptt heciln- r va@%- Suc-{(Doc380Pys- I Ser?2¥68yr . @ n-
Tr p- W a- Val|- (3- AP&- Hi s-|Leu-291@9 NH2 |( SE@31IB5NO 11) The
titled conpoundgg@s synt hesizgazel sulst arzegzdol y
accofgdi ng to theggrocedure 23109 2311.65

16 96.8 2226.0 2226.55

17 99 2367.1 2367.76

18 99 2339.2 2339.71

19 98.6 2313.2 2313.62

20 99 2286.5 2286.60

21 99 2286.5 2286.60

22 99 23720 2371.71

23 99 23728 2372.69

24 99 2386.7 2386.68

25 99.9 2382.1 2382.64

26 97.6 2394.2 2394.66

27 99.9 2423.3 2423.69

28 99.9 2508.5 2508.50
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descri bed i

BBEOIBIi Ng to the procedure

n Exanple 1.

de e EXAMPLE 26: Preparation of
t ot heci n-rv@ y- Suc- (Doc) 4- Arg-D- Al a- D Tyr -
W%P%‘PFB‘-ZN a-Val - (3- Al a- Hi s- Leu- Nl e- NH2 ( SEQ | BCRES2002422179

The titled conpound was synt hesized substantially

descri bed in Exanple 1.

EXAMPLE 27. Preparation of

Caiprpleheci| n- Rrdky(%8uc-|( DoRePUMAEpa-|D- SEFtMWTyr | Ratio of D/L
A n-Trp-Al a-Val - (3-Al a-|Hi s-Leu-N e-|NH2 ((SEQ | D [NQ_ispBjers
The sA t1 ed [conpoand wag syni3besi zed suls2Zaiti al|l y 58.2:41.8
gg:’gpjgjl ng flo theygrocedure 2gdescri Qed ipAsanplle 187.8:132
EAANMCE 28] FTreldghal! Off OT a373 _ 232761 | _ 96832
CcanprotnecT -1 vay- oSul- (DOU ) a4- ACJd- &dlUd-1D- o€l - - TyT -

dn-Trp-A a-Val - (3-Al a-Hi s-Leu-N e-NH2 (SEQ I D NG 14)
T id.t | ed conpound was synt hesized substantially

according to the procedure descrihed in Fxanple 1.
EX@NeRiple 29:| Peypigy @4)i or] of Real MW Est MW

Canpiot hecifn-r vdgep- Suq- ( PegB)4®- Aepa- DRBet&( CyS-

TyT- 3917 p- LYS- ADUgoyS) - Thr - Ml doSEQ|I D Mexgldy The titled
ONMPRUTO WS SYTILREST 280 S tAntT g1 cor al to
t+he—procedure %)gcri bed 528%’(83@: € 1?/ zg’(lAVPLE :g%O:
Preparation of

Canpt ot heci n-r vDAsp- Suc- Peq" - Aepa- DPhe- c( Cys- Tyr

DTr p- Lys- Abu- Cys) - Thr 24) The titled

conmpound was synt hesi zed substantially according to

li ig@_-gr%ggg#-ﬁgm?escri bed in Exanple 1. -73 WO
; roen el E\?%OGPZ/ g22_179 EX:AXPLE 31: Prepar aEI_i on
O SR SEal KRS B R R B s

oY PSR B8 S
u?ﬁﬂm WRH cMRsousd RERSEhZ ROFSHHRRIANr Bt Y v @adet 1350 @l human or
he procedure described in Exanple 1. The esti mated

niseplastag, varegH bsiefly and ineubated atrdi°ec At Hrriusitigieistenls eg- 0, 0.5,
1} %%ﬂ% léllr ;Jﬁﬁ *a%{de@m% fsf: g)ﬁ 'E}%Sci%fpogﬁ(cﬁgf%rgf m%‘xh‘irg v\;)é% a88&d to 150 ul
acetonitrile in a microcentrifuge tube. The mixture was vortexed, centrifuged for 5 minutes
at 10K RPM, and 135 ul of supernatant was transferred to an injection vial. The recovered
supernatant was analyzed by using a liquid chromatography-mass spectrophotometer
system (LC-MS) consisting of a Finnigan Deca XP® mass spectrometer with an ESI probe at
the positive ion mode. HPLC separation was carried out on a Luna 3p C8 (2)® 3 x 50 mm
column with a gradient decreasing from 100% A to 80%B for 10 minutes at a flow rate of 0.25
ml/min. Buffer A was 0.1% acetic acid in water and buffer B was 0.1% acetic acid

acetonitrile. Half-life data are reported in Tables 2A and 2B.
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Table 1A: Exanple Purity (% Real
2364.

6

MNV Est MV 1 99
2365.74 2 99 2837.9 2837.93 3 99 2547

WOsNB/08§1421 4 99 2467.8 2467.79 6 94.2 2340.8 2§£I’U§é“07/922179
92.3 2367.9 2368.71 8 99 2431.9 2432.75 9 99 2431.9
T2KIB2A75 10 99 2358.6 2359.70 11 99 2310.8 2311.65

12 99 2206 9 2297 62 13 99 Q 2310.9 2311 65 14 93 9
2282. 9E@2g8e 60 | 1%lafdifogn 0.9 Iidfilifed 1)6 I9giveg mppse. |0
2226.55 17 99 (2B3BnsdP1286y . |{7Humas PRem2339. PKBAED. 71
19(98.6 2313.2 |2313 (%3 20 {99 2286) 5 2286. 6QhrsP1 99
22885 2286.60 | 4¢ 99 2372\ Z371. 71 23 99 2372.8
237 % 69—24-959 %EE(S. 723867 99797238271 2382764
26 962394212394 66—27 1992423312423 69—28
99.|8 2508 5 250850 . 74 3.8

4 44 3.2

6 13.1 10.7

7 1.2 1.5

8 2.2 0.7

9 1.7 0.7

10 24 0.3

11 3.7 5.0

12 6.0 0.7

13 7.7 0.3

14 4.6 13

15 5.0 0.4

16 4.2 3.6

17 15.6 28.6

18 16.2 8.0

19 2.6 6.9 1.2

20 2.8 4.8

21 5.4 3.2

22 2.1 1.8

23 2.9 4.2

24 2.6 4.6

25 2.6 2.4

26 1.8 1.4

27 3.8 4.5

28 29 1.9

Table 2B.

Example Half-life in Half-life in Ratio of D/L
Mouse Plasma | Human Plasma isomers
(hrs) (hrs)
5A 20.8 10.8 58.2:41.8
5B 27.5 10.3 87.8:13.2
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V\D 2008/ 051421 PCT/ US2007/ 022179 Table 1B. Exarrpl e

W 5”/0%5:%% Real MWEst MW Ratio of D)L isoners

B3 ¥.5 2327.61 58.2:41.8 5B 97.8 2327. 31"2'3%/??2‘{91/022179
87.8:13.2 5C 99.0 2327.3 2327.61 96.8:3.2 Table 1C

Exanpie Rurity (% Real MV Est MW 29 99.9 2314. 40
2314.61 30 00.Q 2346 60 2246 69 31100 2341. 80

o9

2341, eBarmilo oG CHalfAsmYS |HalHalklife @ Dt er mi nat i ons

Sanpl es cont ai r)i MpuapPlrgsd natlemanBsganl up to and

I ngl udi ng appr gxi matlesy 500 g/ thrspf t est conpound

acgoepding to Farggyla A or |l or Il was added to 450 |

hurmam or — nouse pl asna, vortexed brieflTy and incubated

at 37C. At various time intervals, e.g., 0, 0.5, 1,

| Uk 0l of the

Dinalos o toifilila Bihdit ARy D | O |

acetonitrile in a mcrocentrifuge tube. .m Xt ure -

was VmPbaansy forcntiy F‘?fﬁ%tar?" B RS R of Fa‘TGr@YRERﬁ‘Ogemzmg

lacﬂ rc;lngéttlﬁg% @5 s PPADNRE &Nt eMASsinf AR k6B ost iR ceptor subtypes
ection®vi al he recovered supernatant was

haﬂH{-y,zHSBTiRyz usﬂsm@ 3a WSS T4t corch3SORER g riceplold ABgsM Tris-HCL.  The

spect rophotoneter system (LC t , ,
B B HeR R RS S a6 P OH: G TR igsan intermediate

r sru(s?;pe%mag cl)rllj Efllgg'l Bgé%_t M@ ﬁr&p f)_e')PllegEls &Rﬁﬁ%'l@f}nw@%s HCI to

carri mm col um
ptégake the gdlladérﬁH%n@Ilaﬁmﬁgaﬁata @rhﬁamﬂﬂd]ﬁﬁﬁ:ﬁg ma;s 098 for 10
mnutes at a flowrate of 0.25 mM/mn. Buffer A wa

0. 10Fercdtq SEBR, NS Mo AndieSBBr aroEs. vilGupts 10 ApSembrane
FBPusRE A oL b S8 B SRt e s
MM EPERApHEP@ bRt doatfafring 6.2% BOAHaH 5miM Mydln Tha fivalvssay volume
wnagu%% ml. For the hSSTR-2 and hSSTR-5 assays, ['#I]-[4-(2-hydroxyethyl)]-1-
piperazinylacetyl-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (0.05 nM) and [*®I]-D-
Phe-c(Cys-Tyr-D-Trp-Lys-Val-Cys)-Thr-NH.  were employed as the radioligands,
respectively.

The cell membrane homogenate was incubated with the radioligands for 90 minutes
at 25°C. The incubations were terminated by rapid filtration through GF/C filters pre-
soaked in 0.3% polyethylenimine using a Brandel® filtration manifold (Gaithersberg, MD,
US.A.). Each tube and filter was washed three times with 5-ml aliquots of ice-cold buffer.
Specific binding was defined as the total radioligand bound minus that bound in the
presence of 1000 nM SRIF-14 (for hSSTR-1, hSSTR-3, hSSTR-4 or hSSTR-5), or 1000 nM
DPhe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: for hSSTR-2. Specific binding data are
reported in Tables 3A and 3B.
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I\/buse Pl asr5ra Human Pl asma PK T1/2 (hrs) (hrs) (hrs) 1
2 4.6 2.2 3 5.7 3.
wagisiizl 5 175" 8 272 0.7 91,7 0.7 10 2. APGTASIppIM
3.75.0 126.00.7 13 7.7 0.3 14 4.6 1.3 15 5.0
TEbId3A16 4.2 3.6 17 15.6 28.6 1816280192669
12 202 848215 432 22 2 118 232 942 2/
Bagpe | 26 @My 2 4 KiggM), 8| KiAnMRSIRE |, Ki (pd) 2. b Ki(nM)
1.9 Tabl &STIR1 + hSSTR2 + +(SEM) hSSTR4 + hSSTR5 +
(SEM)* (SEM) (SEM) (SEM)
1 1000** 0.54 (0.04) 155.5 (56.4) 1000 211
2 1000 0.36 (0.25) 125 1000 3(0.47)
3 1000 0.10(0.02) 94 1000 3.86 (1.27)
4 1000 9.38 (5.03) 1000 1000 480.9 (96)
6 1000 4,70 (0.17) 781.5 (218.5) 1000 ND
7 1000 1.09 (0.24) 479.5 (366.5) 1000 ND
8 1000 1.83 (0.80) 420.5 (295.5) 1000 ND
9 1000 2.35(0.72) 892 (108) 1000 ND
10 1000 1.73 (0.90) 235 (83) 1000 ND
11 1000 1.89 (1.17) 1090.5 (537.5) 1000 ND
12 1000 1.23(0.11) 909.3 (217.8) 1000 ND
13 1000 0.92 (0.11) 510 (128.8) 1000 ND
14 1000 1.20 (0.10) 1000 1000 ND
15 1000 1.03 (0.01) 850 (150) 1000 ND
16 1000 0.75 (0.28) 915.2 (84.8) 1000 ND
17 1000 0.38 (0.02) 576.5 (423.5) ND 1000
18 1000 0.37 (0.16) 682.5 (317.5) ND 1000
19 1000 1.78 627 188 4.33
* SEM = standard error
** value of 1000 indicates a value of at least 1000
ND = not determined
Table 3B:
Example # Ki (nM) Ki (nM) Ki (nM) hSSTR3 Ki (nM) Ki (nM)
hSSTR1 + hSSTR2 + +(SEM) hSSTR4 + hSSTRS +
(SEM)* (SEM) (SEM) (SEM)
5A’ 1000** 2.94 (2.44) 1000 1000 842
* SEM = standard error
** value of 1000 indicates a value of at least 1000
A’ = racemic components to be determined
Table 3C
Example # Ki (nM) Ki (nM) Ki (nM) hSSTR3 Ki (nM) Ki (nM)
hSSTR1 + hSSTR2 + +(SEM) hSSTR4 + hSSTRS +
(SEM)* (SEM) (SEM) (SEM)
29 1000** 3.32 (0.67) ND ND ND
30 1000™** 3.04 (0.94) ND ND ND
31 1000** 0.27 90.08) ND ND ND

* SEM = standard error
** yalue of 1000 indicates a value of at least 1000
ND = not determined
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Exan'ple Half-life in Half-life in Ratio of DL I\/buse
sma Human Pl asma isoners (hrs) (hrs) 5A 20.

W@é"“ﬁ’“&l“zé F5B 27.5 10.3 87.8:13.2 -76 WO 206‘376@104’2/1?22179

PCT/ US2007/ 022179 Table 2C. Exanple Half-life in
BulfibesihiGRP Radiolifpmddiddiagma Human Plasma  (hrs) (hrs)

29 44.1 9.3 Somatostatin Receptor-Radioligand Bi ndi ng

As s ayferrVRiHRE ARES plePhrell Mo tldiddighREBIRLRE Bidieh BIYhahis@NEation of
wer e obt ai ned by hormogeni zi ng = (Pol ytron setting 6, 15
Pé@@]) raQpiDci€ds ol ppressipg degiative bambesingdithtecsptertin A0 ml of ice-cold 50

%%%“gg\b%ﬁ@gmgg’ Sg’ &WS%%I lfbdksﬂgf settlngsS C%Té? 15 seconds.

m@ RBg6HndRd wekd \Jva?sh!\@ Eﬁc&@f@eﬁ{rﬁﬁ'&%@n {35,006 g 3110 A HEY afd the final

for 100 mnutes wth an internediate resuspen3| on'in
pElles veleutfuspendéd én 50 mM TrieeHCkb¢omtaiveng 2.5 ed\ Mgtrided (.19 BOA. For
mM Tris-HC1 t epare the ce nbr ane ho enat 125
theodssays @lifitpty ﬂfgmsg‘ﬁaﬁnﬁ JoResHyte @ér HETs, Sxypgtad with 0.05 nM 131
I hgrATenRY,
181% pdg}%?lpgggooagﬁﬁ;oﬁéﬁg?g la? grN18(}(1){&0‘:"r-rn(§n]%tgtéﬁs1 at ZSC'AEJ‘)neVIth and
withabt 108 hil@Siniabeled thiBRktinglidst ipapthdds. AdteHERESir(utHnZubdjion period
buffer containing 0.2% BSA and 5mM 2/‘9C12 The fi nal
ab4<aythg brount [hAErthombagin veas, sepprated Jeorm-the disa teabesin Hy rapid
S S 13%
f%?aglg%{a%é%aglgd ?ﬂt%r}g Egﬁg?@gg%ég ‘“)d‘[ifglrr p- Lyssﬁb)uwthh hagl been
pheviddsly {oakdibinnM% gotyefhyRbéiinidd: The filters were then washed three times
Phe- %éc,\{s Tyr-D- Tr p- Lys- VaI-C,{y_s) Thr- NH2 were enpl oyed
with §- %}tﬂt%Pﬁ gaﬁ@lé 50 wsmscltl leTRe bormd ré@IOPCth}‘rtS'iaaﬁ%’ on the
nat [ a r I 0
flngrgﬁxggss&u%{e\ﬁa%t %ﬁg §p%§aég4u{t L\Nﬁ\lﬁé fﬁé&éﬁe 'r(%]ﬂﬁeg?o d;? MBO US.A.).

Spedfichihdihg wa§ Hetimed Bs D6 @htal GH(-Cyf4TBontesin Poend MO Eitht deund in the
3%po|é8/ | enimne using a Brandelmfiltration

prmmc:e of borabesise(Bachemt, Torignes, KA U.S2ynh Spesific bipging data are

rd orte gvvashedthreetlmss with 5-m aliquots of
ipc cor] Siff f er

Table 4
Example # Ki (nM)
bombesin
receptor + (SEM)

20 4.57 (0.82)
21 1.90 (0.41)
22 18.22 (3.59)
23 7.65 (2.58)
24 4,07 (1.15)
25 1.45 (0.37)
26 1.10 (0.32)
27 3.96 (0.69)
28 4.82 (1.77)
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Specific binding was defined, as the total radioli gand
bound m nus that bound in the presence of 1000

nM
WORB/0PW2L f or hSSTR-1, hSSTR-3, hSSTR-4 or hSSTRIAP2004p22179
1000 nM DPhe-c(Cys-Tyr-D- Trp-Lys-Abu-Cys)-Thr-NH2 for

Iphm%wtﬁﬂgg%;gi c binding data are reported in Tables
I -7 V\D 2008/ 051421 PCT/ US2007/ 022179 Tabl e
aRl & Hiek pio M tlSh &Eﬁyk &ln(rEH\/DC}i@ﬁRé’euK' (eMb-x

e iy R, fn i profiictatioh ARy Al R 15 or OMDK1 cells

e(pﬁ@@n’g theHIGIIR 2SEdéptof Stelgpedbd 11O @Ia%hd)ﬂ&del(;ﬂat@ﬂh RP3H.1640 Medium
1000 2110 2 1000 0.36 (0.25 125 1000 3(.0.47
M@M ocontining 39%gfgtal dhoving sgpim (BBH) at swmgofsmr%m@asely 104

IB0RE 5558, e P00 R ol s

cd1020 (3% &30, 87°8 0 hurhitfifical {iD)For dhe ﬂcOﬂﬁeeNﬂhysQ THeORliLar85insed with
0.72 892 108 1000 ND 10 1000 1.73 (0. 90 235
sargefreqDRPM medo trypgnized, riwpweé.lﬁ’g\@s%ﬁ# 10‘1001()‘%@ Nid counted

oifsa i o Too 1 1310‘1’803[’1 20 (0. 10

1000 1000 ND 15 1000 1.03 0.01 850 150 1000 ND 16
1000 0.75 (0.28) 915.2 (84 8) 1000 ND 17 1000 0. 38
Iy MivoGrowteAssays123. 5) ND 1000 18 1000 0.37 (0. 16)

002, AR % NP TR e v
o¥RbdE 097% &) dn8 AR hubPAGkd standard rodent diet (NIH31®; 18% protein, 5% fat, 5%
fiber, 8% ash and 3% minerals). The mice were housed in microisolators on a 12-hour light
cycle at 22°C (72° F) and 40%-60% humidity.

Tumors for implantation were derived from human NCI-H69 cells which is a small
cell lung carcinoma tumor cell line which expresses somatostatin type-2 receptors. Mice
were implanted subcutaneously in the flank with 5 x 10¢ cells of NCI-H69 cells along with an
equal volume of Matrigel® Matrix (BD Biosciences, San Jose, CA, US.A.), a solubilized
basement membrane preparation extracted from EHS mouse sarcoma, a tumor rich in ECM
proteins. The tumors were monitored initially twice weekly and then daily as the neoplasms
reached the desired size of approximately 100 mm? (100 mg). When the small cell lung
carcinomas attained the desired size in calculated tumor weight, the animals were pair-
matched on Day 1 into various treatment groups. The estimated tumor weight was
calculated using the formula:

Tumor weight (mg) = w2xl
2
where w = width and | = length, both measured in mm, of a small cell lung carcinoma.

Animals with tumors were then subject to either no treatment at all, treatment with a
vehicle control (either saline or water), treatment with a camptothecin only control (7.5
mg/kg) or treatment with a compound according to Formula I or II as discussed above. All
treatments were administered intravenously. The results of the in vivo tumor studies are

reported in Table 5 and Figure 1.
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ND = not determ ned Table 3B: Exanple # Ki (nM Ki
i (nM hSSTR3 Ki (nM Ki (nM hSSTR1 + +
Wéq%@%“&s\cﬂm + hSSTR5 + (SEM* (SEM (SEM P?i’é‘%”‘mm
5A" 1000** 2.94 (2.44) 1000 1000 842 * SEM = standard
err oln 6tﬁe1\/e6tbet&nafts, 200kA1d wete draplasted widl huenapf xeabgrhﬁaédnved from
1000 A" = racem c_conponents to be_determ ned

N{E-H3¢a episdhympn Slpﬁlwe%ung RFInRIa; SRR /fIBHESAIRASR| celgan%ynﬂnau cell

kg e AR MPAIYIB L s SR o ey Sy e
rry@logaﬁbuﬁ 0Qkethiad sddFiLurO4) Ma tNeh NDjecBH td BrebthfenOwRK the compounds
8) ND ND ND * SEM = standard error ** val ue of

oiE)@'mqqubqréhqr@ghgappépm@tqﬁongpls lag deseribagdreipyissegp in Figures 2 and

I’ium%)n chronic

3é§%gcrgﬁ>%}r%3$% %8 9\2}4&3@5{&&%0@@%%99& lggééar?r(gmoma and human
cﬁfoﬁf%&ﬁy%%g@@dusfléiﬁtbﬁid )@ﬂé}ﬁat’@ iR @Hl&g studi es by

honogeni zation of AR42J rat pancreas cells expressing
the native bonbesin/GRP receptor in 20 nl of ice-cold

T5R|$35%Ekh§9 with a Brinkman Pol ytron(c) (Westbury,

®settings of 6, 15 seconds. The
gl gt es Wr@a%@%he T WeG@vOW Cent rRelddgatd on

Sggugpgndec chn t%{ i Otgt%Jnlt glalnl n"‘%ﬁlde(at ?ﬂ\/}NeMrg?:lZ
and 0.1% B‘>A he azrsea erlg{}lnjqu ecéimerrrtgrrbr ane
hnrmgpnm“ e 4 \ werle ér A t h—0-05 M [ 125] -
1Tyr 4] bonbes |1ﬂ\2 PEAED G/ %P‘}‘(CFESI\L_ED 6 i r(r),

2Bost on, NMA|NDS. A ) wit|IiNRBind wi t hdad¥D0. 05 nml_ of

sunl abel ed qowpeti ng t egtNpepti des. |Mber a 30 nji nute

gl ncubati on [pgh! od ND ND

6 111 mg/Kg 1.5 X reduction | 2.5 X reduction

7 27.75 mg/Kg 3.5X reduction | 8X reduction

8 ND ND ND

9 ND ND ND

10 ND ND ND

11 109.8 mg/Kg- 1.5X increase™ | 1/3X increase

12 109.2 mg/Kg 18X reduction 32X reduction

13 109.8 mg/Kg 4X increase Same

14 27.15 mg/kg 4X reduction 16X reduction

15 109.8 mg/kg 2X increase 2X reduction

16 26.5 mg/Kg 3X increase Same

17 112.2 mg/Kg 3.5X increase Same

18 55.5 mg/Kg 3.5X increase 1X reduction

* approximate fold reduction in tumor size as compared to camptothecin or vehicle

treatments
" approximate fold increase in tumor size as compared to camptothecin or vehicle

treatments
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at 4C, the bound [ 125I-Tyr4] bonbesi n was separ at ed
fromthe free bonbesin by rapid filtration thr

WeRM/142d or s (Brandel (r), Gaithersburg, MD, /53%3007/022179
whi ch had been previously soaked in 0.3%

TRIL yBRINGILIggvedled ne. The filters were then washed three
times with 5-m aliqugts of jce-cqgld 50 nM Tris-HC

THearhplafd nadiTocatmenti ty t Rejapesitoon |t hRelatfvelte er{s ago of D/L
count ed by |gaomeantsg®at rloremnpipthedtal ||ac ékBle ) , isomers
Gai t hersbung, M/Kg) S. A YreatnBpeEIist i|C beattheng Was

defined as{the total [12'IyJykél bortbesi n bound m nus

ST DOUMTT i, T e DT e 8RGE, 0o F00T AVERRRBES N

L)Clbllcll\l), S

T3 YR TR 2 VA 0 AR, AR

5
IL T '\l

560\ bonhedbhmekecent doX redgeiipn 20 [ 20X yedugtiomy|  27196.8:32

* TappEo@natt ) fol 2 FeduBLarY in( BurBe) siz@ 3s Kogaled. BRYamptghacimpr vehicle
tredtmkbh)s 25 1.45 (0.37) 26 1.10 (0.32) 27 3.96 0.69

“2 pProfignatel fold) incréSe R ROREY §26l 42 kompdrelSB0MARRITND or vehicle
txjeéhn hiro Gowh Assays For the in vitro proliferation

AAS¥HRic c%HllpBrEJn?.ﬁggggtgjn? i@ ! s or CHOKL cells

expressing 't eceptor are seeded into
plastic 24-well plates in RPM 1640 Medi um ( DVEM

cont g @{Iiﬁgnc@@%?rf@C al aRPTAHESS, eExHﬂiT(eFEBSE iretticafeddasé, tri¥duced the
of approxi mate 104 cells/well/ The test

gpaﬂhiOﬁegtaiNCth%wnmrcclhe desired concentration and
mai ntained in culture (5% C02, 37C, hum dified air)
for one to three days. The cells are rinsed with

ser ugahd SanERMpdiREE & thd ¥R RV&@En hi RS FRKHE dsyRitMtric center.
1640 ( +10% FBS) and count ed
Additional asymmetric centers may be present in the molecule depending upon the nature
of the various substituents of the molecule. Each such asymmetric center will produce two
optical isomers and it is intended that all such optical isomers, as separated, pure or partially
purified optical isomers, mixtures or diastereomeric mixtures thereof, are included within
the scope of the instant invention.

The compounds of the instant invention generally can be provided in the form of
their pharmaceutically acceptable acid addition salts, such as the salts derived from using
inorganic and organic acids. Examples of such acids are hydrochloric, nitric, sulfuric,
phosphoric, formic, acetic, trifluoroacetic, propionic, maleic, succinic, D-tartaric, L-tartaric,
malonic, methane sulfonic and the like. In addition, certain compounds containing an acidic
function such as a carboxy can be isolated in the form of their inorganic salt in which the
counter-ion can be selected from sodium, potassium, lithium, calcium, magnesium and the
like, as well as from organic bases.

The pharmaceutically acceptable salts can be formed by taking about 1 equivalent of
a compound of the invention and contacting it with about 1 equivalent or more of the

appropriate corresponding acid of the salt which is desired. Work-up and isolation of the

resulting salt is well-known to those of ordinary skill in the art.
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using a Coulter Counter at 1:20 dilution. In Vivo

G owm h Assays Fenmal e NCr-nude m ce of 6-8 weeks of ge
WREPB P ad” | i bitum water (reverse osmosis, BCTEHRA22179
and an autocl aved standard rodent diet (N H31(r) 18%

pr ot ghd) corapbdndb ,of s ihidition BRoLRskdmindteddd bY nedlabsknteral (e.g.,
The m ce were housed in mcroisolators on a 12-hour
intiagntsculaty @rllteapatltomed: l(nwzvqn}mmﬂ sulEYkaBes HOjRtPn: gr implant), nasal,

rs f

v%m%tag éP‘i"gP Byal ChoPlga r\c/)ve %%P{j ec{mm sFra ion ancf1 AN formulated with

ung car ci noma
phitificetRhlly ddcdiRabMIbzHers XP @Sﬁi@%o%@@%rﬂﬁa@bfdﬁmﬁ&ﬂ@r @ch route of
recept ors.” Mce were inplanted subcutaneously in the
aﬂinamkrawptt h Ascordingly, el presenf erI@rlthHGfgate@IS |pharmhageigicph gampositions
an__equal volu
C%F‘B%ig% RE s aCté’a?rf“érSQ‘gb‘ é&% %%‘2' )i rﬁ‘Poug 85% nvergigg in association
wt;@lsae!;rﬁ%adgg@[@g&eﬁggpagrgy on extracted from EHS nobuse
sarcoma, a tunor rich in ECM proteins. The tunors
wer eSmmhdctsagee@rmm Faricad]|agimtinibteationdedide @apsieshtabletbapllly, powders

th I hed t d d f. _
ag‘% 5%3&6%2@2@}1&3%5 drﬁ%%c czem@ %ch%%(rgﬁpctt%lg l%?‘f&"f(edc‘git? at least one

ir\e&"iqghar&gge‘ﬁhm e%}eatbﬁ:' &‘?ﬁertsﬂ% gs?&i&@sg REt8&R dristarch. Such dosage

calculated tu Ight, the animals were pair-

foratschedlso mo@plyselas is tnormyl rpirantise, b ditibmed stbsganoespsher Fhan such inert

estimated tunpor weight was cal cul ated usi ng th?

dilgenise8- luﬁgﬁﬁpg\ﬂggr&mucb )na@qm steazatewﬁbrlhg 35e of capgles. tablets
Ik I I

EGIbE hBl T E RSl el gl pie o

aH@mehatliyefe pidpatedeait@itdricabatirigh,, treatnent with a

vehicle control (either saline or water), treatnen

W| t hLlaugbﬁ?ﬁagq F@’E\Sr\f‘)b ﬁ;ag, aéw;tgﬂhor(l 7n<%udenﬁl}a}g@?ceblpcal]y acceptable
emu ngeﬂ)‘iutl (I:}E Ilbg;\)/egnggﬁﬁo lé{)x%{)gctﬁg b iR Ririf ég}éktadduef?trs g}nmonly

scusse reat nents were adm ni stere
ubéH fnaﬂlx@ RaUSIcH .as Thigerr Basitiésssuoh irebtediiuanty,i aomnpokifidris can also include
studies are reported in Table 5 and Fi gure 1. -80 WO
adipo1to Sudlp 35 PEINESEB0F epRisfgng PR Sutrepdiag PepTtrentssweetening,

wer.e i npl ed with human xenografts derived
ﬂfa‘r’%%glﬁafipﬁgﬂlgmgpalg%ﬂg'(hunan smal | cell Tung carcinomg;

see Pie@biiaBord)accg t& Blid iBvdrition f&Pakdnterdlladministgion include sterile
carci noma), MDA-MB-231 cells (breast cancer) and K562
agedous o( RORrAgHeeHT @fﬁ%onsw@mg@ﬁm% eppilpiQig Fxamples pf gef-aqueous

S(:))’l)venz%s or Verf'uclessalfleizJ iareo%ty éne gl?/ccglr;?oz?ye@? énevgl);clgl nggeta%?mEUMﬁ as olive

oil and corn oil, gelatin, and injectable organic esters such as ethyl oleate. Such dosage
forms may also contain adjuvants such as preserving, wetting, emulsifying, 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 sterile solid
compositions which can be dissolved in sterile water, or some other sterile injectable

medium immediately before use.
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of Formula | or Il and the appropriate controls as
descri bed herein. As seen in Figures 2 and 3,

th
WesHsdaHd! of Exanpl e 5C suppressed growth of sﬁﬁWUsé@Wmm’
| ung carci noma and hurman chronic nyel ogenous | eukeni a

Xenogembbsitidns fo¥i re@al of &biiral 2dinirlNElatiblo Sreqeéfbrablisappsitories which
Treatnent Relative to Relative to concentration

ey ngentstith el aslditicni ol the gy RgPstanees sxpiaights (SECl ap (cagpanitter or a
ﬁ%”%Q 1 112 ng/Kg 9X reduction 16X reduction 2 ND ND
"XYRD ND 4 NDND ND 6 111 m/Kg 1.5 X

r eduebinpbsitons fof ra&d BESUbAAgual adnfinierati®i 458 alSo prépared with standard
reduction 8X reduction 8 ND ND ND 9 ND ND ND 10 ND

ek{p$m$w¢nkn®@ngwhg¢m© 1 5X i ncrease** 1/3X increase
ti.on 32X reduction

12 1 18X
ol KU EERe P R G S99 O e kBRI B pgitons

of ?lqy %v‘egﬁ‘on iy M BieBTRdEbvEr if RCARASAY Ahat! tBE WGouANOf &6 active
5 ny/ Kg 3X i ncrease Sanme 17 112.2 ng/ Kg 3.5X

mgmher&éxe sBehrthall 8 sBBatle dupapgfoBmSX obtainedadbe soteqtesidesageodepends

* approxj mate fold reduction in tunor .size as  conpared

upe DR BT Ao R o e TopiE ot ARueBon, B SR TRE fifation of

tlfxe rgltrh&&raqgocf%ﬂl& drd W?t'i’unsﬂhg Fealin O?QIW&%Q dt Bne of ordinary skill in the
canptothecin or vehicle treatnents

art. Generally, dosage levels of between 0.0001 to 100 mg/kg of body weight daily are

administered to humans and other animals, e.g., mammals.

Preferred dosage ranges are from 0.01 to 10.0 mg/kg of body weight. Such dosages

may be administered, for example, daily as a single dose or divided into multiple doses.

OTHER EMBODIMENTS

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.

All publications mentioned in this specification are herein incorporated by reference
to the same extent as if the disclosure of each independent publication was explicitly

provided herein.
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WD 2008/ 051421 PCT/ US2007/ 022179 Tabl e 5B: NCI - H69
cells Exanple # Treatnent Relative to Relative to
WeHPBESHRI D/ L concentrati on canpt ot heci n venhi B L/US2007/022179
isonmers (ng/Kg) treatnent (7.5 treatnment ngy/Kg) 5A
Wel@aidh: ng/ Kg 2X reduction* 4X reduction - 5B 165 ny/ kg
5X reduction 20X reduction 87.8:13.2 5C 165 ng/ kg 5X
reducti on 20X reduction 96.8:3.2 * approxinate fold
redugtion in j ared to canptothecin or
1Vehi o cggpg%da{cﬁgﬁing%f&gﬁ%r@g ‘mate fold increase in
tunor size as conpared to eampEtmt hecin or vehicle
treatnents A' = racem c conpggents to be determ ned As
Syvlgenced by FIG 1 and Table 5B, Exanple 5, as

I'ndi cat ed above, reduced the growth of treated
ANCkartp@thetifor a &iasive thereef; of t he conpounds of the

i nstant invention have at | east one asymetric center.

BAgieAuoAhPaMarEY Ao VARt PSS HES P B (BRreyPAPDn t he

nol e engj n ture of the various
subsf‘ﬁlﬁ’ergﬁgl’ g\?;}‘?’%éy%aﬂg{:%ﬁ%e@éEach such asymetric

(Cie Dt-pe-DADE Wwhpregduce two optical isoners and it is

i ntended that all such optical isonmers, as separated,
pur eDbis gh#amyl andcipyl, pudsleteded opti cal isomers, mixtures
or diastereoneric mxtures .thereof . are ingl.ude

ot hPAR GRS EBsE B PRt B e AR RE e
conNPRWK® PPl kewhateinait, indepeitieh@fod 84t IoadurienEexRerdéY, 0-100;
provided in the formof their Joharmaceuti cally

accept slthepaxoihibrein dily inslapenalently, foseash ogpuirienee therpafs
deriyed fromusing inorganic and organic acids.
ExanPPE¥ 28 such acids are hydrochloric, nitric,

sul f ok s & PheRR O§RBOTrD-TYOr M ¢, acetic,
trifluoroacetiCc, propionic, maleic, succinic,

EDs & somatodtatin dnalogof thef@mulayal oni ¢, net hane sul foni ¢ and

the |ike. | diitiqn, certain conpounds containing an
aci df(gys'f\ﬁﬁgpﬁg‘ﬁ'[gﬁ'%'cgg)é'IggF‘BrSWnpcan be i sol at edgi n

the form gfis PRebIdelddd: gani ¢ salt in which the
counter-ion can be selected from sodi um potassium
['ithium A%bChei@(I)fmgmdgr,um and the I|ike, as well as
from organic

A¢is Agg,sﬁlsr or deleted;
A8 is Thr or deleted; and
R is NH:2 or OH;

or a pharmaceutically acceptable salt thereof.

2. A compound according to claim 1, wherein said camptothecin derivative is selected

from the group consisting of:
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The pharnmaceutically acceptable salts can be forned by
t aki ng about 1 equivalent of a conmpound of the
WORWSAP148h and contacting it with about 1 equi §aFARE00FP22179
nore of the appropriate corresponding acid of the
salt whi s desired. Work-up and isolation of the
resultiigtgg?t is well-known to those of ordinary
[ rn epart. -82 WD 2008/ 051421 PCT/ US2007/ 022179
Q his invention can be adm ni stered by

or F89g., intramuscul ar,
an T i ntravenous or subcutaneous
injection, o Irpkant), nasal, vaginal, rectal,

subl i ngual or topi‘cal routes of adninistration and can
be formul ated with pharmaceutically acceptable
carrilers to provi de dosage forns appropriate for each

r out ni stration. Accordingly, the present
HoQV. ;\ phar maceuti cal conpositions

co [ as| an[ active ingredient, at |east one
co ention in association wth a

pharmaceutical Iy @cceptable carrier. Solid dosage
forms for oral administration include capsul es,
tablets, pills, powders and granules. In such solid
dosage fqrﬁ&; the active conpound is adm xed with at
| east ong nert pharnaceutically acceptable carrier
such as sucro?e | actose or starch. Such dosage forns
Ao "ea as is normal practice, additiona
Qan such inert diluents, e.g.,
5 Such as magnesium stearate. In the
case of capsule. tablets and pills, the dosage forns
may al so conprise buffering agents. Tablets and pills
can additionally be prepared with enteric coatings.
i quid dosage forns for oral admnistration include
utically enul si ons, sol utions,

he art, such as water.
Yoconmposi tions can al so

i nclude adjuvants, suchfa&® wetting agents,
emul si fyi ng and suspendi hg-agents, and sweet eni ng,
flavoring, and perfumi ng agents. Preparations
accordi ng to #Ri.&M nvgntion for parentera

adm nistrati R sterile agueous or non-aqueous
sol uti ons, emul si ons. Exanpl es of
non- aqueogs Aoy ‘ ®bi cl es are propyl ene

gl ycol , polyethylene gl yc8l, vegetable oils, such as
olive oil and corn oil, gelatin, and |nJectabIe
organi c esters such as et hyl oleate Such dosage
forms may al sprcontgin adjuvants such as preserving,
mettkap, enmul|si fyin and di spersi ng

di |l uents

Besi des ch
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agents. They may be sterilized by, for exanple,
filtration through a bacteria-retaining filter, ¥
WO RS H24t i ng sterilizing agents into the PCT/US2007/022179
conpositions, by irradiating the conpositions, or by
heat i ng the con‘po@|t| ons. They can al so be
manufrac G : agpgm of sterile solid
' B5© di ssolved in sterile water,
inj ectable nmediumimediately
8/-051421 PCT/ US2007/ 022179
Conposi tions for rectal oryaghnal “AGHEAtEY ﬁlterp%mt%aas&mem of
preferably suppositories which nay contain,
said darhptothetin detheatiae td B-€-E ubs plzammeceutisatly pcceptablesalt:thleasf
cocoa butter or a suppository wax. Conpositions for
nasal or sublingual adm nistration are al so prepared
Wiyt t I
SR AR A s Bl T g O ool I s from the
gtd’\]@r eddhsisting Noft hecwﬂ)ﬁsr-mhpiysﬂibu{(}ys)ﬁhrrw}ént (S6Q niy NO:2),
be varied; howev IS necessar)éDt hat th@ gfmunt 0
the &Eys-Vee- Ph%BTTéEﬁLéﬁTh‘b%’sé R BFHRAPNOD P IEyadyaDelp-Lys-
or ai 0
A T A R D X0 3 PR AR KpRERR per
adm nistrati on and on the duration of the treatnent,
all of which are within the realmof know edge of one
4ofA mrﬂpm@dwcgqedmg tp glainy @, whgrein spid fopprpyd ‘Soségét@% from the group
c Slem on bet ween 0.0001 to 100 ng/ kg of body wei ght
8!%1 3 ygare adm ni stered to humans and ot her ani mal s,
€. J. Campiois-rvElyetat-[trst)«d9s-BgBy ramgesCos-B(If Ty M- Trpdlys-Abu-
to 10.0 ng/ kg of body weight. Such dosages may be
Cad)ﬁTTniPé&IefS@&IDf%@szanpl e, daily as a single dose or

di vi ed 0Sses. E )

Var1 bcelerTeab SRE R T B RS R B T ab
mq\nqp g%/@tre@q 0f the invention will be appar ent

to those skilled in the art without departing fromthe

sco péalantsbthGSIprrNth'@hlt-f[PF@)ﬂhyv@nTWd?rTyw ¥o He Trp-Lys-Thr-
(jél \é(gg%l 553]'% en described in connection with

5' i es Pedt’ enbodi ments, it should be understood
t hat CBRBtdtHEVi%%A%lS&S(%E)@-LAEEﬂDSIh@% @s-TYeD-Dp- 18 MNbuUYCys)-Thr-

limted to such specific enbodi nents. |ndeed, various
NHd{SEQJRING S of the described nodes for carryl ng out

o G B s e B L B

NRdqsEhMeNegY);or related fields are intended to be

within“the scope of the invention.
Camptothecin-rvArg-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-

NH: (SEQ ID NO:4);
Camptothecin-rvDap(Z)-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvCha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvPhe-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
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Al'l publications nentioned in this specification are

herein incorporated by reference to the sane extent
Wag0s0StHe di scl osure of each independent publ PERUSHN7/022179

was explicitly provided herein. -84 W 2008/ 051421

PCT/ U52ABR QA2 ABn-SWE ([ chiABpa-D-Pi-GOJFDUHDITRE DR AbuAQys)- Thr-
to Formula (IA): A-B-GE A wherein: Ais
P&éznﬁ@ii@tlﬁé\é@rﬂ)lor a derivative thereof; B is rvAbu,

r Vv DagEu? %/o/_}‘llerc\’rllclj:lv)‘sﬁn guéﬂdﬁp -Yﬁr’}%-c &X/SOSQR-D Ii“rpclgﬂe,? U- Cys&Thr-

5 (o BENG3a4 wherein D i s gI ut aryI , succinyl, or
deI eted, D2 is (Doc)mwherein mis, independently for
eac hCamptothreginoe AtasicdBpc):-AepasD-Fhe-g(Cyp-Ty PR rR-Ly s pn-&iyp)-Thr-

i i endent |y for each occurrence thereof,
1@*2@5@1{3%384@ (Aepa)n wherein n is, independently for

eachcog {Hiﬂe%ﬁcr@via'\lhﬁfc ba)i-ReAlD-Phe-& DI RLPARLRCys)-Thr-
Lys- D Tyr Tyr; E ?2 G(:)l S%F%at os(te at@?nagrnal S‘é)Lgf t he yeyThr

NW@EQ&DMD@}S A2 A3 DTrp Lys- A6- Cys) - AB-R wherein A2

hou, %Strog?e%' P B Agps o e gy T At /s Eh

é\]lﬁg ; or a phar maceuti cal ly acceptable salt
ereo A conpound according to claim1, wherein
said Cempmmime&Anc-SmGDoaXa-iAvpa-DsPls@Véo(CedTyf-Ed“npiheAbu-CyS)-Thr-
ou% consi sting of:
Q1D NO:3);
Camptothecin-rvAhp-Suc-(Doc)s-Aepa-D-Phe-cyclo(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ
ID NO: 4); or

or a pharmaceutically acceptable sait thereof.

5. A compound according to claim 4, wherein said compound comprises the formula
according to:
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4); h
Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvCha-Suc-(Doc):-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvAbu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
Camptothecin-rvAla-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
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Camptothecin-rvVal-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);

Camptothecin-rvAnc-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.
(SEQID NO: 4);

SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ
ID NO: 4); or

or a pharmaceutically acceptable salt thereof.

6. A compound according to claim 5, wherein said compound comprises the formula
according to:
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvGlu-Suc-(Doc)-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvCha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvAbu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ
ID NO: 4); or

or a pharmaceutically acceptable salt thereof.

7. A compound according to claim 6, wherein said compound comprises the formula
according to:
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvCha-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
SN38-rvGly-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ
ID NO: 4); or

or a pharmaceutically acceptable salt thereof.
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N wherein "----"indicates the point of
WQ@?%@W@M of said canptothecin derivative t8CBUS2(87/022179

or a pharmaceutically acceptable salt thereof. 3. A
conmpound according to claim1, wherein said
somatostatin analog is selected fromthe group

8¢ drpgmgppplp@acgqardmg to claim 7, wherein the compound is

O RS A DRI TR o

ﬁo qu@(MISa wm&eTﬁ&ilyy&epﬁblus@@reamr- NH2 ( SEQ
armaceutically acceptable salt
ther eof 4 A conpound according to claim3, wherein

c%mc}:a% alilcrclzgrdmg tg%fal CE%%Q;&R metclgr%pgﬁn%g consi sting
Cal’rpt:% MLV ELY S §- 1Repa-B-RHbs DDFrpyIL Q’(b@@ys Thr-
(I)TerD Tr p- Lys- Abu@océs -Thr-NHz@(S:ﬁgg I Dr-ﬁl\lés P
I‘%n(SEQtTDé\é@rﬂ-,rorapya@amut(cwcﬁ)cmptab#’—@iﬂweob Tyr - c( Oys- 3
- (1) Tyr-D-Trp-Lys-Abu- Cys)-Thr-NH2 (SEQ ID NO 2);
Canpt ot heci n-rvd@ y-d ut - (Doc) 4-Lys- D Tyr-D-Tyr-c(Cys-P

lbeA FQinHaQ:c&Mﬁ -{_@Elam@’ heNERthe ddAd¥O 3);
heci n-r vASp- Suc- ( Doc) 4- Aepa- D- Phe- c(Cys-Tyr-D- T
r p L9N38\mﬁlﬁﬁsq-eDﬁq}4AeNh-@ PHRECCYSEYYND-TepyLys-Abu-Cys)- The-NH:  (SEQ

Ipﬁﬁ&gtogg% %V.r?}/gpg?lﬁu%[;g? %tfl% -D Phe c(Cys-Tyr-D- T

Canpt ot heci n-r vAr g- Suc- ( Doc) 4- Aepa- D- Phe- c(Cys-Tyr-D-T
rp-Lys-Abu-Cys)-Thr- NH2 (SEQ ID NGO 4);

1Campl phiteticeuticy DapisitiBu ceopiposing- d&ep&edﬁv@fmm)(r‘m- ayompound
D- Tr p- Lys- Abu- O{s]) - Thr - NH2 (hSEQa I\? 4() :

according to any one ot claims 1-10 or a pharmaceutic acceptable salt thereof and a

pharmaceutically acceptable carrier.

12. A method of treating a disease or condition in a subject in need thereof, said method
comprising administering to said subject a therapeutically effective amount of a compound
according to any one of claims 1-10, a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition thereof, wherein said a disease or condition is characterized by

undesired proliferation of cells that express one or more somatostatin receptors.

13. A method according to claim 12, wherein the somatostatin receptor is a type-2

somatostatin receptor.

14. A method of decreasing tumor size in a subject in need thereof comprising
administering a therapeutically effective amount of a compound any one of claims 1-10, a
pharmaceutically acceptable salt thereof, or a pharmaceutical composition thereof, wherein
said therapeutically effective amount is that amount which decreases the size of said tumor

in said subject.
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Can'pt ot heci n-rvCha- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
%{s Abu- Cys)-Thr- NH2 (SEQ ID NGO 4);
05t43&ci n- r vPhe- Suc- ( Doc) 4- Aepa- D- Phe- c( Cy BCHP2487/422179
p- Lys- Abu-Cys)-Thr- NH2 (SEQ ID NO 4); -87 WD
2008/ 051421 PCT/ US2007/ 022179
Canpt ot heci n-r vApn- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
1p.p-ALnsthad @f @gt)lqu]t}m qqusxx(egwllfgam of4t}1mor cells in a’subject in need

tﬁ)eﬁg@%g&gﬁﬁh% rrmg RI ?%%E&aﬁbgﬁﬁ%/iaxgo&r{t 9/5:, co-D{;gourn)a -gny one

CREPAOLTE 6 I pha b @i -
of i Abu-ﬁgl; AN rc%a&@?é%si@%ﬂﬂ%& Eh@pﬁz(x%é&eu_fy&l cBmposition
tigaenst whéreini said thezdpedigally Rectige AéwantDs F'?ﬂ%,f @y Whjgh iphipits the

_L_ - U-
“E?g%‘%atpﬁg‘g‘?ri%%%ggéﬂ%?%el IB%&C’ eedc(C,ys Tyr-D Trp- Ly
s- Abu- Oys) - Thr- NH2 (SEQ ID NO. 4):

Canpt ot heci n-r vAnc- Suc- ( Doc) 4- Aepa- D- Phe-cycl o( Cys- Tyr
16 DATmpthlog ©f Alhaitingya) agiimist eﬁf&qg ai( SEOAtO5tND, rezgptor ina sub]ect in need

thquﬁeffcgrtngge}g}\g\ﬁ{p\ Eﬁ)ﬂ%%—% tl% Epé%?cgvphe \%/to Ogocl%{pounﬁ any one

og‘:}liﬁ%}s; g/_ p%ﬁlﬁnlze(c(mSEQﬂy @t‘%@}?ﬁa@é E&?f’athg{e@é?r 4 YpharraléRicAly®mpPosition

tné'}aiifﬂ&(hetﬁn saaltyexapmmpalkybéf&csm ampiyetr gathat @moynt which elicits an
conpound according to claim4 erein said conmpound
élh*ﬁreiffg@@“t FRENAQREAVA "ECePIQE M il %Lfgf]’f to: v

Canpt ot heci n-rvAsp- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp-Lys-Abu-Cys)-Thr- NH2 (SEQ ID NGO 4);

1€anPiethbe abdordingtoclSncts( Daerpi-sdiepaedptd@ligart §3TRstyPy R +@efftor and
rp-Lys- Abu-Cys)-Thr- NH2 (SEQ ID NO 4);

S@dmpmph@bllsﬁnﬁ BhALYBa@sdc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T

r p- Lys- Abu- Cys) - Thr -

18. A method according to claim 17, wherein compound is an SSTR-2 type selective agonist.

19. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need
thereof comprising administering a therapeutically effective amount of
Camptothecin-rvAsp-Suc—(Doc)4-Aepa-D-Phe-c(Cys—Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz
(SEQ ID NO: 4), a pharmaceutically acceptable salt thereof, or a pharmaceutical composition

thereof.

20. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need
thereof comprising administering a therapeutically effective amount of Camptothecin-
rvCha-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ ID NO: 4), a

pharmaceutically acceptable salt thereof, or a pharmaceutical composition thereof.

21. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need

thereof comprising administering a therapeutically effective amount of SN38-rvGly-Suc-
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NH2 (SEQ I D NO 4);
rr(Etothecm r vAbu- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
WP&O 89)§14AEHJ CQys)-Thr- NH2 (SEQ ID NO 4); PCT/US2007/022179
Canpt ot heci n-rvAl a- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
ADPhEYEys-TH-D-THLy{-BEQAYD)-HANM) ; -BBQWAD NO: 4) a
C)) 51421 P /U22007/ O%Zl?QdyE; E0 )
p@amﬁcmmeléy arcepahl¢ saliieereabon pphapprgeuticpltempegjen thejeod. T
rp- Lys- Abu- Cys)-Thr- NHz (SEQ I D NO 4);
Canpt ot heci n-rvAnc- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

2 PA ln¥eSh ¥ iée S ) 1d AhindNZ whérsla@aild[d dieasetbk condition is a type of cancer
SN38-rvd y- Suc- ( Doc) 4- Aepa D- Phe-c(Cys- Tyr-D-Tr p-Lys- A
bu- Q/s) Thr-NHz (SEQ ID NO 4); or or a
hay ma |cal acceptahl e salt thereof.
2B ortb SR CCarN 3 CBTE 20 RBe AT Grres 1 tFesiitfiemhe srovp
c%ﬁ%%@ﬁe&@&d@&*{r@ﬂlﬁ\ors&ﬁ&@&g'b@&gﬁ Prostatic hyperplasia, atheroscler051s,
t heci n- r vAsp- Suc- ( Doc) 4- Aepa- D- Phe- c}()ﬁ Tyr-D-

respenbyls -bidmat @pedr dhon caNk?, PaBERaY EnND pnﬂ»}tate cancer, lung cancer, small

c?qg tgctag\%gi %i?gl}/rg #ﬂ_,cgruc_' Do% garf‘ce I?ig (sCT\é }-I\-Xma,[?-lodgkms
r _

;ﬁgﬁ%@ %%Séxﬂla, Ne%@op%%c QQ(Q%)E%flrlé%q ﬁnloe@U%}? tethé2¥ $hdothrokholytoma,

nEarsplastbine | rgamgwdmum (Dgas)rdemepparlbreﬁhe ctuByss, Ty ghidagonoma,

rp-Lys- Abu- Cys)-Thr- NH2 (SEQ I D NO 4)

varageiegsiinaly cRRseside Aéﬁ‘z?é?t‘l')g PHEMEY q&onwfwctﬁnmsp ¢ . Aumors,

pgﬁaégfrél)om-gh 'i:n (H%E:HQOHA SO Zalr?ms, YeniBh %d mahglant bone tumors,

ceutica accepta Ie s t the
d@fﬁﬁmﬁiaféd Aol didigpnia) p@}bxﬂarmt@roi‘dhefcﬁiomas follttulze Hyoeid darcinoma,
conprises the formula according
Hoathn st e pid crigiagpagenipgieny. &nsé\éara srnalbfﬁél lgngspaceryr - D- T
r p- Lys- Abu- Cys) - Thr -

24. A method according to claim 23, wherein said cancer is breast cancer.

25. A method according to claim 23, wherein said cancer is small cell lung cancer.

26. A method according to claim 23, wherein said cancer is prostate cancer.

27. A method of treating a disease or condition in a subject in need thereof, said method
comprising administering to said subject a therapeutically effective amount of a compound
according to any one of claims 1-10, a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition thereof, wherein said disease or condition is associated with
newly forming blood vessels.

28. A method according to claim 27, wherein said disease or condition associated with

newly forming blood vessels is selected from the group consisting of angiogenesis,
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NH2 (SEQ ID NO 4);
Ca tothecin-erha-Suc-(Doc)4-Aepa-D-Phe-c(Cys-TX{-D-T
WO 08ISI4aE - Cys) - Thr- NH2 (SEQ ID NO 4): PCT/US2007/022179

SN38-rvd y- Suc- ( Doc) 4- Aepa- D- Phe-c( Cys-Tyr-D- Tr p- Lys- A
réthoPythjes, Paolifbivd SEERtic kdlinbidthy} oy stiaimadtilaodema, rheumatoid arthritis,
pharmaceutically acceptable salt thereof. -89 WO
eDdRYtTcRiY peptepesiy AGFDOHIE22179 8. A conpound accor di ng
to claim7, wherein the conpound is
Canpt ot heci n-rvAsp- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
20 P-A-YigetiUa y@ling T claiH28, (Witeeeih hilli@isedde O cdhdition is proliferative
pharmaceutically acceptable salt thereof. 9. A
derbetiongfeeratiyor ding to claim 7, wherein the conmpound is
Canpt ot heci n-rvCha- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp-Lys-Abu-Cys)-Thr- NH2 (SEQ ID NGO 4); or a
3phay m@%ataic&ﬁ‘aihg teeRfRablitersalshidt 1@a&OSr- cohBitioA is cystic macular
conmpound according to claim?7, wherein the conpound is
o8ti88- r vd y- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys- Tyr-D- Trp- Lys- A
bu-Cys)-Thr-NH2 (SEQ ID NO 4); or a pharnaceutically
acceptable salt thereof. 11. A pharmaceutica
3¢ ORRQShJd REorGRERS E1Sih B, ARertinfseialdiséssedMBeHUtidAis Rstenosis.
conpound according to any one of clains 1-10 or a
pharmaceutically acceptable salt thereof and a

har maceuti cal | cceptaple carrjer. 12. A nethod of .

r BaH AeTRe i BB BT OH G S EH A FrRssRrs
thereof, said method conprising admnistering to said
subject a therapeutically effective anount of a
38.0ndpanatitbd aconling fogclbion a8 ywisarein chidcHia¢ass ofl caiitien is rheumatoid
pharmaceutically acceptable salt thereof, or a
agRdtitraceut i cal conposition thereof, wherein said a
di sease or condition is characterized by wundesired
proliferation of cells that express one or nore
38 oNmtetisddadctdrding eeqlaior 12, whdeinAaidelideasd oacaralititinrigseleated from the
claim 12, wherein the somatostatin receptor is a ,
BEQHPEODSISting PhRYEIMHRTNE diggawprrsves diseasy Grayas o@f@mopathyl bacterial
d [ ' [ N ' .

RS TBFL Ao iR Ao Bed ot HepEls \bBERT IR ER Rl oma

s@iasidRtlael gaantiRenddadinorgreunbnigb.ai ms 1-10, a
phar maceutically acceptable salt thereof, or a
pharmaceuti cal conposition thereof, wherein

35. A method of treating a disease or condition in a subject in need thereof, said method
comprising administering to said subject a therapeutically effective amount of
Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:

(SEQ ID NO: 4), a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition, wherein said disease or condition is characterized by undesired proliferation of

cells that express one or more somatostatin-type receptors.

36. A method according to claim 35, wherein said disease or condition is a type of cancer.
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said therapeutically effective anount is that anDunt
whi ch decreases the size of said tunor in [
WRaNBdeT421_ 90 WO 2008/ 051421 PCT/ US2007/ 0221791"?1@529&7/022179
met hod of inhibiting the undesired proliferation of
3¢ UMD ne@R)dl fecdrling tDUNIRCI6, inhere@E6hid tchreeRafre celaqied frbmgthe group
adm ni stering a therapeutically effective amount of a
comsiRing nﬁnmgerﬁﬁ@nedﬂm@rSaﬁbfﬁma bwgn chﬁﬁlﬂﬁ hﬂaeéalﬁfleyaﬂtheyosdewsw,
r?f’g%ﬁ%% bﬁlzaghcanfeﬁ og';; c%% T, Oarncr%a QAL r%%’tg%e C rtmer lvn%/cancer small

elrn sai er apeu
o8f [BGdaM&r, BRHE cérﬁert lRpideHD léé}{cemloﬁJHdd@lale y@phéifia, Hodgkin's
undesi red prollferatlon of said tunor cells in said
hguphosw, . 1awekemda, neanidod herhatepoietict ﬁ’rglC%Fn adunplst mefipldary  tumors

t somatostatin receptor in a subject
eftsReBtoR B | S S, Seiate Ry Tt bR g qrgate tumors
gﬂcﬁ%ﬁbfn\ée VbR LieirdstiRalC pHIPPaptide At¥reBRE tuor,Chéi-flrctioning GEP
a pharmaceutically acceptable salt thereof, or a

nphansmmgemgbaﬂna,c pitEisy tademona, rstreqytomash bewigm aodi mallgnam bone
therapeutical ly effecti.ve annu t anount .
o Rt e G dPPe g0 RS AR PR Po Y thyroid
céx‘@m%ﬁi'a Gi iRk 881 thyrbidt caftirBaid) QQmﬁ&ﬁmaddda%oB%nﬁll @élﬂlhﬁ? cancer

wherei n said receptor is an SSTR-type 2 receptor and
said conmpound is an SSTR-2 type agon|st 18. A net hod
according to claim17 mﬂereln co %d i s an SSTR-2
3By Bkt aTo BB RBHIGY, Whargin s RRREE PBFSUEPIET-t i ng an
agoni st effect at a somatostatin receptor in a subject
in need thereof conprising admnistering a
3b.hamegtieddt dceaatling tefliiarcd7] wheraifisuidtcamder is small cell lung cancer.
Canpt ot heci n-rvAsp- Suc- ( DOC) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4), a

har
B AR Sl AREED, PR el PS8ty of
eliciting an agonist effect at a sonatostatin recept or
in a subject in need thereof conprising adm nistering

4% t“\h@?@ﬁ@@f freatingya @‘F?aé‘%:?’i cradiiepine sybletanpesst theeph said nethod
P
CSIT%% E%%ﬁ %1) g.?oée(&‘ C%St'h-gYa ericIﬁ)p %erﬁﬁvAéb Uikint  of

ar maceut 1 cal

GpeRhait-& ASpiStc (tbtey@aca‘pa-mrheac(oysarymmm L)ésaAbu -Cys)-Thr-NH:
conp03|t|on thereof. 21. A nethod of eliciting an

(SRS BO: €% ebzzmme@caslkyme@@b&tsah thee@éﬂ 8 iPhaagewigy)jcegposition

of com
PS5 50 PR GR S AT BB Bepyragiood vests
-91 WO 2008/ 051421 PCT/ us2007/ 022179

42. A method according to claim 41, wherein said disease or condition associated with
newly forming blood vessels is selected from the group consisting of angiogenesis,
retinopathies, proliferative diabetic retinopathy, cystic macular odema, rheumatoid arthritis,

endometriosis, restenosis and psoriasis.

43. A method according to claim 42, wherein said disease or condition is proliferative

diabetic retinopathy.
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(Doc) 4- Aepa- D- Phe- c(Cys- Tyr - D- Tr p- Lys- Abu- Cys) - Thr - NH2
éSE ID NO 4) a pharmaceutically acceptable salt
WOREBASH421 or a pharmaceuti cal conposition ther 861/US2897/022179
A nmet hod according to claim 12, wherein said a disease
401 ACHRENoH  defbriing do L 4Dfwikadif 8hid distdse ¢k dwmtlition is cystic macular
according to claim 22, wherein said cancer is selected
ofiferoan t he group consisting of neuroendocrine tunors,
fibrosis, benign prostatic hyperplasia,
at heroscl erosis, restenosis, breast cancer, colon
48 AR ¢RthodRASHRR %o EARCE! whitedShialdeseSRIE BdnditidiNPreSRAGEY |
small cell lung cancer, ovarian cancer, epidernal
cancer, non-Hodgkin's |ynmphoma, Hodgkin's |ynphonma

SRS R0 RS AR LR g

gangl i oneuroma, gastroenteropancreatic tunors,

gl ucagonoma, vasoactiveintestinal polypeptide

43 e cA abdthgl beensling troplaiiu A2 t wharein gpai@Efiseageror sondition is rheumatoid

paragangl i oma, pituitary adenona, astrocytomas, benign

aghtitital i gnant bone tunmors, differentiated thyroid

carci noma, papillary thyroid carcinoma, follicular

thyroid carcinoma, Hurthle cell thyroid carcinonma

48 A methodraccoating wateimBa) Whereih|said disgasean cenditigis sglected from the

nmet hod according to claim 23, wherein_said cancer |,S .

gEpupaRonsistiigcd putormmune disease, frayes o‘S%ﬁa?Fg Grayeg |°8§Wf"é‘§’,akhy' bacterial
¥ ' | i | r-rela. gAnuloma,

ARG R FROA (IR oS R0 (CBIERA e &

spfcoigtralad Gadititima ahd. radiatieet predmotitis.r eat i ng a di sease or

condition in a subject in need thereof, said nethod

conprising admnistering to said subject a

42'1 N SREh! ‘?Je!atyn el Eil%gats% Y AL %fsuﬁje&qf'mlgéwgiereof, said method

ccording to anf one of cfal ms 1-10, a
BRPHHAE e HimFdidringaco epliabbabjqal & theeapeoticallpr effective amount  of
pharmaceuti cal conposition thereof, wherein said

Gingetbecirv Qe riyr{Pen-epadd Bt Gy ey b RP-LiediPy Cror g
(gﬁ@ ?Ig }\tﬁf zglg g)ﬁ%nmza%éut@‘al A gcgeg)gaé)?ecs%ﬁ rtl%r&g, drg E{Jt@lglg'hd\}mht%gcal composition

I Sease Itron assocl

da8Mb¥d T ok, NG/hBleRDGaedselss biS cordinet ddl dhametiel dyoupdesired
consi sting of angiogenesis, -92 WO 2008/051421

RAEIaB0 Of 2 Ithat 23 prepseqnie 9 PRETIOES tosBBItYREGPEP VR

di abetic retinopathy, cystic nmacul ar odena, rheunatoid
arthritis, endonetriosis, restenosis and psoriasis.

R A rhetibd He6kdaEa0 tidinhay, Whefelntdaldl dkasedieb®iflorsiak @ype of cancer.
di sease or condition is proliferative diabetic

retinopathy. 30. A nmethod according to claim 28,

S\Ql.he‘& erriler’ghgcf‘ L(%ordcf.ir?ge%sgai(r)nr 5(?, owr}%irgiri\ %glldic%ncc ss’gnjecselg(i}gcliJ lfr%Fn the group
consisting of neuroendocrine tumors, fibrosis, benign prostatic hyperplasia, atherosclerosis,
restenosis, breast cancer, colon cancer, pancreas cancer, prostate cancer, lung cancer, small
cell lung cancer, ovarian cancer, epidermal cancer, non-Hodgkin’s lymphoma, Hodgkin’s
lymphoma, leukemia, and hematopoietic ~cancer, adrenal medullary tumors
pheochromocytoma, neuroblastoma, ganglioneuroma, gastroenteropancreatic tumors,

glucagonoma, vasoactiveintestinal polypeptide secreting tumor, non-functioning GEP
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odena 31. A nethod according to claim 28, mherein
ai d disease or condition is restenosis. 32. net hod
‘V88@§Wﬁyﬁb to claim 28, wherein said disease OPCTHBZMWMZM79
condition is angiogenesis. 33. A nethod according to
tGhaisMp@@garifliome) pitsitirgl ademend eastbcytamndd] bewign iahd malignant bone
rheunat0|d arthritis. 34. A nmethod according to claim
taporsyHidieesntated ity rids eagieoren R@@Wam ﬂrmmfi saiopy &lliqulasrthyroid
C%]irglg‘lggl rﬁllil Velzd'l)slltog aﬁlnon‘?auh%m C t elrd.s na -Ssg‘laHeﬁdﬁlYlgg cancer
cerebrovascular aCC|dent flbrous dyspl asi a,
tubercul ar-rel at ed granulona sarcoi d-rel ated
5@+ Amtlordeacegrding del¢laim FeinWberemrmducaril@r is peeastganpget-hod of
treating a disease or condition in a subject in need
thereof, said nethod conprising admnistering to said
58 uRJn?&ﬁo@acE&@fn%@@éanhPﬁ' \ereinfsaiatchiv®@r 8 IRENtelQfing cancer.
Canpt ot heci n-rvAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp Lys Abu-Cys)-Thr-NH2 (SEQ I D NO 4) a

ticall cce le salt th
BhAmrace areare R AREag: bron RSP ECE e ER S ise or
condition is characterlzed by undesired proliferation
of cells that express one or nore somatostatin-type
56eaepitiod of B6ating ardisénsel oncwditidinriy atsobjettan medbthewht s@id method
sai d disease or conditionis aty of ca

C -93 WO
cOPBFI0G 1 AT MNIXETINGSI0 09910 2 240st a7 el S Fgount of
r
G B S P TP AR I AR
(SEQImSICS 4), b@hér@facmmﬂtyaa‘cbe(ptd’m}mh fhereif, ar a pharmaceutlcal composition
at heroscl erosis, restenosis, breast cancer
therprierherpia aifl dissase apeasitiopivassosiated i Rewly F%H@n&‘ﬁﬂ%\fessels
small cell lung cancer, ovarian cancer, epidernal
cancer, non-Hodgki ns Iynphona, degkin's | ynphons,
5 € Uk @fittind askdignmt ddini 55, whetm ead diseakeetadondieidnllabsarigted with
tunmors pheochronocyt omae, neurobl ast omg,
Dg‘a{hglfwah%rbéﬂ?d vepselt riv spleetec e thBTUR GpRsisting of angiogenesis,
el ec E)ers],gprltglafﬁ%rﬁ%o %g%é# SJHE{O?&H/ Qgéhé%gi&ﬁ?& B&én%e rheumatoid arthritis,
eﬁadsra&aegé r@beRosiParidibsbasss. adenona, astrocyt omas beni gn
and mal i gnant bone tunors, differentiated thyroid
carcinona papillary thyroid carcinoma, follicular
Ske)r/{{ glcrcgr non%ﬂcl??rpé%? l ﬁ%ﬁ:elh:saldhé'l%eg%]ech? @%@ﬁ%&nﬁ’proliferative
(ﬂﬁkhpﬁnﬁggqulng to cIa|n137 mhereln said cancer is
breast cancér. 39. A nmethod according to claim 37,
wherein said cancer is small cell lung cancer.

58. A method according to claim 56, wherein said disease is cystic macular odema.
59. A method according to claim 56, wherein said disease or condition is restenosis.

60. A method according to claim 56, wherein said disease or condition is angiogenesis.
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40. A nethod according to claim 37, wherein said
cancer i s prostate cancer. 41. A nethod of treating a

WHRLBASK2Lr condition in a subject in need thePEGUSZ007/022179
said method conprising adm nistering to said subject

68 tAerapaihdceriing tetihiae 66, Wehaemuald Qikease or condition is rheumatoid
Canpt ot heci n-rvAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
artritiys- Abu- Cys)-Thr-NH2 (SEQ ID NO 4), a
pharmaceutically acceptable salt thereof, or a
pharmaceutical conposition thereof, wherein said

68l %erﬁ&ﬁo@ﬁccgf?ﬂﬂ:g {ol m 149, WRSOR st Qfkeideldd cHr@iMion i QElBdtdDfrom the
bl ood vessels. ~42. A method according to claim 41,

gwhgr @nsistiw o adiofemyre diseas fataes ohiseasss Gedvay egthaimgpathy, bacterial

newly form.ng bl ood vessels is selected fromth rou
pgswg%/rgf,i FFd.etggvaél ary ag:hcégf, Sf?brmr\se?ﬁ?iapsgt H l%esrcu Ar-refated grapluloma,
splgsﬁhtr&s{eagwﬁ%mhaaﬁ%trhaaatﬁ&wr{éeﬂaﬁihx, cystic macul ar

odema, rhéumatoid arthriti's, endonetriosis,

restenosi s and psoriasis. 43. A nmethod according to
claim42, wherein said disease aqr cogdition

Gir & ebpof 2 seare OF GFORBPAR Ay oG 0 s hereof, sad method
i ihideeri icafty BEERRE 2RO HHISNBS-rvGly-
ngggﬁgg%?ﬁ%?£§%g3§?%9§g9§g%F@ggéghgryconditfon IS R
Say-8ID das- Avgpa-Bhe-c(GgeTiypr-D-Atp-Lys- Apd-Rps)-Thc dGdi IEQ ollk| HPmM 4), a
42, wherejn said disease or copndition i S restenosis,
phermasewticenercarials salhigeres’ oY aPRATEaCeURF SemRoigrflescribed above,
| 0. nal .| i s
SR80 35 3SR EhR S AUPLRSSDZE Sy B of s o
e&piasH drie @A mioge olratosmtinitgbe radeptord. tis. 48. A net hod
according to claim35, wherein said disease or
condition is selected fromthe group consisting of
ut, ol e di . di . ;
SR e it SBME N ne,
acci dent, fibrous dysplasia, tubercular-rel ated

granul oma, sarcoid-related granul oma and radiation
nelmethad accouiing & FRirhedd vdferain 62 ARCeE YF selgefed fiom the group

condition in a subject i r . Sa| .
cegﬂsglﬂg é)? H&urgm%o&rilré fnior%sg HP%%?S"FE%@ lfgis)sféactltc%gbgrpggltcl,hﬁgerosclerosw,
b RETRR E3tEAsE Bdrlcdr, €d16r€ Ednicat paitBid 8 tar@ér, prostate cancer, lung cancer, small
Canpt ot heci n-rvCha- Suc- ( DOC) 4- Aepa- D- Phe-c(Cys-Tyr-D-T |
celb Jungscantry- @psipn Thrcedpide s qag;emonzb{nggm s [ymphoma, Hodgkin's

har maceut i cal cceptabl e salt .the
e TR R RN ———.
et dBladonaas egRlliGeinid, ON ghstroefiafopicdati¢ €d nltyors,  glucagonoma,

undesired proliferation of cells that express one or
vaBraeti woTtestioalt apolypapfige sexetpigor gimor, non-functioning  GEP  tumors,

paraganglioma, pituitary ademona, astrocytomas, benign and malignant bone tumors,
differentiated thyroid carcinoma, papillary thyroid carcinoma, follicular thyroid carcinoma,
Hurthle cell thyroid carcinoma, meningioma, and non-small cell lung cancer.

66. A method according to claim 65, wherein said cancer is breast cancer.

67. A method according to claim 65, wherein said cancer is small cell lung cancer.
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50 A nmethod according to claim47, wherein said
di sease or condition is a type of cancer.

‘VﬂﬁWWGE‘ﬁEcordlng to claim50, wherein said caHSE?§”QPgnrm
selected fromthe group consisting of neuroendocrine
tunors, fibrosis, benign prostatic hyperplasia,
atheroscler05|s restenosi s, breast cancer, colon
68 aAarathodpserrding o daipcedr Wh?fﬁ’@ssﬁlétcémé'éﬁ PEIState GREETcancer
small cell lung cancer, ovarian cancer, epiderm
cancer, non-Hodgkin's Iynphona Hodgkin's | ynphoma,
6b e uk@gihad o dath@ratieqed 6t éndiRAGR b, subjedten abeddieb], 84ijl method
tunors pheochronocytoma, neurobl astom,
cglangmn@ ﬁ@nmﬁmggmfvd stbiect p Shrarrentically @ffeqy% ﬁ@ount of SN38-rvGly-

SSLISRIRETT SRRSO AR BWEREL R0 1 nos ) 4
pRORROREHRL REFABISLIORERS? i © phdrthXBduSical RBIPEMIGH therdst, wherein

pituitary ‘adenona, astrocytomas, benign and nal i gnant
siidnidsease wromsltioiif 4sevdinted witlke tewl oroiing Daedtvasesim,

papillary thyroid carcinoma, follicular thyroid

carcinoma, Hurthle cell thyroid carcinoma, neningiong,

78Nt mo%in&'c&d&g' fo dHRAGX VMR S4d dfbeiRINENAEEQ RS 0AGed with
to claimb5l rein said cancer is breast cancer. 53.
ndwie tfimgingcldoodli vegsetso i< Iseliected Ifromhthee groupakehsisting eangiagenesis,

smal | cell |un 54. A net hod acc rdi
r%trrsﬂpﬁﬁhﬁr ProffEP Ry atRg retiaRBihy (cEoHg PRAStaT 8 i Hpmatgid arthri,

44104, QJsteBBé?@Jd ggoﬂasgs'. sease or condition in a
su ject I'n need eof, said nethod conprising
adn1n|ster|ng to said subject a therapeutically
ef fecti ve anount

of
TEarh s rsiordnEnte. deim (hoderenepd- oot fRaflitionyis Riphferative
4 s)-Thr-NH2 (SEQ ID NGO 4), a
dp g#%%gﬁﬁ% SZIIy acceptable salt thereof, or a
pharmaceutical conposition thereof, mherein said
di sease or condition is associated with new y forn1n9
7B1 domethed gsrasding g clajmn ﬁ%t‘ﬁ}éﬁdelaéélérquﬁﬁe ?rocoé’fi‘é‘iom“‘sg’su macular

m}eln said di sease or condition associated with

y forming blood vessels is selected fromthe group

consi sting of angiogenesis, retinopathies,
proliferative diabetic retinopathy, cystic macular
78dAmeethadpscordingitelclaim Ty whergin saiglissags(or pengiition is restenosis.
restenosi s and psoriasis. 57. A nmethod according to
cl ai m 56, wherein said disease or condition is
78! RlndiedPdctorBing dd abigt 700 wherkinneidatiseyse o Bondftioras Aggogenesis.
according to cFain156, wherein said disease is cystic
macul ar odema. 59. A nethod according to claim 56,

7%%?}}%%}&0 algcgcgl('rj go ?lalm ﬁieg%xl % d 815£a%g Sal gﬁddf%n is Qleumatmd

agﬁnggndl tion is angl ogeneS| S.

76. A method according to claim 63, wherein said disease or condition is selected from the
group consisting of autoimmune disease, Graves’ disease, Graves’ opthalmopathy, bacterial
pneumonia, cerebrovascular accident, fibrous dysplasia, tubercular-related granuloma,

sarcoid-related granuloma and radiation pneumonitis
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-96 WO 2008/ 051421 PCT/ US2007/022179 61. A nethod
according to claimb56, wherein said di sease or
WesHSI8148h is rheumatoid arthritis. 62. A net RE§US2007/022179
according to claim49, wherein said di sease or
condition is selected fromthe group consisting of
aut oi nmune di sease, G aves' disease, G aves'
7optisampepstasording e Bermata Mneunoni a, cer ebr ovascul ar
acci dent, fibrous dysplasia, tubercular-rel ated
granul oma, sarcoid-related granul oma and radi ati on
pneunonitis. 63. A nethod ofBCreating a di sease or
condition in a subject in neggy thereof, said nethod
conprising adm nistering to said subject a
t%ggapeutically effective anbunt of SN38-rvdy-
uc-?'Doc) 4- Aepa- D- Phe- c( Cys- Tyr-D Tr p- Lys- Abu- Cys) - Thr
A Netgm ftofRyih Br N@rivh)ive @erephar maceut i cal |y acceptabl e
salt thereof, or a pharmaceutical conposition
Bdesd-AbedvRdeavYD-AtEar Brasps eiDiChR. sdabep@y). reBridnivBrihesor rvD-
thqﬁgéégiized by undesired proliferation of cells that
8 %r bne or nore sonatostatin-type receptors. 64. A
aephedpapeihdied to claim 63, wherein said disease is
a type of cancer. 65. A nmethod according to cl ai m 64,
wher B is gbuargl, eendiogl o dgletedsel ect ed from the group

consisti of . neur oendqcri ne nor fibrosi,s, benign
o1 0 PRI B8y aP IS Fan rar PR S P RS L .

br eagts & 30¢ fleg|xCRhABINGAY GrilepeRRAG) RA8achIBGSFencdth&85£26-€00;
cancer, lung cancer, small cell Tung cancer, ovarian
cancPbp is (Agpadhevirestin 0asn oelependent!yHodepch ntcgrieygeshayead,
Hodgkin's | ynphoma, | eukenm a, hematopoietic cancer,
adreR8T LaBdui 1 ary tunors pheochr onocyt oma,

neur pb aSHRNR Ly IR IRAgUr oma, gastroent eropancreatic
tunors, ¢ ucaggno asoact i vei ntestinal pol ypeptide
Edeg sambdtomgatinuamlog ofita fdronaét | oni ng GEP t unor s,
paragangl i omg, pituitary adenpna, astrocytomas, benign
and feYFGATP-BBRes it R ure By enti at ed thyroid
carcinonaA”pﬁﬂg&hQEMKﬁhyroid carci noma, follicular
thyroid carcinoma, Hurthle cell thyroid carcinoma

meni ngi on&s is Bhgl 34D Nyrond@ld, cel | | ung cancer. 66. A

met hod according to claim®65, wherein said cancer is
breast cafdéfbugthr opdsledediod according to cl ai m 65,
wherein sgj. iis..syral | cell lung cancer. -97 WO
D006 0n1ars BB 51 vo 65, A vethod mecor d ng
to clai mphNMIwr@Ln said cancer i s prostate cancer.

or a pharmaceutically acceptable salt thereof.

78. A compound according to claim 73, wherein said camptothecin derivative is selected

from the group consisting of:

-99-



69. A nethod of treating a disease or condition in a

subject in need thereof, said nethod conprisi %
WQ&PASMS& 2bring to said subject a therapeutical P§T/US2007/022179
ef fective anmount of SN38-rvdy-
Suc- ( Doc)4< pepa- D- Phe- c( Cys- Tyr-D- Tr p- Lys- Abu- Cys) - Thr
-NH2 (SEQ IID NO 4), a pharnaceutically acceptable
sal t t[fergofg or a pharmaceutical conposition thereof,
M A fease or condition is associated with
peOvessel s. 70. A nethod according to
sai d di sease or condition associ at ed
with nemAy or i-ag bl ood vessels is selected fromthe
group consi sting angiogenesis, retinopathies,
proliferative diabetic retinopathy, cystic macul ar
odemal rheumatoid arthritis, endonetriosis,
restenesi s apd psoriasis. 71. A nmethod according to

AL e sai d disease or condition is

T betic retinopathy. 72. A nethod
accer dnhg t o€l mP70, wherein said di sease or
condition is c sf\c macul ar odema. 73. A nethod
according to clai-m 70, wherein said disease or
condition is restenosis. 74. A nethod according to
cl aim 70, rein said disease or condition is
angi ogenagi 8. 75. A nethod according to claim 70,
mherein sai d {li sease or condition is rheumatoid
thod according to claim®63, wherein

el e ey

Qdition is selected fromthe group
c8nS|stPng of aptgi Mrune di sease, Graves' disease,
Graves' opthal nopakhy, bacterial pneunonia,
cerebrovascul ar accident, fibrous dyspl asi a,
t ubercul ar-rel ated granul onma, sarcoid-rel ated
nul oma and radi ati on pneunonitis -98 WD 2008/ 051421
07/ 0221789 .9A conpound according to Formula
! B- & herein: Ais canptothecin or a
%vaﬂE ; B fD- Abu, rvD-Ala, rvD Arg,
rvD- Asp, Ttv o rvD-@ u, rvD Phe, or
rvD- Val or del eted;
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OIC :s D'd- D2D-2D3-DZL wherein DI is glutaryl, succinyl or
el et ed; is (Doc)mwherein mis, independently for
WR2B/05L424r r ence thezeof, 4, 5 or 6 or [ng]x, P%%}ls&qowozzlw
X is, independently for each occurrence thereof,

0-100; D3 is (Aepa)nwherein n is, independently for

> 8. LA O or 1; and D4 is D Phe or

Lys- D D Tyr, i s Csomat ostati n anal og of the

for mg 3B Tr p- Lys- A6- Cys) - AB-R wherein A2

is Phe or del etedi—A3pis Phe, 3-(1)Tyr or Tyr, A6 is
Abu, Thr or deleted; A8 | hdfdn QL Gedi&k@dhe pHIAt ofRtthéhment of
NH2 or OH or a pharmaceutically acceptable salt
skitl esreptothed@@ dedvativepobleE; ace phatinacputicallylagieptaBle salvhereef. n
said canptothecin derivative is selected fromthe

group consisting of: aN\ N O O -99 WO 2008/ 051421

75>.CX/ (.LC;%QQZA 9&%&?& tNidin 7! whe®inQaid MntatdsBtin I§|ngog £2 selected from
the group consisting of ¢(Cys-3-(I)Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH: (SEQ ID NO:2),
¢(Cys-Phe-Phe-D-Trp-Lys-Thr-Cys)-NH: (SEQ ID NO:3) and ¢(Cys-Tyr-D-Trp-Lys-

Abu-Cys)-Thr-NH: (SEQ ID NO:4); or a pharmaceutically acceptable salt thereof.

80. A compound according to claim 79, wherein said compound is selected from the group
consisting of:
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO:4);
Camptothecin-rvD-Arg-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO:4);
Camptothecin-er-Dap(Z)-Suc-(Doc)4-Aepa-D-Phe-c(Cys—Tyr-D-Trp—Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin—er-Cha-Suc—(Doc)4-Aepa-D-Phe-c(Cys—Tyr-D-Trp-Lys-Abu-Cys)—Thr-
NH: (SEQID NO: 4);
Camptothecin-rvD-Phe-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvD-Abu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys- Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvD-Val-Suc-(Doc)s-Aepa-D-Phe-c¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
Camptothecin-rvD-Ala-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);

-101 -



N I\UCOI\\NON\O O ONNO\V\ NNO NH N
HOMN NIr O 0\ and - 100 WD 2008/ 051421
W@éﬁ?"(ﬂé&'@é?l 022179 O F 0 O F Owherein "--" PREUSH0SQ22179

the point of attachnent of said canptothecin

der i gamptethetid-rBDEsfESudPegd)pPAegaFBRIRU CelyirD Tap LephahiGys)-Thr-
salt thereof. 79. A conpound according to claim77,
NitreGERADNP-A) somat ostatin anal og is selected from the

group._consi stin
o1 &y S SBRMES VBT sus Demasee QP Gy D TR Ay o9
N}!@%}ngqﬁ@ﬁ ofPhe- Phe- D Tr p- Lys- Thr-Cys)-NH2 (SEQ I D

and c(Cys-Tyr-D Trp-Lys- Abu-Cys)-Thr-NH2 ( SEQ
| D N@amptotlmclnav]aﬁar&w&%)n-éam -DPhe¢Ept ApteTrpdiys-Abu-Cys)-Thr-NH.
§§$B§@ 80. A conpound according to claim79, wherein

9 ound is selected fromthe group

or a pharmaceutically acceptable salt thereof.

81. A compound according to claim 80, wherein said compound is selected from the group
consisting of:
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH,
(SEQID NO: 4);
Camptothecin-rvD-Cha-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
Camptothecin-rvD-Abu-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvD-Ala-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
Camptothecin-rvD-Val-Suc-(Doc)-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO: 4);
Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4);
Camptothecin-rvDAsp-Suc-Pegi-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or
Camptothecin-rvDGlu-Suc-(Doc)s- Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH:
(SEQ ID NO:4);

or a pharmaceutically acceptable salt thereof.
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consi sting of:

cin-rvD- Asp-S DOC) 4- A D- Ph
WEABIRLAEC] - LD Asp. Suc. (DO0) 4- Acpa. D-Phe- o{ Rty LBz

Canpt ot heci n-rvD- @ u- Suc- ( DOC) 4- Aepa- D- Phe-c(Cys-Tyr-D

82. TApompsurftbarcGyiyg-tdlelaim BHAvHeSHQsdidDcddipoud;is selected from the group
Canmpt ot heci n-rvD- Ar g- Suc- ( DOC) 4- Aepa- D- Phe-c(Cys-Tyr-D
CQI*F#SBH&% Abu- Cys)-Thr- NH2 (SEQ ID NO 4);

CaTPEGh R D LRI pS Ca LR PAe ASDAT - B11G5 6 XBo-BYs)-

Tﬁammzqsmgmmup Cha- Suc- ( DOC) 4- Aepa DPhe c(C,ys Tyr-D
- Trp-Lys- Abu- Cys) - Thr- NH2 (SE%
CanpfaRegesinyB-@rsus(feecy boes ﬁkeepféCﬁ bHéD - (Rl AH-Cs)-Thr-

]\E"{ é@éﬁD QIS) Thr- NH2 (SEQ ID NO 4);
n‘B? ecl n vDAbu Suc- ( DCC) 4- Aepa- DPhe c(Cys-Tyr-D
- Tr peb,m tofRUn @YD) Cha Bk Dbd- A pa®-Phe-&Oys-2yr-D-Trp-Lys-Abu- Cys) -Thr-

tot eci n-rvD- Val - Suc- ( DOC) 4- Aepa- D- Phe-c(Cys-Tyr-D
NHrzr EQUBNG#:Cys) - Thr- NH2 (SEQ I D NO 4);

-Tr p&%gteo%{t?gmg’ ﬂhﬁis l{ﬁﬂép%:%éy%gg ﬁg} T Dcl%g'){.yvé)gu-d) s)-

TRESBL, (SEFRINBE) USZOO?/ 022179
Canpt ot heci n- r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c( Cys- Tyr-DT

r p- LEsmpisthecipgy DAbp-Sud(Begy)SiepatPPhee(Qys: Tyr-DTrp-Lys-Abu-Cys)-Thr-

Z,r’f\@kgtlgg’ﬁgn)éz\éz?és'ﬁ)'yrSEJ%TrF)Sgﬁys Abu- Cys) - Thr- NH2 ( SEQ

| D NehhbiotRbin- erAsp-Suc Pegu-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys _f_Thr—
Canpt ot heci n-rvDd u- Suc-"( DoC) 4- Aepa- DP?]’e c(Cys-Tyr- {)

NH:L(BEQADIN@Ys = Thr-NH2  (SEQ ID NO 4); or a

AR et s o

g@ﬁ?ﬂqggt)led fromthe group consisting of:

or a pharmaceutically acceptable salt thereof.

83. A compound according to claim 82, wherein said compound is selected from the group
consisting of:
Camptothecin-rvD-Asp-Suc-(Doc)i-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-
Thr-NH: (SEQ ID NO: 4);
Camptothecin-rvD-Cha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO: 4);
Camptothecin-rvDAsp-Suc-(Peg3)s-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQID NO:4);
Camptothecin-rvDAsp-Suc-Pegun-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-
NH: (SEQ ID NO:4); or
Camptothecin-rvDGlu-Suc-(Doc)+-Aepa-DPhe-c(Cys-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH:
(SEQID NO:4);

- or a pharmaceutically acceptable salt thereof.
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Can'pt ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
{S Abu- Cys)- Thr-NH2 (SEQ ID NGO 4);
(05{8&ci n-rvD G u- Suc- ( Doc) 4- Aepa- D- Phe- c( BGTUP(07/p2179
-Trp Lys- Abu-Cys)-Thr-NH2 (SEQ I D NO 4);
Canpt ot heci n-r vD- Cha- Suc- ( Doc) 4- Aepa- D- Phe-c(q/s-Tyr- D
-Trp-Lys-Abu-Cys)-Thr- NH2 (SEQ I D NO 4);
8tafpempaiend aecqrding A eleim &3, yheyeinsaidepmpeyhig- ¢ (COys- Tyr -

ann Eat R Bl Age U DRB Sl he Hows D T ys-ab Cess

Th-IrNHz LgsQAD W;Sdra_rﬁlfarmﬂbﬂhda cb@aﬁ‘l@alﬂhereof
Canpt ot heci n-rvD- Val - Suc- ( DOC) 4- Aepa- D- Phe- c( Cys-Tyr-D

-Trp Lys- Abu- Cys) - Thr - NH2 (SEQ ID NGO 4);

n'pt ot hecj n-r Sucg. c s-Tyr-DT
AR BEAT e S P ERReRB s o e Y
Carrp QB RfhRML Y DASHRA=-SaE D& h - BB -
e Eb U?Q/s)i}q'rrhr- e ng%gilx SAW .D;E(bgs (Y gy ys- BB6Tys)-Thr
P@nﬁﬁ@tlﬁé\éﬁ) h pvmaynmn(amwmpt&blp aaltjmhr@ofi:( Cys- Tyr - DTr
p- Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4); or a
pharmaceutically acceptable salt thereof. - 102 WO

BZOQ%Q?&&%%E’&%%WQQH §32¢,hd@in s81d-compsEround

according to clarm 81, wherein said conpound IS
s el e CamgtdtheoimvBEhgdoupoc)edapi-BPharg Cps-Tyr-DTrp-Lys-Abu-Cys)-Thr-NH:
t ot heci n-rvD- As uc- ( Doc) 4- Aepa- Phec s-Tyr-D
E@ ) NQk4) Abapwceugﬁmﬁ(fpt%%@lf e (s Ty
Canpt ot heci n-rvD- 3 u- Suc- ( Doc) 4- Aepa- D- Phe-c(q/s-Tyr- D
-Trp-Lys- Abu-Cys)-Thr- NH2 (SEQ I D NO 4);
8®amAt q)hekmicefutim/l DedniysosiBios - fobqeisihg Aap &£fBxtivh eancudy f Tay rcopound

- T Ab Thr -
S e PN (%gaﬁarwﬁghcﬂlb%%e@e*&e/§a1*r§;1ffreef and a
phllrnpacwt?caﬁb%c&?c)le carrier.

88. A method of treating a disease or condition in a subject in need thereof, said method
comprising administering to said subject a therapeutically effective amount of a compound
according to any one of claims 77 to 86, a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition thereof, wherein said a disease or condition is characterized by

undesired proliferation of cells that express one or more somatostatin receptors.

89. A method according to claim 88, wherein the somatostatin receptor is a type-2

somatostatin receptor.

90. A method of decreasing tumor size in a subject in need thereof comprising
administering a therapeutically effective amount of a compound any one of claims 77 to 86,
a pharmaceutically acceptable salt thereof, or a pharmaceutical composition thereof, wherein
said therapeutically effective amount is that amount which decreases the size of said tumor

in said subject.
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Thr-NH2 (SEQ ID NGO 4);
t ot heci n-r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c(C,\és-I]%r-DT
WP&O 89)§141&E)U Q/S) Thr- NH2 (SEQ | D NO 4) CT/US2007/022179
Canpt ot heci n- r vDAsp- Suc- Peg,
I - Aepa- DPhe- c( Cys- Tyr - DTr p- Lys- Abu- Cys) - Thr- NH2 ( SEQ
ID NG 4); or
tarpmethae of inhikits the sndesing Pralifpapion eitHE0E ceipdn pysubjestin need

tlpeﬁ%érf rcrc'glm M ?1%5'(??1;[;%618 ot aeg?%g aﬁy I\p% gi%ee %rﬁsurg é)f a %\Jmpound any one

oﬁwmﬂblrw asc ey dl f.')l&ntn@ceﬁhéhﬂlm &cleptaie rselit ntheraofl of oaTpddfithceutical
is selected fromthe gr oup consisting of:

c@appitiarhibereaf, wiprels pai uberem@yadlméﬁs@twgw& {sgfrat qrppun which
lﬂ?&tﬁ%lﬂ%@?’ﬁeqr%g fﬁ?gogu}c\égzld[%%%%%é Dl %%?jee % (Cys- Tyr-

- Trp-Lys- Abu-Cys)-Thr- NH2 (SEQ ID NGO 4);
Canpt ot heci n- r vDAsp- Suc- ( Peg3) 3- Aepa- DPhe- c( Cys- Tyr-DT
92.p-ALnsthal 1pf EjaitingTdrr agaNidR effSEE 4 BnN@psdtin receptor in a subject in need

t%@k&b?&%&‘ AS T @E%%PB:% aﬁﬁchgg?r%&%/t of a gompounB any one

oFaRhetHre e @Brx%ialt'mﬂﬁﬁ&a Cacde -sEHPNRee 6OV - d YhaFdceutical
p- Lys- Abu- Oys) - NH2 (SEQ ID NO 4); or a
cpinpositkeetiereof lwhereit sa g tthdyhpeusiedlly effeesiveimount IsOBat A unt which
2008/ 051421 _PCT/ US2007/ 022179 84.. A conpound

cfipban Aol rtn s eerar Sarid ubfound i s

Canpt ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
-Trp-Lys-Abu-Cys)- Thr-NH2 (SEQ ID NO 4) or a

9phar metbed hicoalingy toatdm PR awhareinahid redeptoe df an FHR-thpe 2 receptor and

conpound according to claim83, wherein sa n
sgigrggmpound is an SSTR-thype agonist. said compound

Canpt ot heci n-rvD- Cha- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys-Tyr-D
-Trp-Lys- Abu-Cys)-Thr- NH2 (SEQ ID NGO 4) or a
ophAmisleRl dctdrding Yo éaiaeys abéreinsaipoiiitkbis @ 5STRBBtypAselective agonist.
conmpound according to claima83, wherein said conpound
IS
95. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need
thereof comprising administering a therapeutically effective amount of Camptothecin-rvD-
Asp-Suc-(Doc)-Aepa-D-Phe-c¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NHz  (SEQ ID NO: 4), a

pharmaceutically acceptable salt thereof, or a pharmaceutical composition thereof.

96. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need
thereof comprising administering a therapeutically effective amount of Camptothecin-rvD-
Cha-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:  (SEQ ID NO: 4), a

pharmaceutically acceptable salt thereof, or a pharmaceutical composition thereof.

97. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need

thereof comprising administering a therapeutically effective amount of Camptothecin-rvDGlu-
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Canpt ot heci n-rvDd u- Suc- ( Doc) 4- Aepa- DPhe- c( Cys- Tyr - DTr
-Lys-Abu-Cys)-Thr-NH2 (SEQ ID NG 4) or a

‘Vgﬁ%%ﬁﬁB@btically accept abl e salt thereof. 87.P@I/US2007/022179

pharmaceuti cal conposition conprising an effective
SAEDHY-Aba DPHE AT -DIGEDYsARGCYs) TAap)HNE OfSEQ) ais NO:4),

77 to 86, or a pharmaceutically acceptable salt
phiraragafticallychceeptabiresedlvesesf i og a lPhgrmaceuisalapmpositigry theseof.

88. A nethod of treating a disease or condition in a

subj ect in need thereof, said nmethod conprising
9@dmrr{bit}$dea%d?g'mg@o aahh1sWhireintsaid atdiRERIe tdrid@@nliya type of cancer.

ef fective amount of a compound according to any one

of clainms 77 to 86, a pharmaceutically acceptable salt

her eof r a .pharmaceuytical conposition thereo
Shinch arvbeiperouilE CLAEE 4P BB Toh e Raf Wl [ B he sroup
c@rysistng desdur&shdBErRleith8bA! ﬁtS}Bsibeeﬁgll\ lp?osCah@hﬁ&ﬁﬂﬁﬁéﬁ%t&?&clerosis,
or nore somatostatin receptors. 89. A nethod according
réseenosigibmea8Bcanvdnecolinncantee, [FONREOSNETI Prosteteapiaer, ling eancer, small
type-2 somatostatin receptor. 90. A t hod .of .,
cql Braanivy VaRBH e e REES GH) B o §RERY o REphgpe, Hodgkin'

%ﬂ%{' S |elRemi3 BBk Hofkit Bthed, 1dierARRULIAR hinors bh&khiotReytoma,
1@8 unf’gp 5“%0npod%§ 5ny gne of cl ains 27 t% %6, g cyroma
nplv@blaseeut i cahponacwent abfatrealt¢ropdrereetid , timaas,  glucagonoma,
phar maceuti cal conposition thereof, wherein sai

maceut, ) d
vasRetivsiRstipall | RPhaTePEce i sreiingudtmes (ieRrfungiicning whElh tumors,

s ; . s o . L
B G Bobh s St eed Llsb TR, 21087 T FURER bgne pumors
diifRdpériiateld NBy rotdecatidesi, pagllary ohyrbidrcatcromapfolliculio thycet! Icarcinoma,
In a subject in need thereof conprisin% adm ni stering
Hurihiregel) soeid cancinpmas eningioma gae aae-soel I Mg30tR: any
one of clains 77 to 86, a pharnmaceutically acceptable
salt thereof, or a pharnaceutical conposition
106 ex gRfhod Wh@kdihg tosddift 90 helieagi wdidl carlcbryis biebe cdricere  anount
Is that anpbunt which inhibits the undesired
proliferation of said tunor cells in said subject. 92.

thod .of el.icjitihn [
1By Rrald et g # AR Al et Akl et g cancer
conprising admnistering a therapeutically effective
amount of a conpound any one of claims 77 to 86, a
1phak methedtareading tosdaimiPapiheseis s3id careeyis prostagrcancer.
pharmaceutical conposition thereof, wherein said
therapeutically effective anmount is that anmount which
183.1 RifSh@o8aRhsh dekiRGh cdiforSiarBduBRtidhinded MRR1E Q5id method
in said subject. 93. A nethod according to claim92,
comerigihngadmingsteringdpsad sibjechp SSRutiAE efieqtize apppit 0§ gompound

according to any one of claims 77 to 86, a pharmaceutically acceptable salt thereof, or a

pharmaceutical composition thereof, wherein said disease or condition is associated with

newly forming blood vessels.

104. A method according to claim 103, wherein said disease or condition associated with

newly forming blood vessels is selected from the group consisting of angiogenesis,
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said conmpound is an SSTR-2 type agonist. 94. A nethod
according to claim93, wherein conpound is an SSTR-2
WOPMS/0SH28ct i ve agonist. 95. A nmethod of el i cPETRG2WRF022179
agoni st effect at a somatostatin receptor in a subject
rétthopatids, drbliferatie dialbvgpic retinogathy) iy sticsiaeniangdemna, rheumatoid arthritis,
t herapeutically effective anount of Canptothecin-rvD-
epdginettiesiy PN PR HPIFe- ¢ ( COys- Tyr - D- Tr p- Lys- Abu- Cys)
-Thr-NH2 (SEQ ID NO 4), a pharmaceutically
acceptable salt thereof, or a pharmaceutica
10 MAOSEthb® Acdobdih € € claidb104Awietelioshid Hisedse oF komtjti@nis proliferative
%%Pnisp effect at a somatostatin receptor in a subject
diabetieretinopathsr eof conpri sing admini stering a
therapeutically effective anmount of Canptothecin-rvD
Cha- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr - D- Tr p- Lys- Abu- Cys)
106 NA-N®Rod ReQdird DNQlair )104, avhepi@ iR aBedsk ©akdrdition is cystic macular
acceptabl e salt thereof, or a pharnmaceutica
odemposition thereof. 97. A nethod of eliciting an
agoni st effect at a somatostatin receptor in a subject
in need thereof conprising adm nistering a
1bP ek AR de@rbine & difft10Y SviRbaEHid @iease or condition is restenosis.
nptothecin-rv%G u- - 105 WD 2008/051421
PCT/ US2007/ 022179

Suc- ( Doc) 4- Aepa- DPhe- ¢ - Tyr-DJrp- Lys- Abu-.Cys) - Thr- N..
175 ek oo © G R L AR S CarF e g
thereof, or a pharmaceutical conposition thereof. 98.
A nmet hod according to claim9l, wherein said a di sease
109. eomdihbd aacdrding to yloem 3604, oererain said Glseask greqohgidon is rheumatoid
according to claim98, wherein said cancer is selected
arthgfft he group consisting of neuroendocrine tunors,
fibrosis, benign prostatic hyperplasia,
at herosclerosis, restenosis, breast cancer, colon
1¢@NA @fethgdalairding tedaioeds, wikreistsaitl eliseasaoe ronditipngs seleaied from the
small cell lung cancer, ovariagn. cancer, epidermal .
coniROPSIS i o PORURT S it bt B SR i BRRy, bacterial
n%ﬁlllﬁgma,acﬁre ARPL&Ideft, ﬁ%ﬁ?&ysgﬁgﬂéﬁﬂ@émm1ate@rg\‘anuloma,
tunors ‘pheochronocytoma, neurobl astong,
g6l e R aTomOast ra dieridreprepavaitieat i ¢ t unors,
gl ucagonoma, vasoactiveintestinal pol ypeptide
secreting tunor, non-functioning GEP tunors,

ragangl i DLt Ui . VA '
Ao S Reas B s ietor RO, ZRPK | RE TR e nethod

&%ﬁgiﬂg Madmiadéridgarty &4yr eilsect an Citivedpentidatly | effeckioe amount of
thyroid carcinoma, Hurthle cell thyroid car ci nona

Grenmiteeaimey D-Anpt SwoRos krvepa-Delthie-q Gsgl Ya A Er Ly sy Cyg)- Thr-NH:

h cording to claim9 rej | .dcancer | ical
GRADBS 965055 st S SReE g
WBSb&ISh, SR rbiCART @ikeabSorToRditio® Blcharhdtéifyed B 0desired Pidlifefation of

nmet hod according to claim 99, wherein said cancer is
opllothbatzxxprespenser more somatostatin-type receptors.

112. A method according to claim 111, wherein said disease or condition is a type of cancer.
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103. A nethod of treating a disease or condition in a
suﬁ{ect i n need thereof, said nethod conprisin%

WA L2tri ng to said subject a therapeutical P§T/US2007/022179
effective anount of a conmpound according to any one

108. Alméthsd dototdngB e, clamphay whereint sailadahyerasreaspleabd érogathe group
thereof, or a pharmaceutical conposition thereof, .
cousisting af Brerndpgringdumers, Eyats CPYAN PLoskES brpepletagitharosclerosis,
new v form ng bl god v els. 10 j

e s T eGSR SRS i redetngd FRu Rt REET6A Bcer, smal
AP ARG BhQ@E Vakilh c41RW, ¥pidernitl Reghcbt, @of-HeRgRalsSyinphoma, Hodgkin's
sel ected fromthe group consisting of angiogenesis, -
lyrgphomapleRRaBia OB mppapofetiv Fanserpadre s pedallary &mers paedshgnocytoma,

roljferative djabetic retipopath cystic, macul ar
BRSOy | ORI fps) LR, © Elucagonoma,
vh&aLRRAMsBNAN hdPFRPEAS | SecrelBp: tAmBE! hmh-fAR&RARMENIGEP  tumors,
claim 104, where€in said disease or condition is
ppraghndliomat ipiteitargi sslemione asepeyapas: penign Gad malignahb done tumors,

accor di to, claim 104, wherein .said di sease, or . .
areiegny S gl Tt e DRt fygeid carcinoma,
FRGGH i ag, bia cgrlcﬁi'oma,llgéhing’i&ﬂﬁ,%hﬂ n§ﬁ%ﬁal¢be‘ﬂ3@§gecaﬁéer.

condition 1s restenosis.” 108. A nethod according to

cl aim 104, wherein said disease or condition is

angi ogenesi s. . 109. A _nethod, according to claim 104,
15 h BRI AFarding i dl, cvIRERT iheanee SHRUEHERBre

arthritis. 110. A nethod according to claim 88,

wherein said disease or condition is selected fromthe
108. Al hethod at@tding toafaimu 1 ®) iwherairesaid e@es ds sn@llavlbBing cancer.

di sease, Graves' opthal nopat hy, bacterial pneunonia,

cerebrovascul ar accident, fibrous dyspl asia,

b acdofdi LR 0§ SrElede Sheer.
1a$éﬁ&%g#§agﬁghﬁégﬁggﬁgggpneuﬁ%ﬁ%?%%.rlf%.tA nefﬁbd of
treating a disease or condition in a subject in need

thereof, said nmethod conprising adninisterin% to said
1573 bfs erathed eftiesatipe adisease 10y crrditiqn invAesubiesfin meest thereof, said method

Canpt.ot heci n=r vl - - 4- - - -TVI-
cgnilggguggjsge i %%ﬁﬁr%g%d f@@ﬁéﬁ@?@ Cftive Varidint  of
RAESTRGRUEVDC AL Y-SuOoePhapd-B-PhalclCys I T9t-BOfrp-198-Abu-Cys)-Thr-NH:

phar maceutical conposition, wherein said disease or .
(SN NOof), ¢ sharmaraticallyiageeptable salh thesdof, o a phaymarattistlicgmposition

of .cells that.express . one.or sl }@%} o
18R vessels.
g VI ST RARE B PR R s
wherein said disease or condition is a type of cancer.

118. A method according to claim 117, wherein said disease or condition associated with
newly forming blood vessels is selected from the group consisting of angiogenesis,

retinopathies, proliferative diabetic retinopathy, cystic macular odema, rheumatoid arthritis,

endometriosis, restenosis and psoriasis.

119. A method according to claim 118, wherein said disease or condition is proliferative

diabetic retinopathy.
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-107 WD 2008/ 051421 PCT/ US2007/ 022179 113. A met hod
accordin9 to claim112, wherein said cancers are
WO2PBOSLTf r om t he group consisting of neur oe RESLSEH022179
tunors, fibrosis, benign prostatic hyperplasia,
120. ha msd Bdcesiding to lcRirh @ 18) Shereihsabdi 8iseas@0E eonditiv@l i® Bystic macular
cancer, pancreas cancer, prostate cancer, |lung cancer,
odeiadl cell lung cancer, ovarian cancer, epidernal
cancer, non-Hodgkin's |ynphoma, Hodgkin's [|ynphonma
| eukem a, hemat opoi etic cancer, adrenal nedullary
12U tHOR QERdiAETRCYAI@ITES, wHaRSH O @886k, condition is restenosis.
gangl i oneur ome, gastroent eropancreati c tunors,
glucagonona vasoact i vei nt esti nal polypeptlde

c N - functioni n
175 PA Bl abiting (A s A et b e s paivesgees
and mal i gnant bone tunors, differentiated thyroid
carci noma, papillary thyr0|d carci noma, follicular
lﬁhonmdthodiracqonbna to clplor 18, evhersin S&lﬁydnss@sg az geedifierris, rheumatoid
ﬁEn|ng|ona and non-small cell lung cancer. 114. A

thdd according to claim 113, wherein said cancer is
breast cancer. 115. A nmethod according to claim 113,
wherein said cancer is small cell lung cancer. 116. A
12etA ordtk@dcaoqockiintctcdnimllal,mbmn@l sajshdisebmorganditiomisselect¢dsfrom the

prostate cancer, 117. treatin sea .
SBPSRUTTEGR ok HiTamdiere, CHRE Gibet R P OBUr iRt Wokpcteri
pﬁﬁlm%ﬂlac" AR Rilst £LcIdRBt, LbrS@ gysz':fﬁggla?%béfi‘cular-related granuloma,

rapeutically effectiveé anount
s§asipirelbed granulonla-aAd padbation(feahdnife pa- D- Phe- c( Cys- Tyr-D
-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NGO 4), a
pharmaceutical Iy acceptable salt thereof, or a

1? ap TRGRY J)fct?elataﬁ%) gﬂ%@és‘e 'o? Qondt:tlﬂﬁlr lﬁgf subi(é’ﬂ%n %ia yﬁ‘l?}egf, said method

I'sease or con Ion 1S associ ate or m ng
cbhpodny esdfinBtering 180  sidresdbiedt ax cthethipetichidy Céfaalcmel lamount of
wherein said di sease or conditi on associ at ed

Crewmrhachr rPrghapusdRoged g Tihg céepdyt B g &Y8r BupNH:
(SRETE R B Bl ARG BN SRlcPrablc T HORRE 0P PRarmaceyical compositon

desteib®d abbed)nmaherkieh a4ill hdisédss,or esrdioet id @badcterized by undesired
restenosis and psoriasis. 119. A nethod according to
Peqlisgratioma celigileat gxpressHng oting @AW t9ptaliRy HYPE FCBPHOTSs
proliferative diabetic retinopathy. - 108 WO

2008/ 051421 PCT/ US2007/022179 120. A method according

126 £ hRindd hdBrdiMIRN Biim 139 nthefirbQABE scAke 6:QBAUditio10RB aitFpe of cancer.
cystic nmacul ar ~odema.

127. A method according to claim 126, wherein said cancers are selected from the group
consisting of neuroendocrine tumors, fibrosis, benign prostatic hyperplasia, atherosclerosis,
restenosis, breast cancer, colon cancer, pancreas cancer, prostate cancer, lung cancer, small
cell lung cancer, ovarian cancer, epidermal cancer, non-Hodgkin’s lymphoma, Hodgkin’s
lymphoma, leukemia, hematopoietic cancer, adrenal medullary tumors pheochromocytoma,
neuroblastoma,  ganglioneuroma,  gastroenteropancreatic  tumors,  glucagonoma,

vasoactiveintestinal polypeptide secreting tumor, non-functioning GEP tumors,
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121 A nethod according to claim118, wherein said
i sease or condition is restenosis. 122. A nethod
‘V88@§Wﬁyﬁb to claim118, wherein said disease ngnmzmwmzn79
condition is angiogenesis. 123. A nethod according to
palaghnplidh8, piedreiddediand abtroeacras) benign cdindi mahgrant bone tumors,
rheumatoid arthritis. 124. A nmethod accordi ng
diffeagryiated thyridesasinera PepitRTy é‘é)é‘%‘dc?r"‘m&?ﬁ‘t?r tqlisHlar §1yr01d carcinoma,
e
P B g PG SR OB GRS LA Gl e Y
bacterlal pneunoni a, cerebrovascul ar acci dent,
fibrous dysplasia, tubercular-related ranulona
13% rAs oiethorl arcerding ook 137y harein saitifanear TPTRATRERRERI t i s.
125. A nethod of treating a disease or condition in a
subject in need thereof, said nethod conprising
185 Hi'eﬂ{o@ra'bcréﬁilh?toi@duﬂ 13U iR Edin Qid Latapasmallcall lung cancer.
ef fective anoun
Canpt ot heci n-r vD- Cha- Suc- ( Doc) 4- Aepa D- Phe-c(Cys-Tyr-D

ARl e 50 Rl g

pharmaceuti cal conposition described above, mherein
sai d disease or condition is characterized by
18hdAsnatkeatl offreating e diskase @r ofnditidn in at subjectdr peestherent sgjd method

nor e somatostatjn-type tors. 126. t hod .
CHREBEE Ny IBISETRE mt 2?5"“‘“5 \Aﬁg’p %t sgﬁeffpﬁﬁlté"ég’geg}gel‘hve amount - of
9@ i thd DR é%nggf A@ﬁ@%e (A3 Ayr-B-TBIHOAbu-Cys)-Thr-NH:
ording to claim126, erein said cancers are
smb HENEX4) & phartraceuicaliypicceptiblzi sglt thegeobfor a@brrowneticalicomposition

tunmors, fibrosis, beni ostatic, hyper Si a,

et AR FUE Fisedse PECBRIGB oS aLeds P ormisigi blgpd vessels

cancer, pancreas cancer, prostate cancer, |lung cancer,

small cell lung cancer, ovarian cancer, epidernal

18ANAahethod Recblatiiggk fonélaiml WBiphiberain shlddtjscase o cohgitiph @pmriated with

| eukem a, hemat opoi etic cancer, adrenal nedullany ) )

r\gw}yb ﬁ@% @Woﬁ?ﬁé‘g}? Melectoﬁie lgrfogb|t]aestgm consisting angiogenesis,
g!ﬂth'ues ‘j:%l%@i@nveg&%érnﬁ? ?6%1(8{3 ?Q%ﬁ% %écﬁlaf SIS rheumatoid arthritis,

vasoact i vel ntestinal polypeptide

eﬁ@&ﬁ&hbﬁ@n&&ﬂaﬁsmﬂﬁﬁoﬁﬁ&pt|oning GEP tunors, - 109

WO 2008/ 051421 PCT/ US2007/ 022179 paragangliowa

pituitary adenona, astrocytomas, benign and nalignant

£
199 plgl rfl&goé ?%corcgrk%ioeglg Nk %exfgn?/ a?d is gai?sgg) y7ol don is proliferative

pa ary car ¢l noha |cu ar
d‘i‘a%[e@d @gﬁ@PathYHurt hle cell thyroid carcinong,
nmeni ngi oma, and non-small cell |ung cancer. 128. A
nmet hod accordlng to claim127, wherein said cancer is
1% és‘ fg"te rz!\gcerc(l:lg 1€oecrlalr'?1‘ ﬁ?t %?elr?‘ aﬁ’) 51? lj:lﬁ%lsg Srt]lg Ig%'clmall%ma
nmet hod according to cIa|n1127, wherein said cancer is

prostate cancer.
135. A method according to claim 132, wherein said disease or condition is restenosis.

136. A method according to claim 132, wherein said disease or condition is angiogenesis.
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131. A nethod of treating a disease or condition in a
suﬁiect i n need thereof, said nethod conprisin%
WO RSP LR2E i ng to said subject a therapeutical P(} /US2007/022179
effecti ve anount of
188 MRt @kihed iabeokdihy, € alaitu €32 Diejedn Aedalidadehe-ondyisn Tsythelimatoid
-Tr p-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4), a
aghdfisraceuti cal |y acceptable salt thereof, or a
phar maceuti cal conposition thereof, wherein said
di sease or condition is associated with newly form ng
188, 00 eheWRESEdoSding do3daimA25REHR G 6 Biselisé1gr doAditibRisseldddd from the
wherein said disease or condition associated with .
grepl apnsigtingi of guisiromeine disensd, Sraves'clisease; BERVEY ORthelneopgthyyprcterial

consi sting,of angi ogengsj s retin t hj
PpPuT e Br ey BRSO RRERL Srorals A BRA HESeutar-related. granuloma,

A6 EBelafel riRIdPAChrdrhdiktidn pheumBRiEOMEL I i OSI S,
restenosis and psoriasis. 133. A nethod according to

claim 132, wherein said disease or condition is
oliferative .diabetic retipopathy. ,134. A t ho .

1 o et ot Fesrte et endfit syoliida e THemBh s retnod

OREHERE QWRMBtering3% SHideblMdt as CaksipB@ically ChfRichvel 3dnount  of

wherein said disease or condition is restenosis. 136.

Campisthevih-a@$du-GinPdcp-AspaiDPhe- 8@ ysWe PEimLatkh-dy - dhsiH:

or _condition is angi Qgenesis. 110 2008/ 051421 .
e ITRS A Dheshasutady scapile ret SiegoPen REFrPa-LRE) fmposition
v;}%?ﬁ%n WhE e ke SR dHn@itise %S&afé(:teﬁ%adﬂgt hQJbs%r@d Efb?gégﬁtoﬁ' &t cells that

arthritrs. 138. A nethod according to clai

expresseing os@brk sding@aistn-typecempliots. on i s sel ected fromthe
group consisting of autoi nmune di sease, G aves'

di sease, Graves' opthal nopat hy, bacterial pneunonia,
1584 meﬁ‘\\(ﬁ%%tl)lr he & iqu%, whekd{ &%digéfg@&ac%h tion is a type of cancer.
tubercular-related granul oma, sarcoid-related

granul oma and radi ati on pneunonitis. 139. A nethod of

treating a disease or condition in a subject in need

1¢hepeapethod ascarding wofdaimclfﬁquh%rﬁlﬁgfamﬁr%er@rﬁeﬁaei‘ brognihg group
BTE bR ST ORE &l Vil SENB BB i Rpesq pinppeross

rétdnySis, Adeks QY der, [dblorNtdA celr, SQclebd ddtket) prostate cancer, lung cancer, small

pharmaceutical |y acceptable salt thereof, or a .,
cglh Bingeremeset i Qvaria 6aisers EPidgmal capreh diop-Hodpking lmahema Hodgkin's
condi tipon, is. ract er. [ ' '
59O e BRLEE SREhe RLEA, Sl AL
nb@oBREMS, ?ﬁﬁg]io‘hempd g43606riléBpariciratit Al fmlodd), glucagonoma,
wherein said disease or condition is a type of cancer.
vaspactivaintgstingdd pebxrepiden g seceetio ai tHinR 0, NoRHERGIOAINg g @EP  tumors,
pgr%lggr?grli%m%,r %it&i alr}? CJ er%oIlar,oas rtopﬁox'ggs9%enign and malignant bone tumors,
differentiated thyroid carcinoma, papillary thyroid carcinoma, follicular thyroid carcinoma,

Hurthle cell thyroid carcinoma, meningioma, and non-small cell lung cancer.
142. A method according to claim 141, wherein said cancer is breast cancer.
143. A method according to claim 141, wherein said cancer is small cell lung cancer.
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consi sting of neuroendocrine tunors, fibrosis, benign
Erostatlc hyper pl asi a, atheroscler05|s r est enosi

P8O 42hncer, col on cancer, pancreas cancer, PﬁT@@W@V@2“79
cancer, lung cancer, small cell lung cancer, ovarian
Cancer, epi dermal cancer, non-Hodgkin's Iynphona

Hodgkin's | ynphoma, |eukem a, henatopoietic cancer,
1444 rfemathogreehording tp daimdfl whiseebtseicdfpesy ishTastate cancer.
neur obl ast ona, gangl i oneuroma, gastroenteropancreatic
tunors, glucagonoma, vasoactiveintestinal polypeptide
18LCA ehdtidl fUPAfing R Aedsd RE tordtitidtdin Gdbjett TR Eed thereof, said method
par agangl i ons, p|tU|tary adenona, astrocytonas, benlgn
cemplrisigg i gdmmstdmoge tQ um ssubjedi 4 eﬂ@ﬁpﬁlattcéléb’ tﬁiﬁﬂ@‘fed amount  of

o Rprh e PR Rote Dot DL B S TR P B T e
(§E€? I OgIUgggao r@?ﬁa&ﬁﬁcaﬁ?’gk& plable lsalt tHBEbof BPE BharmbfediticA} composition

ding to claim 141, wherein said cancer is
thpred, Sthetein cad disdads or dandisioh msohsmcmtelddwﬁgnelvdy tdrming blept, vessels.
wherein said cancer is small cell lung cancer. - 111
WO 2008/ 051421 PCT/ US2007/ 022179 144. A et hod
186 SR LA L&oﬁin‘?é {51 (.:134111 14Wﬁ§élﬂ sgidl Hlsea@6r€&ondiiSion associated with
prostate cancer.  145. A nethod of treating a di sease
newlyc dorehiig bivodnvessauly edectéd froeedhe Igerpofonsstingl affetrigmgenesis,

r?%?%b%:?r?ﬂr@gggg}&e‘i;%@% irr]eglélt gaﬁlg)z :q{rjstxg;rjr? CSISE odema, rheumatoid arthritis,

Doc) 4- Aepa- DPh Tyr- DT
@@%ﬁﬁﬂﬁ?ﬁ’s@%ﬁbﬁ%‘% SECQ)ID ﬁl%a4) ZC(Q/S Y=

pharmaceutically acceptable salt thereof, or a
pharmaceuti cal conposition thereof, mhereln sai d
léﬁ séazgeth@ql ae«ewdm& toelaiims 1465 whereint i disease QB GPRAitQsy isinsgliferative
yessel s 146. A nethod according to claim 145,
dﬁﬁehcmnn%%.a'dlsease or condition associated with
newly form ng bl ood vessels is selected fromthe group
consi sting of angi ogenesis, retinopathies,
1 of infiesiest aco@rdmgatbé ire 146 phqrsinsaid) disease pF eondifion|iseystic macular
adena rheumatoid arthritis, endonetriosis,
®0%'enosi s and psoriasis. 147. A nethod according to
cl ai m 146, wherein said disease or condition is
proliferative diabetic retinopathy. 148. A nethod
148 domdiheg ateordingiorplaimd 46, wiherent saiddibepseiproenditionis restenosis.
condition is cystic macular odema. 149. A nethod
according to claim 146, wherein said disease or
15@ W ietHoB at@rdifS toRMAHI186, whbRbh saft diBdabOSt cOREAGKlisABgibenesis.
cl ai m 146, wherein said disease or condition is
angi ogenesi s. 151 A nethod according to cIa|n1146
1gxf?ereln ggld di.seas orlggn i tion | r heuna

method accor 1 O Claim wherein sald iseasé or con 1gon is rheumatoid

arthritis.

152. A method according to claim 139, wherein said disease or condition is selected from the
group consisting of autoimmune disease, Graves’ disease, Graves’ opthalmopathy, bacterial
pneumonia, cerebrovascular accident, fibrous dysplasia, tubercular-related granuloma,

sarcoid-related granuloma and radiation pneumonitis.
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arthritis. 152. A nethod according to claim 139,

wherein said di sease or condition is selected fromthe
WORHEPSEBAsi sting of autoi mmune di sease, G ave8CT/US2007/022179
di sease, Graves' opthal nopat hy, bacterial pneunonia,
cerebrovascul ar accident, fibrous dyspl asia,

tubercul ar-rel ated granul ona, sarcoid-rel ated

169 arAJ|rmn@r%n@np%naagmntqﬂwéimmﬁmﬁp§uc (DacjoAepag-Phe-¢(Cys-Tyr-D-

6%%85 REV ?é’]) ﬁ%#SWM%Z?andl éamptAthecm rvAsp—Suc-(Doc)‘;-Aepa D-

£0LTIpIYRABS Thr{NPgL) e RA?he; 6t QY phdihacbiticall
- Tr -ILTy?s AbB S) - %y?PNFQ ( SE EI%% NO. 4;@an " d
a@appbthhlegﬁqaChthAspﬁSuc ( Doc) 4- Aepa- D-
Phe-c(Cys- Tyr-D-Tr p- Lys- Abu- Cys) - Thr-NH2 (SEQ I D NO
4), or a pharmaceutically acceptable salt of each
1541 eﬂe&ﬁnxn;lr'é%f cl3ie 158 iR a c«klghmvégﬁt, raf@BPAUoRE 298, Bbout 5:95,
wei ght/wei ght ratio of about 2: out 5:95, about
abQutID;90adtwut 13:85, &boutalidiit alR@t 8875, aboutt 3078; ?@ut a6 tabout 40:60,

%& é% 50,a%o%ug{t ségo 2@@@%&3: akg)gt ggzxo aag U, 53%(& g@g(gta%out 75:25,
azQut%QOa?&)U{ 85 '155 %Qout 8'9’t’19 u$bo§p 82D, aBAAW0:185bbat 95337%But 97:3 or

‘about about 90: 10, about” 95:5, about
aB&ut3 98)2 ofalﬁ?emlptcﬁl&cih nvD-Asp-Suc—(Docﬁ-Aepa-D -Phe- c(Cys-Tyr -D- Trp Lys-Abu-
Ca tot heC| n- erAs Suc- (Doc) 4- Aepa- D Phe- c( Cys- Ty P
Cysr tn ‘g'ﬁ? Cmfto(lﬁg@ rvésmlc-g%ocla 4repa-D- Phe -c(Cys-Tyr-

[%_?{Pr?ﬁdg%gbgf%a f['}&?‘@f{_ %?Q &fg@( éE%e@ﬁrrPéJgD@c)aﬁ& CESptAME salts thereof.

pharmaceutical |y acceptable salts thereof. 155 The

m xture of claim 154, conprising a weight/weight rati
187 Hsauixtugofmipimdph lﬁ?mBBSHZIQa wel@g%wgwa&% of B 4:56, about 58:42,

%ut]% 1t3 ag}o%l(ﬂ 8? %Rslﬂr9§%b 9 Eoc%fé f% 20& Camptothecin-rvD-Asp-Suc-(Doc)s-

heci n- rv

A‘Wﬁo IEPreF?J)O@ysC'(}@BTMyhstEU -Qy<)-TEr-Kbl - (S§Q ) IDTNO: Mh2to ( Sifdtothecin-
t ot hecl n-
ry AsispresRec)- @erzaﬂal’}aeﬁ(—ilysf PhE-TapbysApyCyp):- Tt Py SEQPD-N): 4),

pﬁ;rmac% g%‘f{ﬂ a(c§ %%Nghe\i@)f or pharmaceutically

er éo 156. The m xture of claim
155, conpri SI ng a wei ght/weight ratio of about 44:56

of
1§ nplihet i - ofvghains B555 remprging 4 A@iﬁﬂ/wetahéret(@yé atpgiyt_ 44:56 of

Tr p-
el e PR e DR M DR R YR TR B b 1o Bty et

(SHQ Ity ioM\BYto EtsptothBéin- NS plSAE@bIR- Npa-B-Phe-8Cys Tyr-D-Trp Lys-Abu-

pharmaceutically acceptable salts thereof. {5
Cyrb)xEruME A SEQ [TANG: 15 51 pheompaeiti¢aliy aecepiablg halﬂswmrgqfit r at i 0

of about 58:42 of

Canpt ot heci n-rvD- Asp- Suc- ( Doc) 4- Aepa- D- Phe- c( Cys-Tyr-D
15711 Prhk YAl - Sy &dimT 055, NoRpri6itE Q@ Wei efght trftio of about 58:42 of

Canpt ot heci n-r vAsp- Suc- (Doc) 4- Aepa- D Phe-c(Cys-Tyr-D- T
CapptopleecitinyD-Asp-Suc-(Doc)s-Aepa-D-Phe-¢(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.
(SEQ ID NO: 4) to Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-

Cys)-Thr-NH: (SEQ ID NO: 4), or pharmaceutically acceptable salts thereof.
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Cys)-Thr-NH2 (SEQ ID NO 4), or pharnmaceutically
acceptable salts thereof. - 113 WD 2008/051421
WRBUsY3b7/ 022179 158. The nixture of cl ai m ¥§HUS2007022179
conprising a weight/weight ratio of about 87:13 of

168 NpPiHet e - 61V Daifs psﬁm(pla@mg% A&ﬁght/@e%}ne retG(Opﬁ -abyut- &7:13 of
- Trp- Lys- Abu- Cys) - Thr - NH2
C@umtquHew%Amﬁwst%AemQ)PAwA&ya-Tmr Pn‘érpcl(yeysbwﬁ»'rsl BrrfNH:

?‘?raé’?@ fo %rﬁétoé?%g—%ﬁ%ﬁ@fo&-h%er eof Q(Ci’ ggyrRigp-Lys-Abu-

G%%TMNHQSE@IBINU 15H%r plepfptdutitally adcepRblgRiliswhdrgdtt rati o
of about 88:12 of
Canpt ot heC| n erAsp Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D

p?‘St R rﬁ ?9’ o5 Cpﬂg’c'ﬁ Aeﬁ‘ée‘%?ﬁh %}o of aboys, 8812 of

Ca ﬁfﬂtd&ﬁeoﬂvbivlfi) @pﬁguc]_broc NWRpd-BERe lc(CydDy ) Tr C!Iys -Abu-Cys)-Thr-NH:
pharmaceutically accep ta%l e sal ts t her eo1P 160. The
(FRQIRNG: ¢ tecCanpiothggn-r wbﬁvpiucépn@4-éepﬁeﬁ>é’hc -*iferb-ghit-Driapilgs-Abu-

G frarCrRToRe: AL pr smossytihy ASREB AHE YRS Ty - D
-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4) to

Canpt ot heci n-rvAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T

16(p- Lite- ﬁdmjure(}yfs):laiﬁhrl“iﬂl—ﬁormg&,@gl B Weghtdyeiglyr ratio of about 97:3 of

har ceut pt abl e The
R P oM ER s B A SR D LR S Y3 TP P B GO PR T
BYRIE: 498 EarRbtothecin-rvAsp-Suc-(Doc)-Aepa-D-Phe-c(Cys-T -D-Trp-Lys-Abu-
(ﬁerpt ot hegl n- l-\ﬁ/)lgo &on rYJcS-p [l)lcgc() Zc)keepz; DP%e( g? s ;?55 !
Cy I ThrilVis> (BBQ IINK): 4)rhr pPMHZ:ace@SE@y b@ep@)le 4.31tstth)ereof
Canpt ot heci n-r vAsp- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
rp-Lys-Abu- Cys)-Thr-NH2 (SEQ ID NO. 4), or
1B’f;arﬁﬁcﬁ%l‘éa{>ﬂ Ylaﬁl@clgﬁ)t&mn BSW& ﬁ&éht @8- offabout 98:2 of
armaceut | cal compositio COmpri si g an effective
@ampmhecnﬁrv@-mp@uu(@oacAapaalbme-c@sahyywhp uyé Abhfﬂyﬂ)sThr-NHz
153 to 161, or pharmaceutical ly acceptabl e

(RHR PR DO: bt campipthesinEernprRs1(PIc) RSB é(%m Rrlrp-Lys-Abu-
c&%%r/fumsﬁg Rfo: 4, 8@%@%@(@&@2 aep@ble CARMhdEgN INn a

bj ect eed thér conpri sing
adm nistering to said subject a therapeutically
effective anount of a m xture of conpounds accordi ng i
16% faﬁyarmﬁéewalépa\nvﬁ%h%@r%wmfn eHRdivRaBeURt f g miyture according
acceptn% bé)feclg'l?ht 53 % h%le gttl](%h B %‘ab?eagalts thereof and a
n%os t Wher e n T8al fi’se:

pﬁmbéutﬁmlya&cepfdwcaﬁieerl zed by undesired proliferation
of cells that express one or nore somatostatin

receptors. - 114 WD 2008/ 051421 PCT/ US2007/ 022179

163. A method of treating a disease or condition in a subject in need thereof, said method
comprising administering to said subject a therapeutically effective amount of a mixture of
compounds according to any one of claims 153 to 161, pharmaceutically acceptable salts
thereof, or a pharmaceutical composition thereof, wherein said a disease or condition is
characterized by undesired proliferation of cells that express one or more somatostatin

receptors.
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164. A nethod according to claim 163, wherein the
somat ostatin receptor is a type-2 somatostatin
‘V?é@§6§89} 165. A net hod of decreasing tunor sPEL/USI0Z/022179
subj ect in need thereof conprising admnistering a
16derapeitiddc adcbyirgf foeelhiny @63 hendin ahe soragiopatim ebceptyr BN type-2
of claims 153 to 161, pharmaceutically acceptable
semptostaiheefRIP; or a pharmaceuti cal conposition
t hereof, wherein said therapeutically effective
amount i s that anmount which decreases the size of
185 dAt pheBbdi 6F Gédréhsigbfudtr . sidebfh aAsuBpichanl iebd thereof comprising
inhibiting the undesired proliferation of tunor cells
administeniftg @ therdpguticallyl effedise ampuricnipir jogIneYnd any Ane eleflaipg 153 to

t her apeuti cal | ect.ive anount of a c ound an
1B PR wickaBls Tk YRt e e RERCHhBR grereot
wiRhdi s eh&peutibdllyceiRhie MRt isCBht arkQURP MHidh @treases the size of
thereof, wherein Said therapeutically effective anmount

said thart inaaid gnltjecvhi ch i nhi bits the undesired

proliferation of said tunor cells in said subject.

167. A nethod of eliciting an agonist effect at a

180 "BUIRShSH bMnkiBRHBURY uhdesife liRfdtioh Bf AR cellNB28@bject in need
conprising admniStering a therapeutically effective

thavenf nompfising adbnipstenidg atherapesticallf eff¢ciiveremd BB of @cangdound any one
pharmaceutically acceptable salts thereof, or a .
%P macent Pl POBIAS ‘i‘ttCP‘h}h af‘ﬁBPE’Ef ?a? tgF%P‘ﬂ Ui Pharmaceutical

ctélggsﬁt@&u{hbfa@%, |Whefdid %?ia{&aﬁeﬁwm difcthR P WihatMthGitht which

clts an agonist effect at a Sonatostatin receptor
inibisgsahelusdebiretprolife falion Af sait thowr extls or Widwybject. ¢l ai m 167,
wherein said receptor is an SSTR-type 2 receptor and
said conmpound is an SSTR-2 type agonist. 169. A nethod
cordi cl.ai . i i A . .
1A TR R Ly Bh L Q5his R B B sGBYCRTREUAGE I3 et in need
tiedrédf icbrh psiBga digiaRtesing @ ticeadeutitallp eiatiné andwattioha cangpindany one
in a subject in need thereof co risin% adm nisterin

o ddver A8 o] L8l IPeeicrli 259BURE BHS A pieR Fes gharmaceutica

Lot heci ner. . - - . - - TVI - .
A O 5 B B R AR s o P
ef@Bphagbregiefiedt ¥ASPMAUBtatiDoafroti@paidBubjbe- c( Cys- Tyr-D- T

rp-Lys - 115 WD 2008/ 051421 PCT/ US2007/ 022179
Abu- Cys)-Thr-NH2 (SEQ I D NGO 4), pharmaceutically

bl L. h , .a _.ph : [
SRR S 00 iy RS SR e porand

&l S 6RPpOUrN'is GOSBIR2 §Pe hgbndst.SUbj ect in need thereof,
sai d et hod

169. A method according to claim 168, wherein said compound is an SSTR-2 type selective

agonist.

170. A method of eliciting an agonist effect at a somatostatin receptor in a subject in need
thereof comprising administering a therapeutically effective amount of a mixture of
Camptothecin-rvD-Asp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH.

(SEQ ID NO: 4) and Camptothecin-rvAsp-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-
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conprising admnistering to said subject a
therapeutlcally ef fective anount of a m xture
WE2M8(%5143Lci n- r vD- Asp- Suc- ( Doc) 4- Aepa- D- Phe- ¢( E(]E/U?Wmﬁnl”
- Tr p-Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO. 4) and
ARIDLPTRETHD- [(SEAS ADSWO: (40 phérmbeqaicAlyPaeeptakly Ssalty rthddedf, or a
rp-Lys- Abu-Cys)-Thr-NHQ (SEQ I D NO 4)
ppramaseitiseltdompbsifjornibereph abl e sal ts ther eof or a
phar maceuti cal conposition thereof, mhereln said
di sease or condition is characterized by wundesired
1P1. OA ik @&t d)fotﬂeaﬁﬁ & Qliskse lolf @bn AN iBSSsubfRE: i heddihereof, said method
somat ost ati n- type receptors. 172. A nethod according
compusing administeringde edid subi¢atia sheddpeaticdly foe%ﬁ deW@frPf jagnigture of

R e s
(%‘ SIDSNU]QI OJndn @%Bmﬁfﬂvﬂﬁp SWO@»-AEPQDQ&I’QSZ C}Qfﬁ@& gﬂrrp Lys-

prostatic hyp rplasia, atherosclerosis, restenosis,
Abue@s)-TaNEer ,(SEQIIOn I\K)an@erpharpa\nmdé’ ecmpteble qattseha‘ecé, or a

cancer, |lung cancer el cancer., ovarian.
P@é‘iﬁ‘@é?u“Celp‘iOH’é’Pﬁ’HPn Higeo wh%ﬁ S‘HSdJQiSF‘S% & Py, freharacterized by
'a'g o‘ilferétydmgawt tﬂ?@s@oﬁe o RER LR tirftypRAEEStors.
rena medul | ary tunors pheochronocytona,
neur obl ast oma, gangl i oneur oma, gastroent er opancreatic
tunors, gl ucagononma, _vasoactiveintes |naI P0| P gtlde
12 c Aepthgd tae.%ilmg o Hlaimy b vBisreiRy stg® {ishags & condltion is a type of
Cgﬁ;pgangllona pituitary adenona, astrocytonas, benign
nd mal i gnant bone tunors, differentiated thyroid
carC|nona papi | lary thyr0|d carci noma, follicular

thyroid carcinoma, Hurthle cell thyroid carcinoma,

1ﬁ9en|An§‘|e%‘ﬁé acegiging A ckarm|1|72,c‘@hqrewﬁ'gi @RFRE? selgcpel fram the group
th | | ]
FRLARY FSAREH00 RO, b2 o FEL A LB S Sros

réRR08E, Ibré&t hneeaNe@ddn ¢aﬁcéi}1iﬁ?dnkreé?£d:a|ncdruph@stﬁaI’tﬁﬁader, ludg/ éncely, small

met hod according to claim173, wherein said cancer is

gl bagarences AYeERN cancmspldwai@egﬁoefn@dgkm s lymphoma, Hodgkin’s

PCT/ USZPOIZE/:er%, ]ezngato 1bezlc c:‘fr\chﬁ Sﬂggég{eﬁlhﬁa Iﬂtgrs gdcﬁx?)%ﬁ)gytoma,

lyraphoma, fepcrmia; fem nee ere

ne@FBhitsinAY aﬁiﬂklﬁbrﬁﬁ@ﬁﬂang panseiteropatRiatt atumors, glucagonoma,

therapeutically effective anmount of a conpound

vamctrv@mt@hn@ ambyrz@nedfof seeredings tEEOTt d\orefmnctwmng GEP  tumors,
ceutica acceptabl e salts . th egf

gﬁﬁ?‘ﬁé?%‘ut it C%’Ita orf'%osn i Hi° }ﬁomaeSOfbem er ei ﬁ“%%’%&‘ bone tumors,

deftes @B RAQRyreRNAEAAIRHY, bEpiRES Aejraildadramonta, fonevwlay tHyesiliciiginoma,
bl ood vess%ls 178. Akﬂe?ﬁnggccordln to claim 177,

Hutrivleedell thyapid calicinemg emerringiomaianil oan-smalbed!duraicanrarh
newly formng bl ood vessels is selected fromthe group
consi sting of angi ogenesi s,

174. A method according to claim 173, wherein said cancer is breast cancer.

175. A method according to claim 173, wherein said cancer is small cell lung cancer.

176. A method according to claim 173, wherein said cancer is prostate cancer.
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retinopathies, proliferative diabetic retinopathy,
cystic macul ar odema, rheumatoid arthritis,
WaRtBsl4 osis, restenosis and psoriasis. 179. PATFseW&Y22179
according to clain1178, wherei n said di sease or
170Nl intetiod dofSrepting b HReat oy eonditichliatal sibjeeatin negibthbieof, $88 method
A met hod according to claim 178, wherein said disease
cwp@mﬁﬁaetm@ﬁtqn@g é%athl éuboﬁstw&rapebia@ﬂﬁ effecgye apoyitoh g gompound
a%:%g g o Ik o%xylt (gne(r:cléfs alms g?astov%‘igghanﬁé ?ﬁaﬁjl agcf% ?ab%.rsalts {hereof or a
pRAdlateukitd, compREifbM tieadol Wiher€lA $81dOdisca s édnﬁﬂhohﬁs associated with
angi ogenesis. 183. A nethod according to claim 178,
newibyrfeinting blodd #¢ssddase or condition is rheumatoid
arthritis. 184. A nethod according to claim 171,
wherein said disease or condition is selected fromthe
129, ONRn &R h@biditg ©f clAML107, IkEIEn GhiSQBREse F@H&Son associated with
di sease, G aves' opthaInDpathy, bacterial pneunoni a,
newlye Forminegs blelodr vessts dfemelectdd @oaughedgwnoasqr@stmg of angiogenesis,

tuber ular-rel ate r.an rc
R g P S OB P S BBl fhepplgid arhrits
eﬁmthc%‘lsn fbstenosis and psoriasis.
Canpt ot heci n-rvD- G u- Suc- ( Doc) 4- Aepa- D- Phe- ¢( Cys-Tyr-D
- Trp-Lys- Abu- Cys) - Thr-NHQ (SEQ ID NO 4) and

1%‘%38}%%[%%% é&p@{i}%&z By @%&eﬁeﬁ% 5)i-sease %} Zond\l/f\gn is proliferative
dF%&uﬁéﬁ¥ﬁmﬁ§ D- Tr p- Lys- Abu- Cys) - Thr-NH2 (SEQ | D NO:
rmaceutically acceptable salt of each
thereof 186 The m xture of claim 185, conprising a
ht/ wei ght ratio of about 2:98, about 5:95,  about
1§Q: /g@eﬂms‘o"iffﬁr%‘gés claigp 4R Wheregbsaidifistase oncopgitiogyiggystic macular
Oé%h%o about 35:65, about 40:60, about 45:50, about
: 50, about 55:45, about 60:40, about 65:25, about
70: 30, about 75:25, about 80: 20, about 85:15, about
87:13, about 88:12, about 90;10, about 95: ; about
187- Agme;hod aE8Iing)ky-ciaing 178, wherein sald disease or condition is restenosis.
Canpt ot heci n-rvD- d u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
-Trp-Lys- Abu- Cys)-Thr-NH2 (SEQ ID NO. 4) and
18R 1inethde aéddrdingdoletahivl 078, 0@ eth sARDdisdasdite ondifyisis Agiogenesis.
D Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NGO 4), or
pharmaceutical l'y acceptable salts thereof. 187. The

] Ao oS KSRy YL AR g E%hénare
aBfritl2, about 90: 10, about 95.5, about 97:3 or about

98: 2 of Canpt ot heci n-
erGI u- Suc (Doc)4 Aepa- D- Phe- ¢c( Cys- Tyr- D Tr p- Lys- Abu-

lé%/ S/Q method accor Etg clalml\g w%)erem said disease or condition is selected from the
group consisting of autoimmune disease, Graves’ disease, Graves’ opthalmopathy, bacterial
pneumonia, cerebrovascular accident, fibrous dysplasia, tubercular-related granuloma,

sarcoid-related granuloma and radiation pneumonitis.

185. A mixture comprising Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-
Trp-Lys-Abu-Cys)-Thr-NH:z (SEQ ID NO: 4) and Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-
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and
t ot heci n-rvQ@ u- Suc- ( Doc) 4- Aepa- D- Phe- c( Cy T
Wpﬁo 8{}@1 2L - Oys)-Thr-NH2  (SEQ ID NO. 4), or PCTXISZOO7/022179
pharmaceutically acceptable salts thereof. 188. The
Plex{Qysa yﬂD-"mpalymAbﬁ&ys):‘ﬁhffﬁNHs i (BEQ alIDneN@h t4),wet ghtphambdceutically
of about 80: 20 of
acpigblstshle ef aach thereaf- u- Suc- ( Doc) 4- Aepa- D- Phe- c(Cys- Tyr-D
-Trp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4) and
Canpt ot heci n-rvd u- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
186~ tb/esmmﬁh’é'o@ﬁ))m 185, codhfrisirpEQwkighfekight) raBé oflabout 2:98, about 5:95,

phar maceut i cal acceptabl e salt of each thereof. 189.

abbret ww;at oo 3555 12k . alotrBP TS atguta30gs; altaut Py ipbout 40:60,

a f ab
b8l Bihafeh Shob it g PSS P AR TR LT oS 752
abJ&tpsolz\oSab%U8§h/§)ab3£}rs7ﬁbl2abo(15§@d Rod¥? 904D, @t 95:5, about 97:3 or
Canpt ot heci n-rvQ u- Suc-(Doc)4 Aepa- D- Phe- c(q/s Tyr DT

abputl ¥8:2 A (CaBysythadin-rviHS W SEQDPE-Aepa-BPhec(CGys-Tyr-D-Trp-Lys-Abu-

RErTRL EO3P HoSf S eemia v ey SEE b e A Cys Tye
Uégf |0y sA b REAYWIThBKHE B5E8 ID NO: 4), or pharmaceutically acce&/%ble_l_s;:ts thereof.

t°ot heci n-r vD- G u- Suc- ( Doc) 4- Aepa- D- Phe- ¢
-Trp-Lys-Abu-Cys)-Thr-NH2 (SEQ I D NO 4) and

1?%%0t12§£%3@%/$ Egr%l 51?%%6e1g DR %Eﬁqgggga?{)gt_ éroy{O: a%O-lEt 85:15,

aBGLﬁrSng elpbiiCaal1h YabdGCRRioakto8t 558 &t 9286h algcnﬁ‘ Heo b Camptothecin-
WO 2008/ 051421 PCT/ USZOO?/ 022179 191. The

rnDale-Bec -(Docpd AeipaaDEBIG o Cymfymi B TrpgL yas-Ami- @ya)ﬂheNght(SEQtIDoNO: 4)
bout 88; 12 of
Bpiothecin: R ~YPapisAenoR T he ALY S Tr BrEP Uyl Bre-NH:

ﬁp# 4) and
Brrg% tﬁbﬁ%m h%?gcﬁz[%g{’\lkge%tgﬁg%é%g e%-gfbhe c(Cys-Tyr-D-T
rp-Lys- Abu-Cys)-Thr-NH2 (SEQ ID NO 4) or a
gq‘har maceuti cal |y acceptable salt of each thereof

Thexmitereod! gpigt Ao smpEisingrd yekghtyelght gatio wé.aeﬂlft 80:20 of
R AT Pl B Rl 1 T TR O

(SEQY @ADL )©: Al Uar(ay €hmplothdstri2ry G EE6Q-(DIocyNAe pat - I&ﬂd: Cys-Tyr-D Trp-Lys-
Canpt ot heci n-rvd u- Suc- ( Doc) 4- Ae a- D- Phe-c -Tyr-D-T
Abﬁ%k%%{]{z @F@IDWANPW ?lgEQaqe i eadhy agfcfpi@tale éalt of each thereof.
pharmaceutically acceptable salt of each thereof. 193.

The m xture of claim 186, conprising a weight/wei ght

18t i TheOmix@ireusf S5ind 184, comprlsmg a welght/weight ratio of about 85:15 of

Canpt ot heci n-rvD- d u- Suc- ( gl)_a D- Phe-c(Cys-Tyr-D
Campithapin- i Gloyr- l?ﬁfr)rw D(PBEQCD’D KicP-1ap-Lys§bu-Cys)-Thr-NH:

C v D P -
%sw 413 %id @a%%%%%tﬁg%hﬁ Aﬁgae-DQI{hQQFCy-gyIryr-B'-ﬁp-Lys-
AATRRTRUNHE BEQIDaO S babpiarsadeutiifily aaeptable esledfeachliBidreof.
The m xture of claim 186, conprising a weight/wei ght

rati o of about 97: 3 of

lgﬁ?n‘plt}]_t X rg rvcl%'nml.lf&as o (prlsm%A'a 'evePg%t/D wel Iﬂl? ratgoqé? abdiit” 9:13 of

Camptothecin-rvD-Glu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-Abu-Cys)-Thr-NH:
(SEQ ID NO: 4) and Camptothecin-rvGlu-Suc-(Doc)s-Aepa-D-Phe-c(Cys-Tyr-D-Trp-Lys-
Abu-Cys)-Thr-NH: (SEQ ID NO: 4) or a pharmaceutically acceptable salt of each thereof.
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(SEQ ID NGO 4) and
Canpt ot heci n-rvd u-Suc-(Doc)4-Aepa-D-Phe-c(Cys-T%r-D-T
W?ﬁg‘fsff@l“hbu-@s)-Thr-NHz (SEQ ID NO 4) or a PCT/US2007/022179
pharmaceutically acceptable salt of each thereof. 195.
The m xture of claim 186, conprising a weight/wei ght

rati o of about 98:2 of - . _ _
1@ mpthst médine- ofy thiq (8GrompDisiEp 42 Avsiglt/preighé ratips -apgyt. 8§:12 of

: Trp-Lys- > - Thr, - NH2 = D
A A P R TR T e LT ey B
(SHD LpS NOAOY- 468 Catipiothidh- v BRES U DYE)- Adpa-DFPHR-c(Cys-Tyr-D-Trp-Lys-
pharmaceutically acceptable salt of each thereof. 196.
AugBya)- T He (SEQ IDAYAH0 of 2 Paimeestipieally iapegptahle salt efepshythereof.
amount of a m xture according to any one of clains
185 to 195, or pharnmaceutically acceptable salts
19heraRl mdigredor BB MBE SdbhipBink Ya WM%W 1684 lof @bout 90:10 of
-119 WD 2008/ 051421 PCT/ US2007/ 022179 197. A met hod
Gafnptatherin-nip-GlufusdRed:-depaciflie-t(Cypr TynDal rpliy-dbu-Gyp)-Thr-NH.

t eqf, i d t hod opprising adm ni steri t
B85 L R 5B s T o PR rB A BB S S 00 Py
ABuXEY-n 0N H, GROADNOS) _@P&?{Ka@hﬂ&uﬁ&ll? B¥cePiaBle 81t 6lcBéH Wereof.
185 t0 195, pharmaceutically acceptable salts
thereof, or a pharmaceutical conposition thereof,

wherein said a dj sease or condition j .characterized

183 uheirulg pf Slim &84 F%Prbsfngcéwglgfefz%‘ilgféxwes Bhput 95:5 of
S QTRERSSRL DB AESEBIPRE-S(Cy 498 DAHRLARBu-Cys)-Thr-

N R T et B e

($ET Apt BIO: 149 and YaspbthaprwGhsSat(Doc)-AeppDdthe-c88-TyAD-Trp-Lys-

net hod of decreasing tunor size in_a subject in nee

AersbThicSRPISES TRGNO - At mplgatr@ﬁ?eﬁacaé}mffé?%% gl %%?P‘ﬁvﬂereof-

ef fective anount of a conpound any one of clains 185

to 195, pharmaceutically acceptable salts thereof, or

184, pEHenAGaitel 60 klaiho 86 s tdmmisirigher eefht/wabiar gitio sfaalsbut 97:3 of

therapeutically effective anount is that amount which

CaewptabecisrvbhelusiusdDed-Aepgr T PherpGys-Tir-Refirgr Lytipeliys)-Thr-NH:
AR O LR E esi

BRI A Fo LB A SRIERLEED Py DTy

AbhaTyePThCOGHPSE IDN@AN b plaghbdegtically Bekpiable baleétlehsh thereof.
ef fective anount of a conmpound any one of clains 185
to 195, pharmaceutically acceptable salts thereof, or

1ﬁﬁphﬁlrenac%rtei Céi lcléirn? glg?o(%n%r%pn@;?e‘i(lglglgt’%%@%r Faitirc} gf\{;\%l?ocl:]ﬁ 98:2 of

erapeﬁ?ﬁcal?y I Ve fano anount
Cafiptdthdcn-tviDEGRIIBIRID6 §AA adb Phe £ (@l s-Thr-DITrs-al § AbLHTRE)-Thr-NH:
cells in said subject. 201. A nethod of elicitin

an
(FgAPs Neff) entd Gematatimeint ySliadua{Dode dppoP-The-clystlyf-Bctrp-Lys-
Abﬂ-@y%)qfihr-NHz (SEQ ID NO: 4) or a pharmaceutically acceptable salt of each thereof.

196. A pharmaceutical composition comprising an effective amount of a mixture according

to any one of claims 185 to 195, or pharmaceutically acceptable salts thereof and a

pharmaceutically acceptable carrier.
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t hereof conprising adm nistering a therapeutically
effective anount of a conpound any one of clains 185
‘V93m¥§§¥nbharnaceuticalIy acceptable salts t heFEGUS2y/022179
a pharmaceutical conposition thereof, wherein said
19henapehdd ofatdaying b idesedse \ve carditivnt iniassubjeettin ap@lithereof) isgil method
elicits an agonist effect at a somatostatin receptor
compEgngladminjsiing toeaid subjerka fepansubichilyiefgctive apountAf agnixture of
wher ein i [ - 1 r
YR 588363 R b SBE DIRSIBARSGRAN pR0ave i
t1P&3/ 6154 $BrmBediiticiiZédehpobiRerd dRreol OBherdinngaidnd disagse air bofidition is
to claim 202, wherein conpound is an SSTR-2 type _
charheterized by angdspirest projifesation ofeceld dhagfexplepsc Pig A MFe somatostatin
qﬁonist effect at a somatostatin receptor in a subject
¥HPEed thereof conprising adnministering a
therapeutically effective anmount of a m xture of
Canpt ot heci n-rvD- d u- Suc- ( Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D
198 v methodbacc@yalg- BhelailH297, (WBE@IN haepmatpstatingreceptor is a type-2
Caqptothecin-rvG u- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D-T
SPIRAtPRIRUN TREPIA 5) - Thr - NH2 (SEQ I D NO. 4),
pharmaceutically acceptable salts thereof, or a
pharmaceuti cal conposition thereof. 205. A nethod of
199.eah i mgthad difsdersesing twowdi sizeoin iansubjesulin ewed i theraefedomprising
t hereof, said methgd _conprising.,adm nistering to said
adipbjieineee HIVEWARRRLY ELHyE ST PRRICH FerMABHR] 2B Onp of claims 185 to
1%, #glla{ﬁﬁacglﬁtically acceptable salts thereof, or a pharmaceutical composition thereof,
Canpt ot heci n-tvD-d u- Suc- ( Doc) 4- Aepa- D- Phe-c( Cys-Tyr-D
wherdin kais tHdvapeGyic)ly Eiffeetivel2mouSELR thd) dN@und whinhddecreases the size of
Canpt ot heci n-rvd u- Suc- (Doc) 4- Aepa- D- Phe-c(Cys-Tyr-D- T
spif Fyrperin se SeRiRS-- Thr - NH2 (SEQ I D NO 4),
phar maceutically acceptable salts thereof, or a
pharmaceuti cal conposition thereof, wherein said
200. s& aseehaar of dnliblitihg e urglesikedr proliferatize df tuynor weltbas iarsebject in need

proliferation of cells that express one or nore

thegpd coraprsingadnyipistering a Hrempsuticap effestiyeameint gt eampongd any one
0,.¢l ai s r i L :

o S5Eher® 30osl SRR, BsPABESB0 EEd P et

cOPssion hadedf, GMREAT sdis tinedRatilly feffofivk Reno@hDIsthat amount which

_consi sting of neuroendocrine tunors, fibrosis, benign

indyikitstthe tiu@geﬁyeﬁérr@lllfa@rlar} ofgeiddpmerseds Hspid subjedst enosi s,

breast cancer, col on cancer, pancreas cancer, prostate
cancer, lung cancer, small cell lung cancer, ovarian

2012NE @fiethRPOfAHEIARE af ARt eff 1 At iesh@dtodtath leydPedIAN B, subject in need
Hodgkin's | ynphonma, | eukeni a, hemat opoietic cancer,
t@mog eeenpriging Admpistering® herqpriéaHy effRsiya amepint of a compound any one

of claims 185 to 195, pharmaceutically acceptable salts thereof, or a pharmaceutical

composition thereof, wherein said therapeutically effective amount is that amount which

elicits an agonist effect at a somatostatin receptor in said subject.

202. A method according to claim 201, wherein said receptor is an SSTR-type 2 receptor and

said compound is an SSTR-2 type agonist.
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neur obl ast oma, gangl i oneur ona, gastroenteropancreatic
tunors | ucagonoma, vasoactiveintestinal po

‘Vgé@P€§Fﬁg tunmor, non-functioning GEP tum)rsp pERRR 22170
paragangl i oma, pituitary adenona, astrocytomas, benign
2631d ARk ihga %&or@iﬁ? o tclaia 29?2, whrbihadofipolnd eédlait BYTRGR dype selective
carci noma, papillary thyroid carcinoma, follicular

agérystoi d carci noma, Hurthle cell thyroid carcinoms,
meni ngi oma, and non-small cell lung cancer. -121 WO

2008/ 051421 PCT/ US2007/ 022179 208. A nethod accordi ng

200 & |n@étmd2&7ehci‘ﬁh§ bR |aglor§§ ieffe® @NE €5matSstiMreREdpteran @&bject in need
209. A nethod according to claim 207, wherein said

theaent eqonipsisingpadministaring ys gh@apqggpally inqgtlv% apeppip@f a mixture of

Fes A R
($HQ aBNHIC: | HNarldn C%g\?k@]h&ﬁltrvdh -5egwot) hﬂéﬁ@f}rPh‘é& @sﬂ@t-@ﬂp{ys-

conprising admnistering to said subject a

AbleyapEutNBal (F§Q el @i 4)9 phaonaeutdally aseepiadhlmalts thereof, or a
ccordln%tto an g { clainms 185 to 195,

S PERPHUCLORER abl e salts thereof, or a

phar maceuti cal conposition thereof, mhereln said

di sease or condition is associated wwth newy formng

203. oAdnathsbefl teeatig 2 distasa®ir h@rdiitianciora(ﬁuhigcttio ne¢€hthme2& $aid method

wherein sajid dj sease, or, condition a Elated Wi t

CRBRIIGNS BATHTHRETINE G0 8°1Y SUUEF & thesoredfi eqtivE AMPHRE od Aditure of
Cé?gnﬁtgéc I{]g/]jgélu?hg 1(BESNES 12SD-Phé- @{Cﬁ@ Q?lab hI'r ys-Abu-Cys)-Thr-NHa

erative abeti'c retlnopa cyst c nacular
(SE(® B, NJ1ey) naidoiCdmptdthecint ivElu- Slmﬁ(d)@n)ﬁ}tﬁdepa)@l-ﬁw,e c(Cys- Tyr D-Trp-Lys-
restenosi s and psoriasis. 213. A nethod acﬁﬁrdln

A DUPNVRHERS: 10 ol i Bee B Real REFHGAE el theteot, or s
pplgr%acg cglt Jto %orlgbﬁ &éé)@ V(/}?etrélngﬁatd’géaseﬁzl%oncﬁ‘h&?¥s|'@19racterlzed by

accor wherei n sal | Sease or
ugaesited pﬂj‘lhfdrShdh}tﬁ el thwm express oneckanere sa@hotostdtinygiph addeptors.
according to claim 212, wherein said disease or
condition is restenosis. 216. A nmethod according to

26 .aiAn?ngt%\gd a\@&%lﬁ%g §l§1n§j Zﬁj%«g‘@%@n fid GOqilakd 8 cdn%htlon is a type of

angi ogenesi s. accor ing to claim?2
e ein said disease or condition is rheunatoid
arthritis. - 122 WD 2008/ 051421 PCT/ US2007/ 022179
218. A nethod according to claim205, wherein said

28} S AARenda a%goqgllntgltg nclallrfc’l 706, | eﬁergg {do@nzé?qs selected from the group

consisting of neuroendocrine tumors, fibrosis, benign prostatic hyperplasia, atherosclerosis,
restenosis, breast cancer, colon cancer, pancreas cancer, prostate cancer, lung cancer, small
cell lung cancer, ovarian cancer, epidermal cancer, non-Hodgkin’s lymphoma, Hodgkin’s
lymphoma, leukemia, hematopoietic cancer, adrenal medullary tumors pheochromocytoma,
neuroblastoma,  ganglioneuroma,  gastroenteropancreatic  tumors,  glucagonoma,
vasoactiveintestinal polypeptide secreting tumor, non-functioning GEP tumors,
paraganglioma, pituitary ademona, astrocytomas, benign and malignant bone tumors,
differentiated thyroid carcinoma, papillary thyroid carcinoma, follicular thyroid carcinoma,

Hurthle cell thyroid carcinoma, meningioma, and non-small cell lung cancer.
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group consisting of autoi nmune di sease, G aves'
di sease,  Graves' opthal nopathy, bacterial pneu

WOIBISE?Lscul ar acci dent, fibrous dyspl asia, BETRR: 02179

tubercul ar-rel ated gr anul oma, sarcoid-related
granul oma and radi at i on pneurmni tis 219. A conpound
accor ding to Fornul a . Arvdy- C—E[? wher ei n:

2081 & AEIORERE 1 Aim O%éﬂ‘ﬁf%‘i fradsaneq rﬁaa"f F%er Cis

D - D2 -D4 wherein D is glutaryl, succinyl or
del et ed, D2 is (Doc)mwherein mis, independently for

200 CAmReHod Rt@Rdifg td@iiead7, wherdn eiid Gnodr i dhed]cel] lungeareen
x is, independently for each occurrence thereof,
0-100; D3 is (Aepa)n wherein n is, independently for

c rre
2;(2 k Rse Old '&Igcor%_gifo C?a[l@%t‘ﬂ ‘«Q-&egagaks&gger%%ﬂosctb@g
Leu- Gaba Lys DSer-DTyr Me or D-Ser-D-Tyr,; E |s a
bonbesi n anal og of the fornul a
20 nATngsho of tyeating 3.digease 4 sonditiorning smb(egecgme@* thereok; aid method
ti.cal

cHpunranErelr et v oro5s st ARG SHir S bt of o cgmpound

a@do@dlﬂ% 2d-8ny VhResEiAmSs aBsl td3Wb@irﬂﬁ@éuﬁcﬂ@rdcye%&db%esaﬂ& thereof, or a
sel ec fromthe group consisting o 123

pm@r@@amc@ms@@f thys O heyeip 1saigl dipggsgor condition is associated with

newly forming blood vessels.

212. A method according to claim 211, wherein said disease or condition associated with
newly forming blood vessels is selected from the group consisting of angiogenesis,
retinopathies, proliferative diabetic retinopathy, cystic macular odema, rheumatoid arthritis,

endometriosis, restenosis and psoriasis.

213. A method according to claim 212, wherein said disease or condition is proliferative

diabetic retinopathy.

214. A method according to claim 212, wherein said disease or condition is cystic macular

odema.

215. A method according to claim 212, wherein said disease or condition is restenosis.
216. A method according to claim 212, wherein said disease or condition is angiogenesis.
217. A method according to claim 212, wherein said disease or condition is rheumatoid

arthritis.
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CI\NHO\\NNOO or, CONONOO(DNNO\Na
,,,NH N FNO O HO N+p. OO and -
W%&"c?/"é@fhzl PCT/ US2007/ 022179 OF NO N- O PfiT/U§2‘W022179

wherein indicates the point of attachment of said
2tapinethad thﬁbrcdﬁg to\t&ﬁm\ZGS twheRirGakd diegase @ condition is selected from the
phar maceutical |y acceptabl e salt thereof. 221.

BEPFONTYINGE attaimrguRcisss fraves dissarecEraes Opibaimpathy, bacteral
p%{élPrH(?mCOPe%b%\'za cg.xlaqf accident, fibrous dysplasia, tubercular-related granuloma;

sarcoid-related granuloma and radiation pneumonitis

219. A compound according to Formula (II):
A-rvGly-C-E
(D
wherein:
A is camptothecin or a camptothecin derivative;
C is D'-D%-D3-D* wherein
D! is glutaryl, succinyl or deleted,
D2 is (Doc)m wherein m is, independently for each occurrence thereof,
4, 5 or 6 or [Peg]x, wherein x is, independently for each occurrence thereof, 0-100;
D3 is (Aepa)s wherein n is, independently for each occurrence thereof,
Oor1;and
D¢is Ahx, Nle, Apn-Asn, Arg-D-Ala-D-Tyr, Gaba-Asn,
Gaba-D-Ser-D-Tyr, Leu-Gaba, Lys-D-Ser-D-Tyr, Nle or
D-Ser-D-Tyr;
E is a bombesin analog of the formula
GIn-Trp-Ala-Val-p-Ala-His-Leu-Nle-R (SEQ ID NO: 5); wherein
R is NH:z or OH;

or a pharmaceutically acceptable salt thereof.

220. A compound according to claim 219, wherein said camptothecin derivative is selected

from the group consisting of:
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Canpt ot heci n-rvd y- Suc- ( Doc) 4- Aepa- Nl e- d n- Tr p- Al a- Val
@23 Al a-Hi s-Leu-Nle-NH2 (SEQ ID NGO 6);
M543, ci n- r vd y- Suc- ( Doc) 4- Aepa- Ahx- G n- Tr BEAUF2403(022179

-13-Ala-His-Leu-Nle-NH2 (SEQ ID NO 7);
Canpt ot h ' rvGI y- Suc- ( Doc) 4- Aepa- Leu- Gaba- d n- Tr p- Al
a- Val - ( 3- -H s-Leu- Nle-NH2 (SEQ I D NO 8);
rvGIy Suc- ( Doc) 4- Aepa- Gaba- Asn-d n- Tr p- Al

Leu- Nle-NH2 (SEQ I D NO 9);
Suc- (Doc) 4- Aepa- Apn- Asn-A n-Trp- Al a
oV 3 1 Steu- Nle-NH2 (SEQ ID NO 10);
Canpt ot heci n-T &~y Suc- (Doc) 4- Lys- D Ser - D- Tyr-d n- Tr p-
Ala-V al-(3-Ala-Hi's-Leu- Nle-NH2 (SEQ ID NO 11);
Canpt ot heci n-rvd y- Suc- (Doc) 4- Arg- D- Al a- D- Tyr-Ad n- Tr p-
Ala-\Val - (3-Ala-Hi s-Leu- Nle-NH2 (SEQ ID NO 12);
Canpg “bthemnrvGIy Suc- (Doc) 4- Aepa-D-Ser-D-Tyr-A n-Trp

A | s-Leu- N e- NH2 (SEQID NO 13); and

n- T=PA a- X Aba- HIS Leu Nl e- NH2 (SEQID NC. 14)
or a pharnaceu |(,°QI |y acceptable salt thereof. 222. A
conpound accordi ng'to claim221, wherein said conpound
I s Canpt ot heci n- rv@ y-
Suc- ( Doc) a-Ne-A@n-Trp-Ala-Val -(3-Ala-H s-Leu-N e
QE ID NO 6); or a pharnmaceutically acceptable
sal t thée . 125 WO 2008/ 051421 PCT/ US2007/ 022179
; ftqcal conposition conprising a
-&- % fective amount of a conpound
afcordi Ng to any"gn® of clainms 219 to 222 or a
phar maceuti cal | a\:cept able salt thereof and a
pharnaceutical |y acceptable carrier. 224. A nethod of
eating a disease in a subject in need thereof, said
tjhod conpri si ng admi ni stering to said subj ect a
tically @ gve amount of a conpound of any
I K a pharnmaceutically
a pharnmaceuti cal

- 124 -



conposition, wherein said disease is characterized by

i_I proliferation of cells that expres
‘Vﬁgﬁgﬁﬁb esin receptors. 225. A nethod of decﬁgﬁgﬁﬁg%“nf”
tunor size in a subject in need thereof conprising
adm nisterin@ a therapeutically effective anount of a
s iy o0e of clainms 219 to 222, a
eg@pt abl e salt thereof, or a
P fposi ti on, wherein said effective
amount i s thaf*aanunt whi ch decreases the size of said
tunor in said subject 226. A nmethod of inhibiting
t he undesired prollferatlon of tunor cells in a
vehebgirett—"1 indietesithe phiat efofttachongt ipbsaidycampivthecin derlviatjvesto B-C-E; or

t her eut| al | ffe e anmount of a compound of any
&E‘émbzge‘étlca %’f%’ ffé‘?o a pharmaceutically
accept abl e salt thereof, or a pharnaceutica

conposition descri bed above, wherein said effective
22hoAipampaint etording torlainv?il S seleatdd fivorn ghe growp oneletirigraéd

227, CRSRBHIRO- G PO PR CRar R Bt AL {0t AR Lo Nie N

RPey eceptor in a subject in need thereof
conprising patient conprising adm nistering an
ef f eChmp@tienbunGlysfucgDognapepanshoGin-EmyAlaiVel-pfilee Hasi leg-Nle-NH.
219 to 222, a pharnaceutically acceptable salt
(FHRIRYP: Mor  a pharnaceutical conposi tion, wherein
sai de- gL [
agoni g{npgﬁecmeweg a Bbﬁjogggnm?ecep:%%ﬁmsa:%l% A5 Hw Leu
NeNHJSBQCDND:8Y t 0 cIa|n1227 wherein said conpound

I's Canptothecin-rv@y
( DocFamA@ﬁ}sﬂnrréGmﬁwTP@%A\%Paw@é}ba(Asmﬁla-Tw -l ¥l la-Tipgheu-

h&%ﬁ%bég%#g?&g) 126 WD 2008/ 051421 . .

2%59 229. A nethod of treating a disease

l n aCspiotetiniGlyeRad-(DEO- Rea- A rONR-Gii-Tig- AldiViahp-9Ml & HisAgu-
sai d sugksct a therapeutically effective anount of

Pﬁeﬁ%ﬁﬂ§ﬂQ§D My one of clains 219 to 222, a
phar Eacgééye&%'wégnpggeg,&btﬁ 08D HIERC - A VALg-Ala-His-Leu-

phar mac cal erei Sal I sease 1S

bﬂ@&ﬁﬁqBBQMZBM)bm undesired proliferation of cells that
express one or nore of bonbesin-type receptors. 230.
A nethoptothegiaritligPucdDed)af gD Ada- Dﬂyyéx@,nﬂ rsAladValiBshladHs-Leu-

the group consisting of pancreatic
BQHNEFé§$é|no§%?§%d smal | -cel | lung carci noma. 231. A
et hQﬁ’m? BREiELr0glyt Suc§Dad) A G- SWHBTO-ClrS Bripdalg AAC BIALA-Blis-Leu-
[

pancreati ¢ adenocarci noma. 232. A nethod according to
Nd¢-Biifn (98O ID W A®)i andsai d cancer is snall cel I 1ung

ORI R Af o

His-Leu-Nle-NH: (SEQ ID NO: 14);

or a pharmaceutically acceptable salt thereof.

222, A compound according to claim 221, wherein said compound is Camptothecin-rvGly-
Suc-(Doc)s-Aepa-Nle-GIn-Trp-Ala-Val-B-Ala-His-Leu-Nle-NH: ~ (SEQ ID NO: 6); or a

pharmaceutically acceptable salt thereof.
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said subject a therapeutically effective anount of
Canpt ot heci n-rvd y- Suc- (Doc) 4- Aepa- Nl e-

W@azm%ﬁb‘zm a-Val - (3-Al a- Hi s- Leu- Nl e- NH2 ( SEQ | BCRES208y/022179
a pharmaceutically acceptable salt thereof, or a
phar maceuti cal conposition, wherein said disease is
characterized by wundesired proliferation of cells

2RhatA phprmaseitigecoppopitipre comphivig a stherapsysicallyeeffsstivy amount of a
234. nmet hod .accordi ng,t.0 ' 33, erein. sai

i gana P BERLGN PO SIzs o7 e g e Py Seceptable sai

tR3EE hR&h bRardenReAlyGc-RpEBleaathiesal | - cel | | ung
carci nonma. 235. A nethod according to claim 234,

wherei n said cancer is pancreatic adenocar ci nona. .
2 gﬁééﬁetﬁ& gﬁ&ﬁ%%g %lrcﬂlselg iéoac%%%kﬁs%,fgéd f}%he%%%ia% r%ai’lgd comprising
administering to said subject a therapeutically effective amount of a compound of any one of
claims 219 to 222, a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition, wherein said disease is characterized by undesired proliferation of cells that

express one or more bombesin receptors.

225. A method of decreasing tumor size in a subject in need thereof comprising
administering a therapeutically effective amount of a compound of any one of claims 219 to
222, a pharmaceutically acceptable salt thereof, or a pharmaceutical composition, wherein

said effective amount is that amount which decreases the size of said tumor in said subject.

226. A method of inhibiting the undesired proliferation of tumor cells in a subject in need
thereof comprising administering a therapeutically effective amount of a compound of any
one of claims 219 to 222, a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition described above, wherein said effective amount is that amount which inhibits

the undesired proliferation of said tumor cells in said subject.

227. A method of eliciting an agonist effect at a bombesin receptor in a subject in need
thereof comprising patient comprising administering an effective amount of a compound of
any one of claims 219 to 222, a pharmaceutically acceptable salt thereof, or a pharmaceutical
composition, wherein said effective amount is that amount which elicits an agonist effect at

a bombesin receptor in said.

228. A method according to claim 227, wherein said compound is Camptothecin-rvGly-Suc-

(Doc)4-Aepa-Nle-Gln-Trp—Ala—Val-B-Ala-His-Leu-Nle-NHz (SEQID NO: 6).
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229. A method of treating a disease in a subject in need thereof, comprising administering to
said subject a therapeutically effective amount of a compound of any one of claims 219 to
222, a pharmaceutically acceptable salt thereof, or a pharmaceutical composition, wherein
said disease is characterized by undesired proliferation of cells that express one or more of

bombesin-type receptors.

230. A method according to claim 229, wherein said disease is selected from the group

consisting of pancreatic adenocarcinoma and small-cell lung carcinoma.

231. A method according to claim 230, wherein said cancer is pancreatic adenocarcinoma.
232. A method according to claim 230, wherein said cancer is small cell lung carcinoma.

233. A method of treating a disease in a subject in need thereof, comprising administering to
said subject a therapeutically effective amount of Camptothecin-rvGly-Suc-(Doc)s-Aepa-Nle-
GIn-Trp-Ala-Val-B-Ala-His-Leu-Nle-NHz (SEQ ID NO: 6), a pharmaceutically acceptable
salt thereof, or a pharmaceutical composition, wherein said disease is characterized by

undesired proliferation of cells that express one or more of bombesin-type receptors.

234. A method according to claim 233, wherein said disease is selected from the group

consisting of pancreatic adenocarcinoma and small-cell lung carcinoma.
235. A method according to claim 234, wherein said cancer is pancreatic adenocarcinoma.

236. A method according to claim 234, wherein said cancer is small cell lung carcinoma.
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