DESCRI PTI ON PROPHYLACTI C/ THERAPEUTI C AGENT FOR CANCER BACKGROUND OF THE

| NVENTION 1. Field of the Invention The present invention relates to a
prophyl acwbebtongsspeut i ¢ agent for androgeni ndependent preogbpatgomiancer. 2.
Description of the Related Art Prostate cancer is a type of cancer which
occurs primarily in elderly nal es. DESERIBEKNare cl osel y associated with

t he progression of i i I e il curb the

growt h-of the tumrﬁmﬂhﬁﬁﬁéﬁwg&%ﬁggéggﬁmﬁ\ﬁ%ﬁ of androgens.
Mbdalities for treating prostate cancer by inhibiting androgen production
or function include surgical castration by orchiectony, chem cal castration
wi th GnRH agoni sts, bl ockiBACKGRQIIND QF JAHH ENVENAIQNGr ogen ant agoni sts and
i nhigi ting androgen production with estrogen agents. Known therapeutic
agents for prostate cancer include diethylstilbestrol, chlornmadi none

acet at e]. Rislgobthelaventiafiet at e, goserel in acetate, buserelin acetate,

| euprorelin acetate, ganirelijx, flutam de, bicalutam de, nil utam de,
finasteri de, TRecasent inYsrfinn relsics dn p opmRbnlactic/thesansnts ageat s andipaeRs i nhi bit or s

(see, fai a5 ta 4/ 063221). In particular, surgical castration such
as or chilﬂeecpt%grry, Ip(F:Ehse\rég)((::aQQr(':astrati on with a GnRH agonist, and the bl ocking

of androgen signals with androgen antagonists all have a high rate of

ef fj cac nd.few side ffgcts, and are thus very useful therapies. In the
cancer i@éﬁ%@mﬁ&&%n the patient acquires tolerance to a
therapeuti ¢ plugie afiGer & 4 typa6Y c@cet WRicH déur ﬁhﬁaﬁiy in'efR4ilylrhd16s. | Andrb@éns

exanpl e, recurrence of thé cancer or netastasis. Accordingly, there exists
a desi rae tlvsely assodiated| wiphnthe tpregressrangf thisdissdsel i istthaxeforapassibletncerb that i ent s

who have deve d tqler e tp therapeuti ents. ,Even .prost ate
o cor Gapiy e 88 Bindhy TP el Ge brEhaRE S fa s aacotin. MPHHR f31
functi Qtﬁ'ga@ihg ?Mta@é)@dih%er B}hiﬂhfbitﬁ{geaxﬁ?(%%ﬁ p%tﬁfcﬁoﬁ B?ﬁfh@t’i@f infhdé& s&gﬁebpga%ﬁﬂﬁ'&r{ €s
the ability to grow. Prostate cancer that has reacquired the ability to

gr o af byeerchigetomynehemjeal \easiratiqn WiteGnRHagonistseblopking hrdrpgen signalowith
andr ogen production or funet.j.on using a treatnment dal ity such as

o ch ochREB ATt and BTG pitfah bbb Thl e REdAsRen: “pr oot at e
cancer (Al PQXnowwtHéRipeutiCideatsifof Proptatsdaat& ificlidediethIsR®ested], chlormadinone
castration-resistant prostate cancer (CRPC). Conceivabl e nmechanisns for

pr ost atactalfh SEproteERnefGraten goserdingsptate; huseselgy asgtafes dqupenselin acetaty, iganirelts, on of
t unor by . 3 ) ; in.liaan LVigY
et o e kchBURAS RaaTAL PRkl By ndREbhR Syl bl R BBl RO U
mutA i olyasedhhibhos ggpenfor eranple) WO R I2L ¢). Ningattivutan) sufgitdl casttatianisaeh as

orchiectomy, chemical castration with a GnRH agonist, and the blocking of androgen signals

I\ £

with androgen antagonists all have a high rate of efficacy and few side effects, and are thus very
useful therapies.
In the cancer treatment setting, when the patient acquires tolerance to a therapeutic drug,
25  the efficacy of the drug weakens, resulting in, for example, recurrence of the cancer or metastasis.
Accordingly, there exists a desire for the development of drugs for administration in cancer
patients who have developed tolerance to therapeutic agents. Even among prostate cancer
patients who have received therapy to suppress the production or function of androgens, there are
. cases where the tumor once again acquires the ability to grow. Prostate cancer that has
30 reacquired the ability to grow after the. tumor grthh had been suppressed by the inhibition of
androgen production or function using a treatment modality such as orchiectomy or hormone
therapy is called androgen-independent prostate cancer (AIPC) ,hormone-refractory prostate
cancer (HRPC) or castration-resistant prostate cancer (CRPC). Conceivable mechanisms for

prostate cancer reacquiring the ability to grow include: (1) stimulation of tumor growth by lower
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wi t hdrawal syndrone,” T. Hara et al., Cancer Research 63, 149-153 (2003)),
and (3) an increase in the expression of enzynmes which convert |lowactivity
andr ogenswoeoflo76ddslEA, DHEA-S) that are produced by thepagnesnaboabfnds and
cannot be suppressed by surgical castration such as orchiectony, castration
wi t h GeReraggoigvstss (Dra debling mHigand sdectivity sind togemges indhe tndrogdmreesptors (en,
agents dnto highsactjvity androgens (e.q., testasterone,. . .

i ydr dPESTBHHE, Dby TitatioRy g Pfaen reefhor:, AresSBls TRtism ofbissfurgaidss
conver tyifigiradseRadroaledr PALAE et 4., (RFLHSREL SRR 6Bplwﬁsp@©03%,@ﬂqsgg%brease
prostate cancer,” M Stanbrough et al., Cancer Research 6 2815- 2825

( 2006) )in thesapression of euzymsi whickheenvertlexvactetyeirogans sngs DEEA. DAEASHIbatt

progt ate cer.;have yet tq be found:. In light of the above,.there exists a
feosr o FoPRauia e st A n? Eiot Y onpediae ey s PG Rationok Attent

pr ost atcldediony, ¢astratit with GnRH agoristd stGhe MhiIEsH Bf SRIrdeAlfry@RtionBy Ch- ar e
conpounds that have a_cancer netastasis-inhibiting activity or a cancer

gr owt h-GSHPZ; agenty intedugh-acfivity androgenst (f & ttesiesterare, diydeqtesiesteroneddpeg, for

i nhi bit I« N i ahihi 1N tion or treatnment of
cancer ,egh%\? %’ b]glgltr%:%g |dse%%ges elg " iog Béf‘%é %gé‘fmf%(ff %%651/[1 %ég%?fg t?ﬁ%s%é)%eﬁ BO 1499 and
WO 200 ahAngeR-indepShddvpréstate chhiter) NMESTRhERugti et 4., Uaneaf Rusearah 663816512826 t he
invsntiog éo rovi de_a prgg{}llyl actic/therapeutic agent for

andPogdalq beﬁewa‘éqﬁt dryppwhigharg ve aggingt andrgsn-ndspendsnt progptesanseybavs a
medi cat)jep{bbéfgﬁﬁae course of extensive investigations ained at finding good
prophylacti ¢/t herapeuti c agents for androgen-independent prostate cancer,

t he i nvent orls lighvef tHe sbawegthect dxists a dedimsdr medieatiomstwhieh gre\éffeotvet dgaimst

her ei nafher referred to below as "the inyentive conpound”) is useful for
pr eventiPAPEEH eP@‘&fePhﬁroéﬁEFr@ﬁ‘éﬂ-l?ﬂﬁég‘%gW“Hostate cancer. Moreover, the
| nventors haveabiadivaliads, WahCAL bafisodal By chedthbassi imiditent | ve
conmpound with a concomtant drug are useful for preventing and treating

pr d8t atastivighors cancergrdwtlyabibiting paivity and preosffeative, @a namer mietastakis imobitgrs bhe

I nventors have found. t hat di cations_ obtai ned by conbining.the inventive
A e R B R B S R e A RSN R LR
pati ent(\w@ho0eNe63 239 Y R PECk/H®I46H ahe v 2001107 tic agents. The present

i nventi on has been acconplished on the basis of the abovenentioned

di scovery. Accordingly, the present invention provides: [I] A

prophyl acti c/therapeutic agg g ndr-agen. A'aliu'%' dent cancer, conprising
a netastin derivative (1V) J-generat- forrmula, or a salt or

androgen-independent prostate cancer, which agent is highly effective as a medication.

In the course of extensive investigations aimed at finding good prophylactic/therapeutic .
agents for androgen-independent prostate cancer, the inventors have discovered that metastin
derivative (IV) mentioned hereinafter (referred to below as “the inventive compound™) is useful

25  for preventing and treating androgen-independent prostate cancer. Moreover, the inventors have
found that medications obtained by combining the inventive compound with a concomitant drug
are useful for preventing and treating prostate cancer or androgen-independent prostate cancer.
Furthermore, the inventors have found that medications obtained by combining the inventive
compound with a concomitant drug are useful for administration in cancer patients who have

30 developed tolerance to therapeutic agents. The present invention has been accomplished on the
basis of the abovementioned discovery.

Accordingly, the present invention provides:

[1] A prophylactic/therapeutic agent for androgen;independent cancer, comprising a metastin

derivative (IV) of the following general formula, or a salt or prodrug thereof,
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or a group of the fornmula n represents 0 or 1; WL represents N, CH or O
(provided that when WL is N or CH n represents 1 and when WL is O n
repr esentwoQpro/ongsosepr esents N or CH, Z1, Z3, Z5 and Z7peagmmepriesent s
hydrogen atom or a Cl1-3 al kyl group; Z2, Z4, Z6 and Z8 each represents
hydrogen atom O or S Rl represents (1)g;a hygrogen atom (2) a G- alKkyl
optionally substituted with asubsRituedt sellecte® fromthe group
consisting of an optionally f bstifutedlcarb nmoyl igr ou an optionally
substituted hydroxyv.gquq% opti.off I 2aromatic cyclic
group, (3) a cyclic or linear Ci}10 4dlkyl roup;7(4) k G -10 al kyl group
consisting of a cyclic alkyl grqp a a Ip'nearzal kyy” group or (5) an
optionally substituted aromatic cyclic group; R2 represent@V()l) hydrogen
atomor (2) a cyclic or linear Cl-10 al kyl group, (3) a C -10al kyl group
consi stwhgeiafV’ds a gedipofahkformglaoup and a |inear al kyl group, or (4) a Cl-S
al kyl group optionally substituted with a substituent selected fromthe
group consisting of an optionally Rﬂlbsti tuted carbanoyl group, an
optionally substituted hydroxyl grqQup and an ebtionally substituted
aromatic cyclic group; R3 representls (1) a C178 al kyl group having an
optionally substituted basic g &_og Ily having an additi onal

substituent, (2) an aral kyl groWp havi ogtionally substituted basic
group and optionally having an gaiditi ubbtituent, (3) a Cl-4 al kyl
group having a nonaromatic cycl#c hydrecarbon group of carbon atons not
greater than 7 having an optionally substituted basic group, and optionally
havi ng agrovpldf the dormtulaubst it uent, or (4) a Cl-4 al kyl group having a
non-aromati c heterocyclic group of carbon atons not greater than 7 having
an optionally substituted basic group, angt optionally having an additional
substituent; R4 represents a Cl-4 al kyl afgup, whi ch may optionally be
substituted with a substituent selected ftomthe group consisting of (1) an
optionally substituted C -1 aronaﬂ?ﬁ_ ydrocar bon group, (2) an optionally
substituted 5- to 14-nenbered aromatid heterocyclic group consisting of 1
to 7 carbon atons and hetero atons sel(@c)ed fromthe group consisting of

ni t Sogen, oxygen and sul fur atons, (3) an"optionally substituted C8-14
aromatic fused-ring group, (4) an optionally substituted 5- to 14-nenbered
ar onat i ¥ FgIewRof{Be &E8Y2| i ¢ group consisting of 3 to 11 carbon atonms and
hetero atons selected fromthe gro consi sting of nitrogen, oxygen and

sul fur atons, (5) an optionally subBstN ttited non-aromatic cyclic hydrocarbon
group havi ng carbon atons not greater gﬁéﬁ'7, and (6) an optionally
substituted non-aromatic heterocyclic group having carbon

(P}, ;
n represents 0 or 1;
w! represents N, CH or O (provided that when W' is N or CH, n represents 1 and when
10 W!isO,n represents 0);
w2 represents N or CH;
Z',73,7% and Z each represents hydrogen atom or a C,3 alkyl group;
Zz, Z4, 7% and Z8 each represents hydrogen atom, O or S;
R! represents (1) a hydrogen atom,~(2) a C,.3 alkyl optionally substituted with a
15  substituent selected from the group consisting of an optionally substituted carbamoyl group, an
optionally substituted hydroxyl group and an optionally substituted aromatic cyclic group, (3) a
cyclic or linear Ci.19 alkyl group, (4) a C;.10 alkyl group consisting of a cyclic alkyl group and a
linear alkyl group or (5) an optionally substituted aromatic cyclic group;
R? represents (1) hydrogen atom or (2) a cyclic or linear C,. 9 alkyl group, (3) a Ci-1o
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atons not greater than 7; QL represents a Cl-4 al kyl group, which may
optionally be substituted with a substituent selected fromthe group
consi st i ngoabhio(atysoan optional |y substituted C6-12 aronatrce/ipydsonardon
group, (2) an optionally substituted 5- to 14-menbered aromatic

het er océlkyliaow eangistngef seychig abifyl group and edingaralkylgreummnt(het@rsaliad grap

| d f gt i St f.ni and.sul f :
(3) “an ponapitS SlRoRer ERms T BB hnE WiralE YRR BR Bt A optipely ™
opt i onadubytitated Thitatio§Pgrdup,tdd obfion@E RbRibegutd dtyaidxg1 Etéap dnd e g;smmnyl C group

consisting of 3 to 11 carbon atons and hetero atons sel ected fromthe group
consi styubgtitted gramaigeqycliogipypn and sul fur atons, (5) an optional ly

subgti tuted - ar [ Y Ghi r r . . t not
arester 1 har7ePRRT ) S CHEA s S Bl rtRly AN dRAMLS BB 1O
group heptiongllye Ravinarpddaidonabiubgtimaite (2)tah aralkyl glbup kgvirgsandgiopdlly Sibstituvddi ch
may optiopally be substituted with an optiqnall \Klﬁ)SUbSt . tuted Cl-4 al kyl

group VWK SHOWRHKL qrtigaaHY Ravingansfditiongl sybstiientb3)@driss alkylggouprhay g nasy |
group o | ' ' d with
an opt iadc})na gé}&%shly ?{ogztﬁggn gﬁ&%y}{ Eﬁ%g%&%t%ﬁéﬁgﬁs‘ﬁ%{%ﬁ%{p@%}%ﬁ %d from
t he gr capstitotedibasic gepupf arcbopi@mly hayingian additidnad sabsyituent, ot@t) adt; 4(aByl @roup

t ted by f : ~CONH-, -CSNH-, -CH2NH-, - NHCO-,
B el B SR il RS ERE e ShE EL  ome
be subsdgiiohhiRfsubstifutdd Hasitbrdup2 b bptn@HP haRRg an 48difisRM] S8RBheEnhly dr ogen at om
O or S; "and, 4P and P, which may be the sanme or different, each may forma
ri ng by conbRnieprgséntaa ' Palkyl gloup,whiCi ntaygptineallyarecsubstpnted evithsa subsfituent

hyd tional ani id.res; ti |
0 S concieiratsddtar fls Ao SossRfe ofTh B8 ePibdatly bt d 55 uatbRs sy Bosshomnce
in the aghpe2ps thﬁﬁlﬂllllyeﬂﬁﬁtiﬁl%rs‘li’c@ N1 86 ier&ERohRt MR tefocy 1R groul EQ4Rting of

t by f :
21:132- ) cebynaons apd tepvayms sy Gonuby gaspCorsismol npgencomzegand
represen a rogen ag,.omor. | a (. g rou L1 . -
Ryt g By a 9B Y9 T el b Pt A8 B PE h ek b B oy
group, dubbtituted!st itd) 04-glegibRred(aromatiafilel Retei@E Rk, grovp édnkisthy 6K YtV cgbeip or

(i x) am no group, V\hichw%oups rrgﬁl/ optionally be substituted with a
subst i tatems apdheteioritergs safectst fremahe group semsistipged nitjagencoxygeupnd sulfur atoms,

(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not

20  greater than 7, and (6) an optionally substituted non-aromatic heterocyclic group having carbon
atoms not greater than 7;

Q' represents a C, 4 alkyl group, which may optionally be substituted with a substituent
selected from the group consisting of (1) an optionally substituted Cs.12 aromatic hydrocarbon
group, (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting of

25 1to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and
sulfur atoms, (3) an optionally substituted Cs.14 aromatic fused-ring group, (4) an optionally
substituted 5- to 14-membered arorﬁatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur atoms,
(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not

30 greater than 7, and (6) an optionally substituted non-aromatic heterocyclic group having carbon
atoms not greater than 7;

Q” represents (1) CH,, which may optionally be substitﬁted with an optionally substituted -
Ci4 alkyl group with a substituent selected from the group consisting of carbamoyl group and

hydroxyl group, (2) NH, which may optionally be substituted with an optionally substituted Ci4
. _



J2 represents (1) NH optionally substituted with a Cl-6 al kyl group, (2)
CH2 optionally substituted with a Cl-6 al kyl group, (3) Oor (4) S, J

t hr ough Jweach/o7epsesent s hydrogen atom or a Cl-3 al kyl pgraepmos/@Botishr ough
Q@ each represents a Cl-4 al kyl group, which may optionally have a

subst i t dkyligreen withedubstisnent Iade@wgfrpmdbﬂ gioypicansiging qf carbaproybgrep ynd

substrt t ed 12 ar i c hydrocarbon group, (2) an optionally substituted
- to 1%@%’@0“8 3?@53%0 heterocyclic group consisting of 1 to 7 carbon

at ons and heyeéfresn®®Bgoa e@ﬁr@sénﬂ‘eacbmféﬂﬁmmr-emwmnnesm NN INggen, -
oxygen and sul fur atons, tronally substituted C8-14 aronatic

f used- r CHeQgreHeS-» (AP0 CHEt-i %nﬁdqp}@ <GH-ewhih may aptionaly be sebstifuedat i ¢
f t f 3to 11 b t d het
usesd 2&’{& %é%@?ﬁﬁuﬁu&&:onm sting o o] carbon atons an etero

at or’s & group consisting of nitrogen, oxygen and sul fur

atons, (5) azj"leptdsanghydrmgubabmg oEs; a@m aromatic cyclic hydrocarbon group
havi ng car bon atons not greater than (6) an optionally substituted
non- ar omat i ¢ 5@485afé%lrm%yemﬁﬁamawﬁléfeeear,tféﬁhm&n%mgﬂoéf&pmb%ﬁalzd (7)

an opti I t aigroup, (8) an optionally substituted
guani dlﬁg?g)r%lgp, t}?%% éa{nﬁgpt onafsly substituted hydroxyl group, (10) an

optionally s(llb)hydrbgéreatonar boxyl group, ( 11) an optionally substituted

car m)yl , and (12) an tjonal | ubsti ut ed. sul f hydr rou
hydtbgen atc aesp%waﬁ asinoyaidfraiden conyipu H§ eronmuarﬁ&ywa@g BG i ned
t 0get hefermRitis ofthe 3048 BﬁmoJa%l@é%gué&e uﬂhe%ﬂﬁ'n%ld &k rgéres&{tedY By 8RO I@ may
be conbi ned t oget her, forma ri ng Y1 t hrough represent S a group
repr eseNOed; by for mul a: -CON(J13)-, -CSN(J13)- C(J14) N(J13) -

-N(J13) CO ( erein J13 a ea h represents hydr ogen at om or a C1-3
al kyl group)t 3@6" pffpﬁeéﬁ'{}%%é’h? rogen atom Oor S); (4) a group

E S\Erefr%: ?Rt ed Pyigryd’sy'ddhHddyH ESM)(EF Y EFHAP)H N C(J9) (@) C(=210) -

15  (wherein:

I represents (a) hydrogen atom or (b) (i) a Cy.15 acyl group, (ii) a Cy.15 alkyl group, (iii) a
Ce.14 aryl group, (iv) carbamoyl group, (v) carboxyl group, (vi) sulfino group, (vii) amidino
group, (viii) glyoxyloyl group or (ix) amino group, which groups may optionally be substituted
with a substituent containing an optionally substituted cyclic group;

20 B represents (1) NH optionally substituted with a C;.¢ alkyl group, (2) CH; optionally
substituted with a C, alkyl group, (3) O or (4) S;

P through J6 each represents hydrogen atom or a C;.3 alkyl group;

Q3 through Q® each represents a Cj4 alkyl group, which may optionally have a
substituent selected from the group consisting of:

25 (1) an optionally substituted Ce.12 aromatic hydrocarbon group,

(2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting
of 1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen
and sulfur atoms,

(3) an optionally substituted Cg.14 aromatic fused-ring group,

30 (4) an optionally substituted 5- to 14-membered aromatic fused heterodyclic group
consisting of 3 to 11 carbon atoms and hetero atoms selected from the group consisting of -
nitrogen, oxygen and sulfur atoms,

. (5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms

not greater than 7,



J1 and J2, each has the sane significance as defined above; J7 through J9
have the sane significance as for J3; Q through Q have the sane

signifi cavoeon7tsd Q ; Y and Y each has the sane signi Pcearomwassdefi ned
above; Z10 has the sane significance as defined above; J7 and Q7, J8 and (8
or J9 and Q(Grap optonradliishbsiiiuted geniaromatisrheteyocygliel g@Rp ‘hypingsarbos atomsymtand
@ may be cog%n ed together, to forma ring); (5) a group represented by
for mul a83%T J10) (QL0) Y3C(J11) (Qu ) C(=Z10)- (wherein: J1 and J have the

sanme S|gn|f|g@@gepﬁ@um@kungﬁme@@ﬂﬁmjQ@ﬁﬁsents J10 and J1 1 have the same
significance as for J3; 0 and QL .1 have the same significance as for @B;
Y3 has the sERhangptionallysh Jéuta@gu@dlneczr%ve Z has the sane significance

as defined a and QL 1 may be conbi ned
together 8§§ﬁgﬁﬁ&%W6%M%t %%88§§1é%é% beconbi ned together, to forma
ring); (6) a(1g)r)ammuiaatlgsﬁmstmdedwarb@xyhgk@p,.Jl J2-C(J12) (Q12) C(=Z10) -

(wherein; J and J have the sane significance as defined above; J has the
same si gni fi cdnaeopionply sgbstm@@cqq MO LIAUBS gni fi cance as for QB8; .Z10

s ot e, Soe%) BLbIGAN el G AINER and. ) And Q12 my be cort neg
group remh emnmy fornula J1 (where J 1 has the same significance as
ancGgen- i ndbpEAGENT Bater 1 W TbgaRGY A e RaRIep R eorc e R 7
e 2950 0, Y haeorsund QL Aty MIGTLAR IR \piR i g
a salt ther eﬁff thrpugh Y‘h@ctlg@rcsems d grpup bapvesentel by dommuldie net astin derivative
(1V) T's Ac- D-CT(XI(I(JB) CSl@?JnT) &ZJ 14)N(J 13)- or -N(J 13)CO- (wherein J 13 and I each represents
hydrogen atom or a C;_3 alkyl group); and,
15 z" represents hydrogen atom, O or S);
(4) a group represented by formula:
Iy Q)Y Ca)@) Y CENQ)CEZ")-
(wherein:
3 and J2, each has the same significance as defined above;
20 _J7 through J° have the same significance as for 3
| Q’ through Q9 have the same significance as for Q3 ;
Y? and Y? each has the same significance as defined above;
Z'° has the same significance as defined above;
7 and Q’, J® and Q8 or I’ and Q9 may be combined together, or, JFand Q' Y?and Q¥ or
25 Y’ and Q° may be combined together, to form a ring);
(5) a group represented by formula:
I P-c'QY Y @y Q=21
(wherein:
J' and J* have the same significance as defined above represents;
30 J*° and J" have the same significance as for J°;
Q' and Q" have the same significance as for Q3 ;
Y? has the same significance as defined above;
7! has the saine significance as defined above; and,

7% and Q" or ' and Q11 may be combined together, or 3% and Q10 or Y’ and Q11 may be
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Phe- Azad y- Leu- Arg(Me) - Trp-NH 2 (Conpound No. 550) or a salt thereof; [5] A
prophyl acti c/therapeutic agent for androgen-i ndependent cancer, conprising;
Ac- D- Tyr -Wobom/oassys Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 @eConapzosvd7idi.  550) ,
or a salt thereof; [6] The agent of [5] above, wherein the

andr ogesombiersiiesctben tocfom@aring; andr ogen-i ndependent prostate cancer: [7] A
prophyl acti ¢ eyf | andr ogen-i ndependent cancer, conpri sing;
Ac-[}Tyr-I—Iyp({6;<t‘si|gi-:ozﬁg)rr-g ﬁge-n%ffl)grﬁ{élﬁl Arg(Me)-Trp-NH 2 (Conmpound No. 723), or
a salt thereBfF-dBhH@Hscegdht of [7] above, wherein the

andr ogen-i ndependent cancer is androgen-independent prostate cancer; [9] A
prophyl(él‘élﬂeé?;t her apeuti c nmethod for androgen-independent cancer in mammal s,
t he smet hod [ T L1 of: ) i ffective dose of a netastin
der isvati ve %@?ggs%&%%%‘ei sﬁlgtﬁfgng%%%/%%ﬂ%rg ag&éegl t or prodrug thereof;[10]
Use of a metlshdsrthelemesiphifiearct Wy fad>;defined in [1] above, or a salt or

prodrug theregf for producing prophylactic/therapeutic agent for

andr ogen- i ndgpéﬁﬂg?ﬁsa@&ﬁ&%‘ﬂt?cap% %504‘}? i'on, the present invention also

provi des, fOZ”ﬁé@ﬂEQ's&xheEigg?ﬁfi’cbn&E“&d@ﬁHWéﬂo@f therapeutic agent for
t f 11

L
andr ogen-i ndependent prostate cancer o “above in conbination with a
conconi t ant argh Q'[2 129y Beheonatgeatt togéthdriorl]” aad Q/& mayibe rcoinbirted dogethrer,driformns
dru1 is.one or nore selected from anong hornonal agents, al kylating agents,
met'abol 18)=Mt agoni st s, anticancer antibiotics, plant alkaloids,

| runot her apgyh ofoupdepteSonted s, MFHER: Whi ch inhibit the action of cell growth
factors and recept ors thereof; [13] The ag;nt of [1 1] above, wherein the
conconi t ant JKwhered' has thRsamesignificancags definedmbose)l HRH r ecept or ant agoni st ;

i i dm ni i i . have d I d
AL o el T R R L
conbi ngirb&iite@hndete Netastin derivative (1V) as defined in [1] above, or a

salt or prodrug thereof and a concomtant drug; [15] The nedication of [14]
abdve, wherein the therapeutic agent is one or nore sel ected from anmpng

o . . . ;
ant 1 b1 g1 86 Bish ft I EbYe, DcRAFRE hedh s APV PR B Byr A AR T Py
i nhi bi tAzdGly-deii Aig(k)-Tep-NHir(GoinpofieiNor 22330¢la sdictpteof;s t hereof; [16] The

medi cati on of [14] above, wherein the therapeutic agent is a LHRH receptor
agoni st or

[4] The agent of [1] above, wherein the metastin derivative (IV) is Ac-D-Tyr-D-Trp-Asn-Thr-
20  Phe-AzaGly-Leu-Arg(Me)-Trp-NH; (Compound No. 550) or a salt thereof;

[5] A prophylactic/therapeutic agent for androgen-independent cancer, comprising;
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; (Compound No. 550),
or a salt thereof;,

25  [6] The agent of [5] above, wherein the androgen-independent cancer is androgen-independent .
prostate cancer;
[7] A prophylactic/therapeutic agent for androgen-independent cancer, comprising;
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; (Compound No. 723),
or a salt thereof;,

30 [8] The agent of [7] above, wherein the androgen-independent cancer is androgen-independent
prostate cancer;
[9] A prophylactic/therapeutic method for androgen-independent cancer in mammals, the method
being comprised of administering an effective dose of a metastin derivative (IV) as defined in [1]

above, or a salt or prodrug thereof;



a LHRH receptor antagonist; [17] The nedication of [14] above, wherein the
concomtant drug is one or nore selected fromanong hornonal agents,

al kyl at i ngoagant7egoe et abol i ¢ ant agoni sts, anti cancer antclijetdogs7iopl ant

al kal oi ds, i nmunot herapeutic agents, and drugs which inhibit the action of
cell growth factors and receptors thereof; [18] The nedication of [14]

above, O[‘rﬁ’ﬁgggé &&B@ttaf&t?ﬂ;%%mgh%‘ I\ﬁ%gt%f:fg%dﬁgkgf;ﬂeﬁo%&%‘%Bts&‘i %ﬁgﬁgt th@feoffdr R

recept agoni s rophy ut e agents

andr ogegtrodunippropkylictiRAReapedtRugent fot hydrogedsihaépendanegicer.of t he present
I nvention are useful because they can be adm nistered to patients with

andr ogen- i nd8FeAeR: the arrsent ipgaisien jalsopjoyidessfoesamplicer ), which has posed a
hald : C G _ . ; . C

£ ho “pr aahi e HoB i iepAicidoblh o BEGEONAL mal oo R Pk OlhcBEEAN TRt

concom doattfinadion gyitheancbricemitant dragyl arl y useful as a prophyl actic/therapeutic

agent f ostate cer and androgen-independent prostate canger. The

i nvent i [3 é] ﬁé‘?ﬂ%‘?&i ‘P%ﬂi ?f%boést‘Bg‘HE'é‘ftE? ConsEPMAIRY ‘ﬁF% 1Y ARIB 9 sglgﬁetgfrogiaqqug}& S
who ha I t ' 3 : ot :
DESCR ARER Gy B RR s FeGbOR Ehagdlisl SRARAILT WFBGRN, PlanPhcilics,
andr ogemmusipeapdetic agRa8? dnddnugs whikhoinhibitftee scionfof Cealhprowtll fadtors 886d and

Co;r@ound . ﬁl23. The bars in the graph indicate a nean value + the
st adar8RRF HFSE  or a mean value - the standard deviation (sol vent

group, Mm % Fl;ﬁeoa%%m(ﬂ(&l MPaRe, whGe@ItRY! B@ncBnﬁtaﬁpdru%@’ﬂ)BHRﬂI fBeptdrlabotlsPPa N =

7). **: nnett's test, conpared with solvent group) Fig. 2 shows
ant i t unedRHoe¢eptanantago@stipound No. 550 and Conpound No. 723 agai nst the

DU145 t L-bearing . nodel. (74.days after.the transplant ati of DU145 '
cel | 5) . LTRATRERGH AR OPirink e b afre- PRty AP Bord BleBoseni cat e t e
MBaxXi MunresataiRe 0@ thélﬁﬂéﬂti@ia@&m e In&licdtioh beRB e coRweitioh of tHR Hestin WAl es
the third quantile, the |ower base of the box indicates the first quantile,
and> i ridVreas definedhin fhd gbewe, ont salt oESdRE thareR{ agh aTHECPRERERRED EVBODI MENTS

L e ST TP AR T AR R SRR ] GRICRIAIh o
r epr esednichghormidl apgeras ailitydathhggefls; meabsbliointagbnists3 antanédtdndFiotief pement s
ot oSO R R B D R asnTisand gt WIAHENDE the deion 2600} SR8 &
pres yaryERthsrapspticngantss: B W e arfjon &si¥sent s
P%gr gg?%gq%%gbg% {r}%gﬂtgglr Zt gf SE(C):Y-IWZ. by >C= Zz , >C= Z4, >C= Z6 or >C= Z8 each
20  [16] The medication of [14] above, wherein the therapeutic agent is a LHRH receptor agonist or
a LHRH receptor antagonist;
[17] The medication of [14] above, wherein the concomitant drug is one or more selected from
among hormonal agents, alkylating agents, metabolic antagonists, anticancer antibiotics, plant
alkaloids, immunotherapeutic agents, and drugs which inhibit the action of cell growth factors
25  and receptors thereof;
[18] The medication of [14] above, wherein the concomitant drug is a LHRH receptor agonist or
a LHRH receptor antagonist.
The prophylactic/therapeutic agents for androgen-independent cancer (especially prostate
cancer) of the present invention are useful because they can be administered to patients with
30 androgen-independent cancer (especially prostate cancer), which has posed a challenge in the
clinical setting. Moreover, the medication according to the present invention is a combination of
the inventive compound and a concomitant drug, and is particularly useful as a

prophylactic/therapeutic agent for prostate cancer and androgen-independent prostate cancer.

The inventive medication is also useful for administration in cancer patients who have developed
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The C1-3 al kyl group used includes nethyl group, ethyl group, propyl group
and isopropyl group. WL is preferably N and W2 is preferably CH Preferred
conbi nat iwo0mio78sbs hr ough Z8 further include the cases woene2ddoand Z3 are
hydrogen atons and each of Z5 and Z7 represents hydrogen atomor a Cl-3

al kyl gtotemgnea fegsistanee)d6 therapetic agentsnd Z represents O or S. More preferably,
the conbinations of Z1 to Z8 include: -(a) the case where Z1 is hydrogen

atom Z3 is hydrogen atom Z5 is hydrogen atom Z7 is hydrogen atom Z2 is
O Z4 is O Z6 is O and BIIBFDESCRIPTIONOFAIEE WRAWIKEGS s hydrogen atom Z3
i s hydrogen atom Z5 is hydrogen atom Z7 is hydrogen atom Z2is O Z4 is
o Z6 is O afg. I8 4 graph showying a@dmewme@e@henaﬁa3 BGantitumarebiges ot ons, 75

dr 0 is
o e Cfbaladit. 556 A CTRipbing YL, Bk babe o el i e e VDS e
atom (sandarddeviatidnkot a eIt it sl dirSdRgdtich b 6ldentigtdupan stdmorrﬁp@ﬁa
selected fromthe group consi sting_of an optr onal ly substituted carbanoyl
group, Mo PPtarermmS 1 finsrpoupd . ﬁ JUEWRPI N gGridup and an optional ly
substi t,u.t 3 or linear Cl-10 al kyl
group, (4)"a <%(@%?tﬁ¥%sgr%8uB%%gr’?grghs%orl\?\ea?éﬁugfcycI ic alkyl group and a
l'i near al kyl Kjg.@ughowws apbjunsor amli}%mdmp@nﬁgﬂ(b 590 edd Qoapatind Noy723 agagisoup;

sutdh | e S I4Stmh-beB e rroen|7-Sbs heEne o U DhLF ST g (bF et
opti o naslzvlgi%ké?léﬁﬁ b e B% R4 mﬂ fidRatete ﬁfé&irﬁﬁﬁﬂldabﬁe%ﬁ@ el ﬁlﬂﬁrﬁgm%ﬂfeoxyl

group and an opti onal substitu efj aromatic cyclic group; preferably (1)
hydr ogethe appanbasa of(tB¢ bax DllicAtea ltheythird moantileths iawantbast ofithhbex mdivstes thteﬁnst
sel ected fr. m%ﬂ onsrstr ng of an optionally substituted carbanoyl
gr oup, %t ?ﬂ"?‘{’ ?F‘Fﬁ{a@d' droxyl group and an optionally
substitut ed aromatic cyclic group. The "Cl1-8 al kyl group” used includes,
for exanple, a linear or branched Cl- 8 al kyI group Such a%_ nmet hyl , et hyI

prodyl , isopropyl, J ITHE; entyl

PRI &ﬁﬁ%ﬁ%ﬁﬁmﬁé?@?%wﬁ? rﬁg’ et peBEig ' o Bafiohl 8GR Fbliiay 0

a Cl-3 ahiyherOWOGIN O CH, Srepbdiyd 1 ai Wién we‘tlgo alreprBgntsl O UWa répregenie E)f ed.
The "optionall ylzgl%str t ut ed carbamyl group” used includés, for exanp e,
1

car banoGH; eaghipg aad 4 repsessatsdiydrogenatom er 4C).3 akkyhgrounirand wagh of

et hyl c ar banoyl group (e.g.
di et hy Caf%ée{fj‘lmz)yftp?e& Pﬁ%&oﬁ%%{rgr%lyp%ghyl met hyl car banoyl , etc. ), a nono-

or b - C6. 14 Heglrg Whlaﬁlméﬂ“ 8f orp® fePregents PydroydcabMAtRYhoiety shown by >C= Z2,

1- napht hgl car barmyl 8
,>C=Z7%or >C— Z” each indicates the structure of >CH,.

The C,_; alkyl group used includes methyl group, ethyl group, propyl group and isopropyl
group.
W' is preferably N and W is preferably CH.
25 Preferred combinations of Z'through Z® further include the cases where Z' and Z3 are
hydrogen atoms and each of Z° and Z’ represents hydrogen atom or a Cy.3 alkyl group and each
of 7%, 7%, 7% and 7® represents O or S.
More preferably, the combinations of Z' to Z® include:
(a) the case where Z' is hydrogen atom, Z’ is hydrogen atom, Z’ is hydrogen atom, Z’ is
30  hydrogen atom, Z%is 0, Z'is O, Z%is O and Z%is OR
(b) the case where Z' is hydrogen atom, Z* is hydrogen atom, Z’ is hydrogen atom, Z'is
hydrogen atom, Z2%is0,Z%is 0, Z%is O and Z%is S;
(c) the case where Z' and 7’ are hydrogen atoms, Z’ is hydrogen atom, Z is methyl
group, Z%is 0,Z%is 0,Z%is O and Z® is O; etc. Inter alia, (a) and (b) are preferred.
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napht hyl car banoyl , etc.), a nono- or di-5- or 7-nmenbered heterocyclic
car banoyl group containing 1 to 4 hetero atons of 1 or 2 species selected
from ni t rmgemo/gedsbur and oxygen atoms in addition to cachgrombonmiye.gd.,

2- pyridyl car banoyl , 3-pyri dyl car banoyl , yridyl car banoyl ,
2-thienylc arl?sgmsqsents(k)myém@en giopardya Ci eﬂgyl)gromqpttomﬂy is‘kl@tmmrcbmth a

" 0Pt 1 0Nkl o SHISELEN R YIS onBLRNPSr MG RIR] U O SHAP L T O

group, an op I ona y su SR OGFouD > an opt |ona

subst i tapitivdalsubstitubddydxoxyl gfiup.and an 0pfioraillg shiystiutes hiokatie dy€He é:ﬁup, (3)a
aral kyl ox?/ group, etc._ The "opti onal substituted Cl-6 al koxy group
"opt i orfclig oxlingar Guue dlylagoup (%)ray%wﬁl@ | gtayp capsistngnfiagnyslic 91k§ha§t1p ?%Fi &d

Cr/- k6
Supsy; et atodl BHE) ol SERoRG shBRR e bt Bold Eoul AhicPRRL (1) hydrogen
g; oup' Aaidil&h ono(ﬁ) aO]laala}Jkyl gtdupl ! top'gumaeljr sngéitﬁt_T_ﬁmth@yslubxt%tumt&ukelcted lﬁroﬁubﬁtgfrcbupe nt -
ou I.C e a escri.pe e aro | Cl.lC rou
" opt Poﬁ&mﬁytl%%ﬁq enttoaglasubstifed caghamayl groypn Q@”@&aﬁmﬁﬁ Yérc?)@}anm e,

an ar O;Q%ﬁaxﬂyzﬂ{ QRIRRY s19c§sﬂl=ﬂ?edf ﬁbﬁgﬁi&fch@%@{fﬁ/&éﬂaﬁl Q'iPh'ﬂiro a%rﬂ”&lr%f

f used- group,” an aromatic fused heter c gro €tc. The "aro
hy dr oc & jxoaiky] rgpeyyp’ substittiteidneithual sghstifuent seleatqilfmm me@edpaccms;shng Dﬁalqoolsamiallﬁs

I, - bi phenyl yl , . 3- bi phenyl yl..  4-bi I cl ooct atetr nyI etc.
B et carbaingy) gone B ptal st B 0Lyt Gip 255 oR asaEy” | o
14 rrenb;glbggmegrag&ﬁgtfbtgymlé dup. 10-menbered, nore preferably 5- or 6-nenbered
aromati c heterocyclic group containing 1 to 4 hetero atons of 1 or 2

speci es sel eEhed€ fsrabieyl graupd geed inglutiés, Foramampley g Eneantoo heancheds@ds alkylrgroup

carbon at |f|ce | es -t hi epyl),

furyl (é“’@ % mﬁ&ﬁa‘}rﬂ %“’P PS’“’P%EWHC |‘5°?’é{y&(se° gu%%%_@rﬁ eBVi’i la‘gnenpff :

4- pyr| Chéb entS'lhhé%mB@pt}(leo@yl; eté;, bRy @zaty{ alkfA-gréup ﬁléﬁlaé/hycl@prbbylaéfﬂldﬁu)yl

oxazo yl (e oxazol yl , 4-oxazol y%[ pyrazinyl, pyrimd nyl (e.g

py rliSmi onmgﬂpental, syelohexl, rﬁ}‘F ) Intesyatia.dt -3 qllsylgroupisug ras giethyl, ethydyete.cirg | |

3-pyrr ﬂaﬂ ilar rg Idyl (e.g., 1l-imdazolyl, 2-imdazolyl, 4- |mdazonI),

pyrazol pytrazolyl, 3-pyrazolyl, 4 pyrazolyl), pyri dazinyl (e.g.,
A

3-pyri daZI nyThe ‘%pﬁwﬁalliraszlbstytht)ed caﬁ)@mlaylagx@hyi use@ ingkludes; fos exdmmpsie Waybamoyl, a
I soxazol yl é;g. , i soxazolyl), etc. The "aromatic fused- r| ng ar oup used

i ncl udgBoRe- lcﬁa&wbgmg 6212+ nwgly&ra&ﬁén% dearbaponngte-)-(ad

%’hgapgﬁ%ﬁg ?rgé@g@%%e{eé ocycpwcl: group” usr'g%lE %#ogéetﬁ%{gr ;'eli%{%n%ﬂ o§lh9tc%' keo

14- MnTEmdné-mreﬁﬂsabmylcﬁrbatmﬂ@rdmp itagr, pHe)nybdacbamﬂow lGﬁaIihlth)deaIﬁO)aj’ Dnatic
ontaining 1 to_4 heter ns of or 2 species

het
s§| 22? g }ﬁgamapﬁagéﬁp) San9ner °éﬁb5‘09€>79’é‘ﬁm§? etefpcaalm ?qreﬁn% %0% 11
car bon &h%%ﬁg? to @ HIRAR® x@hﬁmf 1%%@‘3&8; g&&é&ﬁ&ﬁ@@dfd&g ds?{q@{ h afoms

hydr ogen ato roma /- to 10- aromati c bri ero r|ng In 5-
t o 14- neradditied t¢ parbbmaiahis;(e.'g 2tmyridylcarbamoyl, 3-pyridylcarbamoyl, 4-pyridylcarbamoyl,

2-thienylcarbamoyl, 3-thienylcarbamoyl, etc.), and the like.

25 The "optionally substituted hydroxyl group" used includes, for example, hydroxy group,
an optionally substituted C;.¢ alkoxy group, an optionally substituted Ce.14 aryloxy group, an
optionally substituted C;.j¢ aralkyloxy group, etc. The "optionally substituted C,.¢ alkoxy

nn

group," "optionally substituted Ce.14 aryloxy group" and "optionally substituted C5.1¢ aralkyloxy

group" used are those given for the "optionally substituted C,.¢ alkoxy group,

optionally
30  substituted Cs.14 aryloxy group" and "optionally substituted C;.j¢ aralkyloxy group” in
Substituent Group A, which will be later described.
The "aromatic cyclic group" in "optionally substituted aromatic cyclic group” used
includes, for example, an aromatic hydrocarbon group, aromatic heterocyclic group, an aromatic

fused-ring group, an aromatic fused heterocyclic group, etc.
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10-menbered) ring containing 1 to 4 hetero atons of 1 or 2 species selected
fromnitrogen, sulfur and oxygen atons in addition to carbon atons.

Speci fi ¢ Wwya0)Rsso9f t hese groups used are quinolyl (e.@crB2@vonoiy! .
3-quinolyl, 4-quinolyl, 5-quinolyl, 8-quinolyl), isoquinolyl (e.g., 1-

i soqui noI yI TI&-'Iasunmlch’Hydcmb@nlgmapjlused includss, |femam]xhd Q6,14 anytigtopp s@eh ax |
1-ind I t.h I b b] t hi |,

(e 0. Db 2 STeerL b D SRR T E AgH 5o B b Fur anyl (e g\

2- benzo| b] f uri@Matomaliciebzadelit gﬁﬁ@y bleBREUHES fdrikEmplENS 5- RURIShbinueRY, used

in the "aromatic cyclic group” “includes a substltuent sel ected from
Subst i tpreferably bup 18;methberhd wmére poefetablyel- atésmemberdd amgnaRit hetehenyeliagroups ed

hydr, th , b d t hyl
s SRk 1S54 RBRY i K1 or SR o Serested i iR B vt pory

‘z‘ nSVL{‘ﬁ“‘ﬁﬁ‘?ﬁ"* carfor HoBY %"%ﬁﬂﬁyﬁx‘”@‘?hm@“’y‘*é‘?ﬁw' St T

i sobﬁt ya- ﬁrsbé %M»pyndsét(@ gbatmdybﬁmmﬁékﬁrmdﬁm thi gﬁ@ g &élgﬁﬁﬁylnét hyl , Y
th , £ hyl

T hyar oopec sy BBy SN ITE, ooaple i oS acll AR PR by

etc., nBfrienifinef ar nmdldyy)gpmmetyl L-p)’lrrdilylj Qcpwﬁﬂﬁyxpyﬁbgl)%uﬂeﬂﬂﬂ%e@t s (1)

hydrogen atom. (2 cyclic aor linear Cl- group, (3) a Cl-1Cal kyl
gr olp cbﬁmdg%qlﬂg2wndélzelyb Mrignidazelyl), pyeazp Y!a(?dg a1 wwaéala/l érmaz%yloﬂrpyra@plym) a

%e%ﬁ% congllu@ |’n(‘Jl!)>q-P£l‘E (5|Ot|oda%]?&§;S Wﬁgﬁ zelfjgbar am)y lﬁgrlgog%g&gn(e%n

opt i onad-ispxsaobd), ketcut ed hydr oxyl group and an optional |y substituted

aromatic cyclic, group.. Anpng others rred are (1) hydr ogen ato (2) a
cyclic or | .%@r@iaﬂfcfuaqdkwg giosn puseérlmﬁls; 3@51:%0%%9 %‘tqﬁ]hrﬂj of

a cycli r l(aQr “eﬁxthx#r a |inear
C1- >1/0 a 9111%{() ’ppg a Ci1- 10‘5%%&%3{%% %C(?I’ISI S Pr?g ?kg e|1§:1é)al kyl group
andsa |i nearTIa:| aydmagicdused letqroeiclic gewip"” kel ioylotess fc@bxampbl kf]'Jf tog?r4ennpmbs&ﬁ
|nclude | oal k rou ch as .cyclo

eyol obuByAterablycy onEraismibessh Piskilo P itk BRus becR o Ripithfteine dgo

al kyl o H&&o'aﬁﬁﬁé’&kel 5ES Epekies 8418tbd fiBROMbger, SRRIrARY |ox%§3~1'1ta¥<l)ms irSRAEHOH to 3

sec-butyl, tert-butyl, pentyl, isopentyl, neopenty , hexyl, heptyl, octyl,
nonany|to ld @@Ehwlatorm, ora mowem@r@lp@llmgd by pemfunsg eng cnglooal la'dmygma@oml kyl

rou r al,k u sed .i,ncl udes e
Oyel bar Bom 3 STt ARl hRGEaert Ry oo, RS e THeRthiuonin
et Qo Exﬁm%ﬂibe&ﬁ) fidg EHEAIHIG 1B U Metero @tdMYd of IP61OPeciel SHEPHbm Hit#bgen

i sobutyl, sec-butyl, tertbutyl, cyclohexyl nmethyl, benzyl, hydroxynethyl

2_car ba‘ﬂﬂfw andgygen gliomsp@ p,gl@mon &q earborpatpmg. Specific examples of these groups used are
quinolyl (e.g., 2-quinolyl, 3-quinolyl, 4-quinolyl, 5-quinolyl, 8-quinolyl), isoquinolyl (e.g., 1-
isoquinolyl, 3-isoquinolyl, 4-isoquinolyl, 5-isoquinolyl), indolyl (e.g., 1-indolyl, 2-indolyl, 3-
indolyl), 2-benzothiazolyl, benzo[b]thienyl, (e.g., 2-benzo[b]thienyl, 3-benzo[b]thienyl),
25  benzo[b]furanyl (e.g., 2-benzo[b]furanyl, 3-benzo[b]furanyl) and the like.
The "substituent" used in the "aromatic cyclic group" includes a substituent selected from
Substituent Group A, which will be later described.
As R, there are used hydrogen atom, carbamoylmethyl, 2-carbamoylethyl,
hydroxymethyl, 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 2-pyridylmethyl, 3-pyridylmethyl, 4-
30 pyridylmethyl, 2-thienylmethyl, 3-thienylmethyl, 1-naphthylmethyl, 2-naphthylmethyl, 3-
indolemethyl, methyl, ethyl, propyl, iéopropyl, butyl, isobutyl, sec-butyl, tert-butyl,
cyclohexylmethyl, phenyl, acetoxymethyl, methoxymethyl, etc.; among others, preferred are
hydroxymethyl, 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 3-indolemethyl, methyl, isobutyl, etc.,
more preferably, hydroxymethyl, 1-hydroxyethyl, etc.
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others, preferred are nmethyl, ethyl, propyl, isopropyl, isobutyl,

sec-butyl, tert-butyl, etc., nore preferably, propyl, isopropyl, isobutyl,
etc. R3 rwpremant®s (1) a C -8 al kyl group having an optcenatdoyosubst it ut ed
basi ¢ group d optionally having an additional substituent, (2) an aral kyl
group havi ngiianecp@pcntsﬁalhb'slrogatbetpnt @)eccyglie prlingan Gp- mailsiyl@oum 121 4 G1-halkiyhg an

ddi | b Cl- 4 h |
Py oc AP BEEBIRE SF S eistsctiod ettt nle Wiealt Ry o R Crp R BB onal 1y ©
subst i tdﬁl@ﬂaﬁ}aﬁb@tlﬂf@%th aBsbsBRichORRlcted R kHedprs: ﬁ%a&ﬁis&mg d8hn Sptikaily uent ,

or, (4) 4 al ky ?roup havi ng a non-aromatic heterocyclic group of
car bon S@bﬁﬁ‘ﬁted @@rbgma gpupmwpnondly sulstited poyteral grpup abs en opti@!lpasi c

0 ofbr AP B AR e " AR AT e RHER ISP dro AL e
group ajsdinestCopalkyy gfdﬁpj (51113)5@C@Qﬁﬁlky1@ﬂ@1p Sonbisting Uﬁzﬂtyclﬂfhﬁcyl gfup@ndlal y

substituted basic group” used includes, for exanple, (1). a guaniding group

opt i ondinegr dlksyl grgup: byrpasticnlassE) e lisggarCipip BHﬁYtEmuHIOR?ICI 1clkyl greyn cqngisgng of
met hyl , propionyl, etc. etc. 2
an aﬁ1ndg%pg3%yg%%8én ??%B%%%ﬁhbgg%@xggrsu stltugntg frgn1C1 6 ;Ikyl C1§6)
a;:yl (e. g Tt dyglic gﬁid“alk)lfl EDTWEd inchajes, oﬁoybxarﬂmlé%dcs meioﬂlktyl glfogjlpl)sm‘ryais
etc.), etc. a car bo no group (e acet am do

optli onaﬂypvpmﬁtwglﬁb@a?m Abep u%)fﬁl‘ﬁweﬁgf ogp oBt ' onal | y having 1 or 2
substituents )I Irife é‘a}‘bl mcﬂké &G%Jt 1n(:ﬁld9 metmtéﬂ()gl’ pl%@b’isop%?plﬂhtyl

I sopropyl, but acety pr opl on et

al kyl cascbhmxll mhlmylgtemtpntﬂep@tyl tsoptryl dcx)peoml ihemgl, hyptsly ostyl, mohalvdecanydn
am no group optionally having 1 to 3 substituents fromCl-6 al kyl, Cl-6
acyl (€'9., nethyl ethyl, propyl, isopropyl, butyl, acetyl, propionyl,

etc.), etc. fRong, %&?Ngﬁmpl%ﬁilﬁﬁfgqﬂa@yehamw gbﬁpmwﬁhéwlamgfdﬁp@@ed N,

N- di et hyl guani di no N - di met hyl guani di no,  N-‘et hyl guani di"'no,

Nadét yligcladésd forexamplena Csmcyréoaikiyla@mmikyl Igrouy shichas h)ydlamntbdmeﬁm, noacet am do,
guanldlnoﬁﬁ?ﬁﬂn]gﬁ? m di no, and the like. The ' addltlonal substituent™

ot her tHW& iOhal | y substituted basic group” used includes a

subst i tuent BengaeLer RY insluSsbetiyl Waiy, Iﬁ,p}qplséplbpyleb tﬁipswbumcbec&@mé@s of
the "Cl-8 a group” used are nethy : tﬁ I sopropyl, butyl,
i sobut yhutylsewxmylmethsér bengyk bydrowgmtbyl ZT@dwmyh VlntegRentyH eiC. hEmgng

1 1y Bt At o, B SR o
2- rmpht ﬂi&fef’%ﬂﬁ)ﬂropﬁ, 180;£ibp}‘1€1@w£ylhydc 3-
R’ represents: ‘
(1) a C1.3 alkyl group having an optionally substituted basic group and optionally having an
additional substituent,
(2) an aralkyl group having an optionally substituted basic group and optionally having an
25 additional substituent,
(3) a C;.4 alkyl group having a non-aromatic cyclic hydrocarbon group of carbon atoms not
greater than 7 having an optionally substituted basic group, and optionally having an additional
substituent, or,
(4) a C14 alkyl group having a non-aromatic heterocyclic group of carbon atoms not greater than
30 7 having an optionally substituted basic group, and optionally having an additional substituent;
particularly preferably (1) a C;s alkyl group having an optionally substituted basic group and
optionally having an additional substituent.
-The "optionally substituted basic group" used includes, for example, (1) a guanidino
group optionally having 1 or 2 substituents from C, alkyl, C,.¢ acyl (e.g., methyl, ethyl, propyl,
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phenyl propyl, 4-phenyl butyl, 5-phenyl pentyl, 2-biphenylyl nethyl,

3- bi phenyl yhnet hyl , Abi phenylyl nethyl, etc. The "non-aromatic cyclic
hydr ocar bwo 2grompseef carbon atons not greater than 7" ugedprobuodes, for
exanpl e, a C3-7 cycloal kyl group such as cycl opropyl, cyclobutyl,

cycl opesenrppylciutyloneeryll propioayl, Tﬁfe) eifo (2)ANATHRP grqwetoetlona,lbr hayingr bieg3 of

car bon reat t han e r. exa

10- nenb%&’ge{([}cﬁ%r{g%ﬁgl&oé %éyl’nef %ac L8 g T %e{é‘%l‘}%g/g&* Y2 ?lf?'PdoflSH tﬁfiﬁéﬁtelr o atomns
of 1 orprdpispdcetes, el )heni Jallqrrwirbérrqumﬁo gfdilpf(vlg., abétamxdoy @ptiedallyBubstituted
addition to 1 to 7 carbon atons, Specific exa | es used are

pyr r ol i With§ gugnidigo groyppsprlparlbdlrwg r ot %wbsgmeaﬁs 3¢ pYh Sliic@rvy(ee;

[ | 1- d | |, 2-

O oz e, o, BropyEIERGRN St hderyt SofiBA0) LY, ol ey
i pi peralkbrlmtbonyizhmmpgmuji (Et;g ,,acé@nﬂ@d)lo?nﬁudlbyts#bstmdﬁmlhydn a(nantg groullznx I f

i perazin i zi.n i no i oqor phol i nQ, etc anpl es o
the * %UW‘FﬂYglF b PRl ai ko Ewlkyg@ny eyl 45 Bp ety <BY oBROPY b bt y | |
I sobut |
3000 S B SR P o o G5
N- d| rretmgthglgamudinnd)leahmlethy&u(ahtdmd MNertﬂmhggumndinmd‘)T-l@thy}hgdamdmo N-

- (R e aaRRIs Haisr Repetsypla S N S0F g amisd. REVBRERIN i no) buty1

2 guam ﬁroauémm%ormnmmgmw no) ethyl, Aani nobutyl
4- (N- et hyl ami no) but yl, 4- (N, N-di net hyl ami no) butyl, 3- am' nopr opyl , 2-

ami noet hyl , H‘m"nddﬁ;bha}lsrlbsimw@h@bmahmd@neoﬁwrxallga‘dmtlditerbbasé;t gonp'thasedt hyl |
2-

s SRR i B g o0 (9%

(4) 1 -am di napiapfldstfMhé o d@kNrou &d &t |nE@E}fl>’ét}éylefn‘épyl %Bﬂﬂ)yptﬂil@ﬂs
preferred are 3-guani di nopropyl, 3-(Nmethyl guanl I no) propyl, 3-(N,

di n'etlﬁl@dawpdluﬁé)tﬁﬂdpwl; pentyINisopentyli PRoPRRY L hexyldaapijlpeasply pte.
3 N-
3 (N acet yi olan A REARY et A0 e Bl & oy RaRBY bipvp such a8 eapbuc 1

2- guanlIdieﬁaﬂylh&bher%ﬂﬁl%ﬂﬂﬁtlhb‘ipgﬂ@’ﬂhdﬂhﬂp)laiabkﬂlyhmmlmDlﬂﬁpﬂenylethyl 3-
4- (N-met hyl ami no) but 'y di met 2’2” am no) butyl, 3-am nopr op)i

am noetMghyl pmawmém@ywl %ah%a?,eet.‘/éz -bipheyiyimethyl,nbigherydraesi d%mat hyl |,

etc. p{ef erably, 3-guani di nopropyl,
3- ( N- ne%@% 8{%}5‘%‘5%5 propyl, 3-(N, Ndinethyl guanidi no) propyl, 3-(N,
N 200 net hyl g[l&rihdh—raﬂ)mdtmp;)ylchc Bydi¥earbbry prpup iof darbor) albﬂﬂyiot gieater than 7" used

(N-acetylc ani.di no) pr o 4-g I di nobug yl Igu nrdrno)btyl
2- guam‘&?lr Iexa‘ﬁﬁ gébﬂf’m oﬁgﬁ(gromsqcé e)gfi?ﬁrgp aikSMC @CBUE whi ch
may optd.epakiyl, 4€ substituted with a subst i tuent

The "non-aromatic heterocyclic group of carbon atoms not greater than 7" used includes,
for example, a 5- to 10-membered non-aromatic heterocyclic group containing 1 to 4 hetero
25 atoms of 1 or 2 species selected from nitrogen, sulfur and oxygen atoms, in addition to 1 to 7
carbon atoms, etc. Specific examples used are pyrrolidinyl (e.g., 1-pyrrolidinyl, 2-pyrrolidinyl,
3-pyrrolidinyl), oxazolidinyl (e.g., 2-oxazolidinyl), imidazolinyl (e.g., 1-imidazolinyl, 2-
imidazolinyl, 4-imidazolinyl), piperidinyl (e.g., 1-piperidinyl, 2-piperidinyl, 3-piperidinyl, 4-
piperidinyl), piperazinyl (e.g., 1-piperazinyl, 2-piperazinyl), morpholino, thiomorpholino, etc.
30 Examples of the "C;4 alkyl group" used include methyl, ethyl, propyl, isopropyl, butyl,
isobutyl, sec-butyl, tert-butyl, etc.
For R?, there are used, for example, (1) 3-guanidinopropyl, 3-(N-methylguanidino)propyl,
3-(N, N-dimethylguanidino)propyl, 3-(N, N'-dimethylguanidino)propyl, 3-(N-
ethylguanidino)propyl, 3-(N-propylguanidino)propyl, 3-(N-acetylguanidino)propyl, 4-
13



selected fromthe group consisting of: (1) an optionally substituted C6-12
aromati ¢ hydrocarbon group, (2) an optionally substituted 5- to 14-nenbered
aromat i ¢ Wetermwyki ¢ group consisting of 1 to 7 carbonpatrgemosndoiret er o
atons selected fromthe group consisting of nitrogen, oxygen and sul fur

at ons, g@pllchmpbmp;g; Mslmthﬁgmnqulbstyl @-guanidinosthyl; 2-(N ]Emehz(fjlgﬁmgd@omwll . 4-4)
o o, coReRYh - EHmsthEmiRo BB SR RDb L, cREReBRRE, 25T  om t he

group cgimbosthil) dmdondthylofBMoacXasiaBmeaig], Subhidinoddc@didomethyR2- opt i onal | y
substituted non-aromatic.cyclic hydrocar bon group havi ng carbon atons not

gr eat er(@h@dmpcaraﬂ@yl)e@}agl @H-gpanidinehenyylsdisstinabgnad, @Goh- ar omat i ¢

h | b h lia,
or efer s sty CldRe g, el R Rt T Bl oot "oyl
subst i t piaftlylfiethgl; b atdoamothess, gfsfétaedca&e&@ahmwpﬁopyq 13)(1% optionally

substituted C6-12 aromatic h& rocarbon group |onaIIy substi t ut ed
t

5- to 1methxlemanidmoiprepis 3¥Nh @m&y&gua@dgm)g@p&b és@‘étN ﬁlgm@thy gum dipojpsppidn

oxygen o bt B tihetSl 3 fhop BT ARo AU, FRG S lpo bR AR

fioed hm‘““‘;"“r’” o f“‘h’dg“mm""”“mmm%% bon. ‘if‘%&?“ﬂ:ﬁ‘éﬁﬁéﬂ??‘ '
at ot sEpEepwl, ﬂr@hme &% ﬁy ﬁgn%tiolyeémﬁé% 3 AeRIOB 25 Ul f ur
at ons, )mb)@tﬂ Patanﬁﬁ@ﬂ,énxylsmﬁiohw {;1%{}3@ ﬁ?]%%i&aﬁ&&{ﬂd%nﬁm Qgar bon group

havi ng carbon” &t ons not gfeater t an optlona substituted
non- ar opmtlcwalﬂbepmfdmblyﬂ—gu@mdmcpprbmd; Waacthpllguamdmp)pmpylg?f @é,tlé{ than 7. The

"Cl- a roups.. inclu th [0 byt
' sobut yinedigipinaRpRE o B imen gttt et s e dup
i ncl ud H&'ﬂﬁ%ﬁ&‘dlﬂﬁoﬁ%pﬁ @él%!’&lh&od@ﬂd& PRAhOAYIAEANRS KA D gﬁarﬂdﬁ%é’thylaﬂﬂ
cycl ooct at ettaenyl . nmbered aromati c het erocyclic group
conlsi st amigobiityll etco 7 car bon atoms and het er oat onms sel ected fromthe group
consi sting olf{4n|tro n and

o vber oq R ot B8 B e, SEHTE B wich ity SHQRRI P Bt L subsgiuent

6- nenbege%éted@cﬂﬁ@h{&%rbﬁp asmansEh} of: ey &1 @;stxﬁlhny sElisAHRed\0} G ArdnidticUfAfocafioner
than the 1 to 7 carbon atons, from1l to 4 heteroatons of one or two species

sel ect egrofp.dR ameptipnally sehgtinttedsrtp 4 d- rafrmbm@/ gromasic batsrocyfliugropp eonsisting of
| th
gxfmoy?f tos‘? 84:§$§ flt)og{s(égﬁrf lhat(ef e?oms %elgcgef Pﬁé dth? gr%llp%@é%l%]m}g olfﬁl\ﬂro %ﬁgaf%gen and
t hizol sdlfuf atoms, ﬁahh»Famlwlsubﬁnﬁtbd a3 QJ atbmaﬁc filsbd-ainglgydup, ( @&ﬁl}@glyﬂlalfye
yl)

2- oxazol 4- oxazol pyrazin rimdinyl (e.g 2-pyrimdinyl 4
pyri mi of tllt)nedp%r 9 df-ymeéngherad aroma%@flas@a/ Werogyﬁgprgreumonsgnpg/ Pf 3tg/]} carbon

d
' m az OJfXJns Gfid gftell'ojatgr% Qr g%?’h?m%ﬂ %{@ug%% ;nsg o;%;n;t?a&‘aégféé!#l:% %g&g%{{lﬁé Aokls,
3 pyr i d@i) amwpnoﬂalnysubdﬁmtddyioh ara»naaxicm)&ho lhydrocerban gradipihavingicazboh witomsarud

| soxazol yl . 9., 3- ) ) . . .
gr%ater t%ag 7, and, (6) an optionally substituted non-aromatic heterocyclic group having carbon

25  atoms not greater than 7; inter alia, preferably C,.4 alkyl group, which is optionally substituted
with a substituent selected from the group consisting of: (1) an optionally substituted Cq.12
aromatic hydrocarbon group, (2) an optionally substituted 5- to 14-membered aromatic
heterocyclic group consisting of 1 to 7 carbon atoms and hetero atoms selected from the group
consisting of nitrogen, oxygen and sulfur atoms, (3) an optionally substituted Cg.j4 aromatic

30 fused-ring group, (4) an optionally substituted 5- to 14-membered aromatic fused heterocyclic
group consisting of 3 to 11 carbon atoms and hetero atoms selected from the group consisting of
nitrogen, oxygen and sulfur atoms, (5) an optionally substituted non-aromatic cyclic hydrocarbon
group having carbon atoms not greater than 7, and (6) an optionally substituted non-aromatic

heterocyclic group having carbon atoms not greater than 7.
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| soxazolyl). The "C8-14 aromatic fused-ring groups” include naphthyl (e.g.,
1- napht hyl, 2-naphthyl) and anthryl (e.g., (2-anthryl, 9-anthryl). The "5-
to 14- nemvened/@assysat i ¢ fused heterocyclic group consi scmgroieB7ive 11
carbon atons_and het eroatons, sel ected fromthe %r.oup consi sting of

ni trogen, oxihseiCiamtkyd graups” mchidss mathyl, isthyh popytloisapropdbetyk ésobpybfses-abl y
5- to J.Oql %rgﬁﬁ pi cyclic or tricyclic aromatic heterocyclic group which
i ncl udes,” ot her tQs(ri the 3 to 11 carbon atons, from1l to 4 heteroatons of
one or two SARCIRS, s®hadt dgdiocabon pivig” iticludeg didnosydlic\Cs. 2 Adnaxy B9drodirboms ,
or may be a nonovalent 5- to 14-nenbered (preferably 5- to 10-nmenber ed)
group VEAPHNS suele puphey] dfycloopiatetiagion atons, from 1 to 4 heteroat ons of
oneor two Gice f j g . e
and 5i S obt aisﬁged 5b;f/0 fﬁhn%\%b%gedaiﬁ%ﬁ%@ﬂ%%%‘é% ago%%girsf)d# 391;?0 ?g%ggl?atr%ﬁber ed
ar onmat iandheteesaddns sijeded fromg. thd loup comdisting of nitrgger Soxygen antbsulfur atims” nfay. g. ,

(ZeZS: ,nf*lf-y%' SR amrhered el 10 el dnd aicys sy pr Srgpmbered
ECTMN Vb P o st
D A e

e e -
oo e tRE et exhapel R R g 2dsforty FPER R R @ED S BREAD o

cycl oprpy), pyﬁ&ﬂ'(@.@ﬁm@yﬁd‘ﬂ QLWI,WprrRM&)L MevW (d BE 2'-'tﬁfaggl9r, QBialSlyl, 5-

het erocycl 1 C” group havi'ng car at ons not greater than used incCludes,

1; or ezeth' elyl)aox@zolyt (?Qah?wm;ﬂ}dﬂ-nm lblrpmazmyh@wem' 'd'wl (eeg. R-pymi llmbw]; ; 1a4-3i ng
to et er,o tons r | es cte rom,nl gr en,, .su u
UGl A L I B LT i it e 3 M N A e

| 4-Thhi 1 1iglbnyl _B¥ra gl 4 vEldapmyl(e. 9.,
(e. 9., ikm@rblyd4 Hmﬂ%oly $-yyaAopiielpny pf;a.%om 3. %?‘F‘ﬁ‘”y ;*lg )zqy.rﬁbgﬂ%;ﬂg% y 51 €. 9

2-oxazolidinyl), imdazolinyl (e.g., m dazol i i m dazol i \

i mildaz deignBryyridazinsk dopymdaz él)gsqtg@Zﬁ@le@rg-@ﬁ-wymlaz,@lsﬂ) ek isepragglyl (e.g., 3-

3-pi perig(gja%/l& 4-pi peridinyl), piperazinyl (e.g., 1-piperazinyl,

2- pi peraziny ?; nmor phol i no, thionorpholino, etc. The substituents used for

these " C6- 12THer @} aontayid figed ringrproupat includeraphtbylL¢-gTEhepheity] 2-aaptichyl)

het erocyclic glr oup consisting of 1 to 7 carbon atons and hetero atons

sel ect edppdrrk(Re. ¢28ohrdefandeylhg of nitrogen, oxygen and sul fur atons,"
" Cs- 14 ar ongfyjeCest 1= r r G LeRs - ;

het er ocyclic ger gulpt)bsggrrlr{selhggf ngaﬂg@atéc Y%eﬁqggréé%{zﬁr%&fngo r%%gﬂgéﬁe#({)ijgtg%%%n
sel28ct edorhs amd hdierogiomsseleoted ifoin thg godupdonsistienef Mxryger oaygbnsant sulfursdtans’, "

"non-aro I c_cyclic hydrqcarho roup, havi arbon, atons not greater than
7" and m%'é# AP oReEebeS &Vgrﬁég ajr%w-wam%%gﬁhé%aw AtBRECITSFOTBI L er
than 7"hekddgdyifle grdupwi¥iR R Ries, DR thdn4B888 S0 11 carbon atoms, from 1 to 4 heteroatoms

of one or two species selected from among nitrogen, sulfur and oxygen atoms, or may be a

monovalent 5- to 14-membered (preferably 5- to 10-membered) group which includes, other than
25  carbon atoms, from 1 to 4 heteroatoms of one or two species selected from among nitrogen,
sulfur and oxygen atoms and is obtained by removing any one hydrogen atom from a 7- to 10-
membered aromatic heterobridged ring. Illustrative examples include quinolyl (e.g., 2-quinolyl,
3-quinolyl, 4-quinolyl, 5-quinolyl, 8-quinolyl), isoquinolyl (e.g., 1-isoquinolyl, 3-isoquinolyl, 4-
isoquinolyl, 5-isoquinolyl), indolyl (e.g., 1-indolyl, 2-indolyl, 3-indolyl), 2-benzothiazolyl,
30  benzo[bl]thienyl (e.g., 2-benzo[b]thienyl, 3-benzo[b]thienyl) and benzo[b]furanyl (e.g., 2-
benzo[b]furanyl, 3-benzo[b]furanyl).
Radicals that may be used as the “non-aromatic cyclic hydrocarbon groups having carbon
atoms not greater than 7” include Cs.; cycloalkyl radicals such as cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl. |
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sel ected fromoxo, a halogen atom (e.g., fluorine, chlorine, brom ne,

| odi ne, etc.), Cl1-3 al kyl enedi oxy (e.g., nethyl enedi oxy, ethyl enedi oxy,
etc.), niwoapiooyssye, optionally substituted Cl- 6 al kyl pcopproomailopw
substituted C - al kenyl, optionally substituted C2-6 al kynyl, optionally
subst it ut ed 8- "goryramaticiheteroeystic grraip bavingisartionatasgs @8 -gleptesthan 7"oped onal | y

substi t.u C{ - ral kyl: tiopall substituted Cl:.6 al ko . hydr oxy,
one ondB8esc for ERa bR A ¥ or Dk BBEEUhoR R RIS afted T il 5

ar al ky|1xeto atoiscoiita? 2 spaéibOfiddied o Hitrdgehechlfl afd atyeeh bivngs, irdadditediadol Iy
substituted C6-14 arylthio, optional Ii;psubs.t_i tuted C/-16 ar aylﬁla.l t hi o,

opt i ondPrathepatoras, siech asmyrelifinyh(e.g.alpwaoligipyl Swyrplidigyh dtnyrelidinyono- or

di-¢ 1- i po ' i met: i Ne, . niNa,

di etnyl SRt AT B0 Ratiian ) IHAEPHOR (ELTEMMLAAR 2 BARER: | ke
nono-  dmidizekidyl§ pipekidinyll &g ND-p{peridiny],\2-pipkddingio 3-pipevidatyy,| apipatdinyl),

| sopropenyl am no), optional Ié/ substituted -6 al kynylﬁm no (e.g.,

2- but y rRIPEIIFOY e 8o 1-DIP§RHRYIn 2 1PIRFraZimy L) snorgholingy tipraorpholing &16) | opti onal Iy
substituted | - |vgal : OPE Op Vil 2m

cycl ohexyl aﬁo%g PStfo%%etdliiéo%a IT(% tg% s't@?tlﬁ%(ljggmégﬁfélﬁg%g Izgr)r‘ﬁﬁh’o %2@91.4?1593191%&@
pheny| aamomatic lihtgrbeyryic gnoupaonsiatily dfy1 s caabon atpinis and hétyrosandras s¢ledted fromi the

al kaxy-am no (e,.g.,.nethoxyam no, .et hoxyam r OpOX I nNO,. " i
O AR ATNHTE PETD P P RERo o S 35 e Gt B g fing group," "S- to

al kyl carfoapmbaie %da@ic%sed%?e&&cég@m Qﬁ)uPQ'bﬂﬂ.btﬁ@’df@% N9 .cafior@tdind A Qero
etc.), optionally substituted -8 cycl oal kyl carbonyl am no (e.g.

cycl opratgp$ sehedtesniyom thergroup yonsigtingtof ngengen oxlygen arsl sulfur atoms,” "non-aromatic
cycl ohexyl.car bonyl am no, . et.c. opt.i onal | bstituyted,C6-14 .

Yol carasblis RidEPRbEEgts hihifs birbSPRER BoL e By ABS "M matip. i ona 1 y
subst i tHete@skySlic BroubHaving 2hAHBAKoME MR gtitdt tharEtIRENIS T6R8AMpRT K ikktituents

et hoxycar bonyl am no, propoxycarbonyl am no, but oxycar bon‘ﬁ?ar nino, etc.),

optlSonakelepted dtpm pxqrdwlagen gtoa (o8- stldringy ¢l ating, bfasige, iogipe.toy¢-5 ¢ iBony! ani no,

oL LGN T8y S SBRSTR A BHE LSS, Gl Aty gt e
1- naphtguikys LdptionxlypsibetutedtCy.¢)dlkenly R oBlibnal K baitited O} bIkpAY]l YptidHagyi t ut ed
Cl-6 al kgl car bonyl %(:16 gy acetyl, propionyl, pivaloyl, etc.), optionally
subst i tybeiuted Cgs cyelpalkylkgp b ayhstituedyCo 14y epsionplly subsBiwsgd Cr-16 aralkyl,
cycl opept: cl V] : - VA PP cl | - ¢ yl,
orc. ). a1 AR AR BplonaltySEbctiterd BLE BUBLY, bl
1- mi@EhltsJabstitutealﬂaammﬂtgLob(%, Iﬁélicapto,t (ﬁ{:lflidng]hﬁlrsllhbstilﬁwli-da]k}?ﬂﬁ@tbpﬂiGnally Conal |
Ubst | 1R Goor S HbiRERR B BByl Ceis B, CEbH byt el Bmarhet or o
at ons 1 .6fin ' r : fur, éq;;g en atons in
addi ti og'gt"o ca(r?’lg ﬁ&aﬁil mlslﬁfﬁet&tga%r?lgcgﬁln%og Qgiﬁ%gh@ggtglrﬁ%y allg enoyl, furoyl,
mor phol dimethytaotng,lethyl drnimopdipthylanting, grrbpyisthinopisperopylamirb, gtc)aoptamally
pyrrolidin:1- vyl carbo y% c.), .optional ly esterified carboxyl, opti.onally
ot | tubaivied o st lbitayinG 6,8 Minylasine prepeay e rasggeny Byto)
metay | sypoRAK subStitied !Bl lanBhé (o.g., 2ButyAMRYI-¥mBbA hhhtyhady1Shino, 5-
hexyn-1-yl-amino), optionally substituted mono- or di-Cj.s cycloalkylamino (e.g.,
cyclopropylamino, cyclohexylamino), optionally substituted Cg.14 aryl-amino (e.g., phenylamino,
diphenylamino, naphthylamino), optionally substituted C,.¢ alkoxy-amino (e.g., methoxyamino,
ethoxyamino, propoxyamino, isopropoxyamino), formylamino, optionally substituted C,.¢
30 alkylcarbonylamino (e.g., acetylamino, propionylamino, pivaloylamino, etc.), optionally
substituted C;.3 cycloalkylcarbonylamino (e.g., cyclopropylcarbonylamino,
cyclopentylcarbonylamino, cyclohexylcarbonylamino, etc.), optionally substituted Ce.14 aryl-
carbonylamino (e.g., benzoylamino, naphthoylamino, etc.), optionally substituted C; alkoxy-

carbonylamino (e.g., methoxycarbonylamino, ethoxycarbonylamino, propoxycarbonylamino,
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6 al kylsulfinyl (e.g., nmethylsulfinyl, ethylsulfinyl, etc.), optionally
substituted C6-14 arylsul fonyl (e.g., phenylsulfonyl, 1-naphthylsulfonyl,
2- napht hyweubfoarrysos etc.), optionally substituted C6-1 acylysrlodonygio (e. g.
phenyl sul finyl, 1-naphthylsulfinyl, 2-naphthylsulfinyl, etc.), optionally
subst i tbnte@Vc@boeylamm @@r)bgptyorxaﬂy s(ﬂ@tlglte Qaealiixl,wlfmﬁgnmnje exy, etc.),

napht nypedy BTG SS p sl Ridrning g S ffrou -t o R oariaming oy

(e.9., (&8 meigl amb&iyyd:ﬂw;z ﬁéﬂ]ﬂ%ﬂﬁﬁfoﬁ mﬁhﬂwrn@hﬂ@my@aymﬁw e%Y)], formyl,
but oxycar onylox etc. Ftlonall substltuted nono- Cl-

al kyl cwammypmgnatlé S\gbstl s dkylsarbeyyldeg, aeetyly pmmﬂmyvaéwa etedc. ),
t
P e iR SHHI GG ot R UG B oot o, evplopenylearbpnyl g

mono- ofyctbheAcdrborylyl mﬁh&n@wlamxyl(@r@myl REEN »bﬁ@fah@tmuydt@myd Ce-14 aryl-
naphthylcarbannyloxy etc.), optionally substituted heterocycllc oup

sul fo, SAPaUYMR/E, bariapyl; halﬁﬁk}thoylszrmﬁﬁlﬁh%y‘l’tc )ptigng hosbstafuted Gyee He.g.,

2 or 3) S
~subst | PR B RS R bE e QBRORS, SO oblifhdlly ibdeel 3. 21 ekt
subst i theerbeydlis cabonpladontainih@ lty 4 lheterd stdmis ot ltolnesspearlesrmectmlyfrdmm&rogeh,o 5,
prefera o 3 substituents in substitutable, pasitions, and her e
ar b ms“iﬁﬁr Al @iten s kg itiog 4¢ FrrbOILROMS (Bt nigayned. IspRctpAYL, ?&ﬁ]enoyf
differ T QAR %lﬂ&,} up A

I ncl udgﬂgj}o floI?S?Qggrr%(? Inky(t)}gt&fng It)}lg&subs? Pﬁ/ﬁ e%:lZln{C]ﬁ 6 a%(t{gy?}g ﬁ%%gel
(e.g., yleirhonylcete. b),cnpylbnalbyc dstexificd chboyyl, optnmmﬂxyulmtlbﬁegbarbamoyl optionally

tert-but ' | | ' d .C6-

o R e Sl 31 ST LY BISIAGY ) Soktely syt e
Cr-16 zﬂiéjifl)!dlﬁﬁ , t?ﬁ’éibﬂflsﬁlﬁnﬁ ethPEﬁl%MBrPéWbP@dﬁélly sERRRREDEL rarasuiRaRy |
etc.), the eTe optionally substituted Cl-6

al kil " Qerg Sthbeylsmlimn'i lenmhﬁlyhsuﬂfnuyluae@phthﬂusul&m}rmte) om;omglly substhyted Cpnopyl ,

noopent it tsulfifylie.e . FEaVntiny b3 ashiblsnynnFt o Aiptisy iR R pEBEELY ¢ it e
C2-6 al k\kiytutedi@) 6%@5&&1&&@%@%%%&&%%&&6@10}?@&@( ﬁ%rﬁlly\éh&)ﬁhted Cé.14

propenyl | soprope -buten-I-yl, enten-1 - xen- | - etc. The

Do & Akl trbansnat (e e nyplghbdgqrgmnl@@f e Jobpiianiy oSt St | e

&
ot 0. P rradk R G o B MRSy BN, ety R BEIO Y popbryeattJIRE | Yo
oyoro te‘?f?“*y@???%’ﬁé" e ey EylopyimoPity “*’%’f o

X e 0 I Oha
subst Ptl@ﬁéﬁi gﬂ!@)’b@r"yi ethylqar8amey ok Y- )» epsargﬁlb( suh%qtu@éél-%ﬁ@r exa?/rpl e,

phe“y' ’ al%yl@é‘rBthH%oxy €. 82BN M carbarRb RBEN WethylcabRhBNGRY. ¥y, ofiidaRhENy! Y1,
substltuted mono- or di-Cg.14 arylcarbamoyloxy (e.g., phenylcarbamoyloxy,
naphthylcarbamoyloxy, etc.), optionally substituted heterocyclic group, sulfo, sulfamoyl,

25  sulfinamoyl, sulfenamoyl, or a group of 2 or more (e.g., 2 or 3) of these substituents combined,
and the like (to be referred as “Substituent Group A” in the present specification). The number
of the substituents is not particularly limited but these rings may have 1 to 5, preferably 1 to 3
substituents in substitutable positions, and when there are two or more substituents, each
substituent may be the same or different.

30 The "optionally esterified carboxyl" in Substituent Group A includes, for example, an
optionally substituted C;.¢ alkoxy-carbonyl (e.g., methdxycarbonyl, ethoxycarbonyl,
-propoxycarbonyl, tert-butoxycarbonyl, etc.), an optionally substituted Cg.14 aryloxy-carbonyl
(e.g., phenoxycarbonyl, etc.), an optionally substituted C7.1 aralkyloxy-carbonyl (e.g.,
benzyloxycarbonyl, phenethyloxycarbonyl, etc.), and the like. ’
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etc. The "Cr7-16 aralkyl” in the "optionally substituted C7-16 aral kyl" in
Substituent Goup A includes, for exanple, benzyl, phenethyl,

di phenyl I\wetbworesbsnapht hyl met hyl . 2-napht hyl net hyl , 2, 3cdjphRoyioihy!

3- phenyl propyl, 4-phenyl butyl, 5-phenyl pentyl, 2-biphenylylnethyl, 3-

bi phenyl yI nﬁfhhyC; -6 dikipl"gh élreyToptinellyydubstatted Cils @lkyClindBubktitogmyt Gljouptﬁhmcludes,

"opti o bst | 1- l.kox ubstituent. G.ou i ncl ud for
examp! 20 ReeRdebih Syt DML RT R o R RN
sec- butig, &Rbyeé heRgXt.oxy, etc. The "C6-14 aryloxy" in the

"opti ona?ﬁlé;lt}gubsylr%]%/e%m% 14 aryl oxy" in Substituent G oup A includes, for

exanpl e, phehhd €y, allcpnmkipmhvjlognynallz-snhqfomth@ Cox ylkeexlé in S“lhh;tm@t @Geoup A
th pt I bstituted €71 Subst i t uent
& i ABRiles, s R pih Broptn gl popronyT HhRRRAgh Srotiegnh. Heterdyyh "

alkyltmt@ in the ' optlonally Substituted C16alkylth|o I n Substituent
Group A includes, for exanp met hyl t hi o, ethylthio, &ylthlo

i sopropyl t hiBhe 'Klztswlk)’ﬁi}’b' inéllfb"-otﬁu@%l bStlttl'féﬂCzbaﬂvnflh |11é)Su tituent Qgouras - 14
aryl thi hi 0" in Substituent
G oup A{gdud %rex r exg nl}'/1 §f“il E#‘tﬁgl X%pr#h%/ft hi o, 2-naphthyl thio,

etc. The ' C7Hﬂe6 (El’g&blkly}hlﬂcm"ﬁn thd?'obtienallcyrshbm@tbﬂ 3§ dhdbalkyt’ el SEhstihgent Group
aral kylthi 0" in Substituent G oup A includes, faor exanple, benzylthi 0,
phelfet h@mqlﬁldss for éxammié Cé/Gl??fQHYbéM?l@bﬁltﬁl chdgpentyd; cysloherpk §tccar bonyl , " " Cl- 6

al kyl ", " C2.fd a‘dﬂ‘i” "in éﬁ@ n%#l}?‘s)ﬁ'bsntmeﬁjcéf %Jyl‘qgkubfn&ént%r%ﬁélﬁlglwes

"Cl-6 aI kyl -am n eny am no

al koxy- fam:xmlple Iﬁbnﬁ binkiptthyla 2 maplythyl, 2- 'tﬁ.jiheﬁybfl Byblphléﬂymw -biphefilyh 2- anthryl
al kyl'sul fnyl™,"Q 6 al kyI car bonyl am no", "Cl-6 aI koxy- car bonyl am no" Cl 6
al kyl SLﬁ‘fonyI am no "Cl-6 al kyl -car bonyl oxy", "Cl-6 al koxy-car bonyl oxy :

“mono- C1- 6 {&Qﬂ%{]ﬁ??" )@fe " Gnalgy lﬂggﬂﬁteald(/yé TR BT uedtGrou

Substi t uent Group r ex stituents selec ed

fraf fmcluéesaﬁplexamplehhémgb @hﬁledml,(éply;:nyllfdeﬂgl |1Hmpbtln'ﬂmetbm @rrapbthatmoethyl,

mono- | 2RISR iors 4 Dhepa o phens RGBTyt 32 O

al koxy- ﬁﬂ{&?%eth?ﬂ. 4%iphdtlyitethyl €lc. 6 al kyl sul finyl, Cl1-6 al kyl sul fonyl,

the optionally estérified carboxyl descri bed above, carbanoyl,
t hi ocar barmoyThe }ﬁm@ll(ol%lraﬂhkybpimbﬁmgbsn(téecgq ¢ atkoyylie §r1bﬁﬁ’mﬂt Group A

i o1 hy  BEBEy<%a bl ARy oA ispPy BRPHgponF lsons T bty G RN,

ar ﬂmaré]&\fgmy,{y, Gexydoxy, Rfteny! car banoyl , 1 napht hyl car banoyl ,
2-napht'hyl car banoyl , etc.), monoor di-5- to 7-menbered heterocycllc

car bam)yl c oFherGringrylonyd imythedppiienally éh@tlﬁﬂeicem agyleyie cineibstituent Group A
includes, for example, phenyloxy, 1-naphthyloxy, 2-naphthyloxy, etc.

The "C7.16 aralkyloxy" in the "optionally substituted C7.;¢ aralkyloxy" in Substituent
Group A includes, for example, benzyloxy, phenethyloxy, etc.

25 The "Cj.¢ alkylthio" in the "optionally substituted C; alkylthio" in Substituent Group A
includes, for example, methylthio, ethylthio, propylthio, isopropylthio, butylthio, sec-butylthio,
tert-butylthio, etc.

The "Cg.14 arylthio” in the "optionally substituted Cs. 14 arylthio" in Substituent Group A
includes, for example, phenylthio, 1-naphthylthio, 2-naphthylthio, etc.

30 . The "Cy.1¢ aralkylthio" in the "optionally substituted C-.;¢ aralkylthio" in Substituent
Group A includes, for example, benzylthio, phenethylthio, etc.

The substituents__ in thesé "Cy.¢ alkoxy-carbonyl," "C,.¢ aikyl", "C,.¢ alkenyl", "Cs.¢
alkynyl", "C,¢ alkoxy", "C,.¢ alkylthio", "C; alkyl-amino", "Cz.¢ alk_enyl-amino", "Cs-¢ alkynyl-
amino", "C,.¢ alkoxy-amino", "C;. alkyl-carbonyl", "C;.¢ alkylsulfonyl", "C;.¢ alkylsulfinyl",
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selected fromnitrogen, sulfur and oxygen atons in addition to carbon atons
(e.g., 2- pyridylcar bam)yl , 3-pyridyl carbanoyl, 4-pyridylcarbanoyl,

2-t hi enylwenrbanmydes 3- thienyl carbanoyl, etc.), and thepkirke200dhm919
substltuents for the "C6-14 aryl oxy-car bon ", "C7-16 aral kyl oxy- car bonyl "

"C3-8 c&w@ém;ﬁm'bonyl@@lrm Hn alkoxysmllcslympn "C; wﬂ;slsmlzfowla;mm "C15C7- 16
| kyl " t (oN Kyl t hi by Kk
"o 14 Aoy L fledeienpolyiont, g Wleapdp R AR g BT

"Cr-16 ﬂkﬂhk&hmﬁﬂbh?%' Substithent!Grovp ﬂ@ﬂiﬁbﬁﬂ@@oh@iﬁ;ﬂ@)ﬂctblﬁubﬁﬁb@ﬂy telected
cont ai ni ng to 4 hetero atons of 1 or 2 species selected from nitrogen,

s uI fur Ge@ &wgmplﬁz phalogen aémm(% g@ Huprne atpme shlgrineratom, brogning atpny ieding ony| "

14
ar yI5 ca%é%:)\’ycl g&gyﬁydm%% H<ony'1 a&fﬂ% ﬁ%'n@gﬁ &6316%?%0 ny?’ox*’ys'
and ' nnmioankylobr@kd:@ ay yhlkaﬁy babwﬁp@ys alkpltkpopC1.4 ilkﬁlsﬁlﬁ@lo@pe AlkiyIsalfutld,

for exanple, 1 to substjtuents selected from for exanple, a hal ogen

alt Em g Pawaﬂcy&ﬂsaﬁw cgrbexyd descyibad abeyee casbamerathiqrazhamoyl manoCe1- 6
| d d bed
Sbove, IREEABRSOABEC madi e BB oY R Vicaitibi L WK o£€7 LRl ERnoATRE.! De
op';) i 1(:)n?dlrmgmgf%m%,aﬂetﬁﬁc&bmmgylgaﬂhgkhetuﬁfmbaﬂneyll aﬂc()m;)ndi-hg dg)ﬁkhfngl Ic)ll A
ITu (6] rpned,apove, e opli.ona StITu -
kafﬁ ¢ Aty lcamemoy b a%%vg gﬁ@ozs'pﬂ .%ﬁsﬁvv@aﬂ@g @&@Eth& appazio el > 9T
descr i bgdi; QY P-mdrMerQPhdtQB&IIK carbaRioy! LdriSinfn 160 ﬂ%‘{éré b1 &Qséﬂ'eh@? d

above, the optionally esterified carboxyl described above, carbanoyl
t h| oc ar stﬁm:m;dl frommitogen, lsufunind/dxygeh atoms in additica tcﬁcabdnyditoms tagpH , no no- or

SOt e SRR T R Y S M i A -kftfﬁégﬁ,rmy'

suI fur anGyRMHAGIDYRERPBatdthaditet i on to car bon atons, and the like. The
"optional |y substituted heterocyclic group” in Subst i t uent G oup A y

i ncldudes, f oFheswdstiuents forghe {6 12 aryhenbeareenyl'nd "ﬁmMﬂkﬂOXbPW@nyl

tricycl] e C|IC ni n t o het er0 atq r..2,.
spec?lescy%(fa@@'ﬁéd PR ?jr”éﬁ%ﬁ‘ﬁ(y g a%’#&’%)’(y(g‘e‘ﬁ argliylox ns%édd a{yll o
car bon gtaediBylthién, 003 {Wldéﬂéyﬂ-@ﬂﬂxhd"}'"(b@mibgbfa&mhbft ed;. y\t)td[bafﬂ(yl]fthﬁb@ﬁﬂ" a'tcm

hydr oxy, car box nitro, cyano, the optionally substituted Cl-6 alkyl

descr i bel-gasbory]" "ﬁewcmlkﬂrr@rbqnyg bfsttpt7ume@bezd@ef§rcr@é!ﬁlw caglesyi Fordainiigol e,

h
Subst Pitt"“@ét%ﬁ.a%!@%ﬁ"%fa ibeties St féin 6564, BREARE bRy e Mool 3Rl
C6-204 acabordmemi, bedmaiﬁﬂmﬁfodyh‘e "Optsiaoylallfixyls Ut{%tglctyulbeltlilyﬁdarﬁor@lléiﬁmy" "Ce.14

descri bed above the o tlonall substituted G -6 al }é“hl o .descri bed above,

the opt #¥hearPonydamie! .+ eecrrrls @YAWH GodedyFHRINAMEY @nd { mEne AT Ml v

S SR S U555 Ol SRS gt o
aryl sul fromyforcégampllebeehhlagm\ammi liyelrapt, |cambaky,yu8m,b:yan¢ mhceoptﬁﬁalﬂSy sublstitusad Cony|
descri begkalbé) scnbed a 0\9 %llleoorf)%lolnzlly su sttn!"u'%e%té aﬁen%f?dgsrcﬁ)ed’] above ytLe optionally
25  substituted Cy.6 alkynyl described above, the optionally substituted Cs.g cycloalkyl described
above, the optionally substituted C,.¢ alkoxy described above, the optionally substituted Cj.¢
alkylthio described above, the optionally substituted C,.¢ alkylsulfinyl described above, the
optionally substituted C, alkylsulfonyl described above, the optionally esterified carboxyl
described above, carbamoyl, thiocarbamoyl, mono-C,.¢ alkylcarbamoyl, di-C;.¢ alkylcarbamoyl,
30  mono- or di-Cq.14 arylcarbamoyl, mono- or di-5- to 7-membered heterocyclic carbamoyl
containing 1 to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur and oxygen atoms
in addition to carbon atoms, and the like.
The "optionally substituted heterocyclic group” in Substituent Group A includes, for

example, a 5- to 14-membered (monocyclic, bicyclic or tricyclic) heterocyclic group containing
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descri bed above, the optionally esterifed carboxyl described above,

car banoyl , thiocarbanoyl, nono-Cl-6 al kyl carbanoyl, di-I ower

al kyl car baowylo/o7es9eo- or di - C6. 14 aryl carbanoyl, nono- eCTAdP2009/011919
7-menber ed heterocyclic carbanoyl containing 1 to 4 hetero atons of 1 or 2
speci es! et beteroptemsaf hior 2 @g@n‘:s selgFted froaneitrogsry ewl fr andwxy genpaigins i additgon
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5- to 1 ere arona ocyc I'C” gr oup, ar ed
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|yl h |yl I
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4- qui nobyly; médfw,' amrxu}& @égkﬁwdyébbve ioﬂQlLl)/Lutfsﬁmged c116 | nxﬂfll L g -

|squ|non 4- |soq |squ|no razinyl
2 pyr i ndedcrrrl;dd abdve ,ake optlcmaﬂy kUbstipyed ©4- lylar}(lmlijnyl desqribed (abWQ, thk—qpymnail)yl

pyr P o by T SRR deseripel Bt i dpipmely iR S it Z'é |

PYr i d@zérwdd abbvdhé SaTdmamny )esteﬁﬁé& &k&%@l ¥dsckiBeddabovs; da?&&ﬁﬂy@ztﬁio)ékrbamoyl

|soxazolyl (e.g., 3- isoxazolyl), indolyl (e.g., 1-indolyl, 2-indolyl;

3- 13 ndol mbio- ﬁzs b&ub@rbanwhldl};lgf)wvahbd?an@m}énybno (cz dirC. 142arb1@n127@{t19yt, micmay b
3-
penzof oY eAdyrymbied Reeeith GBd Eoflabint Lo Rl e L a sapecies

pyrrol i gidesed ficin fitrogkn, Sk &hd slxyg\éh atofrsAH ad@ikibAl td\&drboxﬁatbﬁlrsréﬂthél IHADE
oxazol idinyl (e.g 2- oxazol i di nyl ), imdazolinyl (e 1 i m dazol i nyl ,

2-ik dalzrefer&w () a5r ta H%mmbqgﬂd)(pre&rp@w %htmlp r{l@n@ered)@@n@t& hed¢ragyclic zroup,

2. b per A 101 SRR SRUE R B ool ST BbholFecd roup figmed by

Opt | onghloyinglddetoptiohal thydfogea oy fromn V- fulDS-mdmterdd lﬁaidgea héterd ehgded the like,
carbanoyl group, which may optjonal |y be substituted with the optionally

subst i t ¢ E@ployed; Aneg Oth%ﬁ?a{ Fréfﬁ’éﬁhl&u%éb%% prpgrabered arogiafie hy'lerocaﬁhfowmnm |y
bstit

oot onatiegitichty Bl Y B porli SR ARENS Ko St dsthielyfCere, X BMARL Shicnd) |

g[‘ %ﬂgagﬁsﬂr(e pea- nfgtr?gy&lfwl)cpyncb/m @hagpbwﬁdﬂ ?wpaﬂwles p&nflﬁ{:lq,agigamy(e .8, 2-

et hyl ca ﬁ%@éﬁ%(iﬂ" lﬁ 5- Ehlaze yli M@?ﬁg 8rﬂ§9¥°1(’eq30 %lvﬁeqwnf%la@@ar?ow

di et hyl hyl | |

a: oni) (EZ uﬂz&&l ¥ dd mﬁﬂy?? xydy 1(1:12{3 lsoﬁmglty yek%rr%aés% %@)O ar barmyl ),

nono- onsoqhmcﬂm 4a1éocpngdlyla6bmqnyiol3(l}e pgra,zmgh@tyylhnémyjb(myIZ-pyrlmldmyl 4-

1- napht h tb m) apht h r.bano et c.
7 ronbe P R0 BT (€ aFoROh 2Ry In? ReTrebhl TRAzeIE] 5 e iicRol. 2 2
25  imidazolyl, 4- 1m1dazolyl), pyrazolyl (e.g., 1-pyrazolyl, 3-pyrazolyl, 4-pyrazolyl), pyridazinyl

(e.g., 3-pyridazinyl, 4-pyridazinyl), isothiazolyl (e.g., 3-isothiazolyl), isoxazolyl (e.g., 3-
isdxazolyl), indolyl (e.g., 1-indolyl, 2-indolyl, 3-indolyl), 2-benzothiazolyl, benzo[b]thienyl, (e.g.,
2-benzo[b]thienyl, 3-benzo[b]thienyl), benzo[b]furanyl (e.g., 2-benzo[b]furanyl, 3-
benzo[b]furanyl), etc., a non-aromatic heterocyclic group such as pyrrolidinyl (e.g., 1-

30 pyrrolidinyl, 2-pyrrolidinyl, 3-pyrrolidinyl), oxazolidinyl (e.g., 2-oxazolidinyl), imidazolinyl
(e.g., 1-imidazolinyl, 2-imidazolinyl, 4-imidazolinyl), piperidinyl (e.g., 1-piperidinyl, 2-
piperidinyl, 3-piperidinyl, 4-piperidinyl), piperazinyl (e.g., 1-pipera2inyl, 2-piperazinyl),
morpholino, thiomorpholino, étc. | 4

The "optionally substituted carbamoyl" in Substituent Group A includes a carbamoyl
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species selected fromnitrogen, sulfur and oxygen atons in addition to
carbon atons (e.g., 2- pyridylcarbanoyl, 3-pyridylcarbanoyl,

4- pyri dylwanbayiBydes 2-t hi enyl carbanoyl, 3- thienyl car bappylpa@b671h19 5- tO
7-menbered cyclic carbamoyl (e.g., 1-pyrrolidinylcarbonyl, 1-

pi per i dgmyp,overictomyay opllhmaﬂvréle hybﬁiwbmm}ac: bptiopally sehsdtutéteCl.é dkyl, Tpteonally

"opti | S t A | 1 O,

wht oh’ SRl e AR e RRE € Byt oppiondlly SESE6%H G ( ne
t

st | e e o P fip Al Wbl ARkiRPRI Moue .6
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ot PonaikyCaRbEeY B SR BB le 0, MRLER PR S50 e Y RS EeRE N B 1y

subst i tdiiRehylchriandyk \ietk bmﬁmbylde@ mhdkdcabayeyl, é&b8, Opidl Cw substltut ed
C3-8 cycl oal kyl - car bonylﬁdescrl bed Zbove t he g{)tlo?]all I?fjlgstltut ed C6- 14

aryl - c aAlkom)earepsaaes K%&dmﬁwmeth%)@pbwa qtlyylgnashexyearbamaeyl), gnono- or di-Cs.

T e e e e

aryl sul Ihomthr dadtot hmemblseed Wtur@cypheﬁab&bbyl cohhﬁuﬁgl bsd 4 heerd stons od 1fo®l2
these "C6-12 aromatic hydrocar roup, to l14-nmenbered aromatic
het'&r OC?E?IF%SW%N%P@ %vgﬁn@w%ﬁ addioRE 1 FTOIREERS (8o

sel ect I | ur atons,

" e 14 TR REEAD, 33#*?"‘39%?63%%*yﬂ‘g* I AGR, DA F lsd

he]t er ;)ct%il'm]lcnykca@fﬁupl emosssm|Me?beﬁdm?cm darlecan diyd Ke. g1t mnahgmykehﬂmnyh{lens
selected from sjsting of ni xygen and sul fur atons
"non- arBRFH Eﬂ%?ﬁéﬁ%qﬁg '@%Fﬁ PG bv%%@geggﬁon atons not greater t han
7" and "non- ﬁi@g?ﬁb&n@%hﬁitﬁﬁ%& lahﬁncﬁ'rlﬁ WLRAYAHR Grb@) ROAc1B4QTR anfho Skih €

than 7" are a ogen atom hydroxy, CI-6 al koxy, an optionally hal ogenated
Cl1-16 altgy pptamabpbe sutatitupedalth § em AtgrduisseBetat Kwny the aptiongllyrsubstanted yaro,

t 4 used : "a.C al k h X
subst i (HFBAeessthes s oyt btedd g akentl dtedbBanoys. e Spticthy °ne! 1Y
2-1 | uor Beiaked ’Cz§ﬂﬂyﬂ9lr&*§@r'il?e\d| abode fth@@ﬁmﬁn; ylhbsuéac&f@df é%*éwmwl destribed

4-di fl uorobenzyl, 3, di chl or obenzyl ,” pentafl uor obenzyl’, Rydr oxyben2yl ,

4- et ho@b@berthg/opt:]@ally suhsnumd)@em myyltﬁ@sszghed ahomﬂwmtpénza,lly suhstﬁutqddbesn 2yl ,
4-
opt § onetkgo e RRAGRLI sl s ohfinsl sttt e ML) PR -BRa o

compi stthe gp@énanyts@bs?mﬁad 0op cyl Byl aachdng! @dseriBddubbve, ehee@ﬂstﬁﬁhany SiibstifgedCQUP
consi sting of nltrogen oxy gen and sul fur atons” such as pi;dl dyl net hyl

3- pyri dyRRdcATonylAessritedyabees, Bia optipnally ahptitwad{Gie alloxyheashapyhdessyibed above.
&L gl yhasdyunifed o P Rufflad celdorka o w@%éh&%lmu%&h{%ﬁf& N

substitu ri‘ng group” sut
arylsulfonyl, and the like.

More preferably, the substituents used for these "Cq.12 aromatic hydrocarbon group," "5-
25  to 14-membered aromatic heterocyclic group consisting of 1 to 7 carbon atoms and hetero atoms
selected from the group consisting of nitrogen, oxygen and sulfur atoms," "Cs.14 aromatic fused-
ring group," "5- to 14-membered aromatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur

"on

atoms," "non-aromatic cyclic hydrocarbon group having carbon atoms not greater than 7" and
30  "non-aromatic heterocyclic group having carbon atoms not greater than 7" are a halogen atom,
hydroxy, Ci.¢ alkoxy, an optionally halogenated Ci.¢ alkyl, an optionally halogenated C,.¢ alkoxy,
amino, nitro, cyano, etc.
Examples of R* used include:

(1) "a Cy4 alkyl group having an optionally substituted Cg.12 aromatic hydrocarbon group" such
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1- napht hyl met hyl , 2- napht hyl mret hyl, inden-2-ylnethyl, etc.; (4) "a Cl-4
al kyl group having an optionally substituted 5- to 14-nenbered aromatic
fused hetwoeowal7s8d6gr oup consisting of 3 to 11 carbon atrorgpzmgoneier o
at ons selected fromthe group consisting of nitro en and sul fur

at oms" astkenzyls 2 dluornbsneytel- ﬂyorobenwbﬁwt}uornb@zyls 4-§lﬁmb¢rw , 4-difluorobenzyl, 3,

3-b 4 al kyl
s e b RS Lo o o B Pty st@ﬁf%beﬁ@a%car oon” or oup-”
havi ng mmbwmammz@nm Ahinabaizyl h&ﬁtrc?benﬁylghl-c@&ndb)é hgfegftg?m Bﬁélr’eup havi ng

cyclopentylneth I ndan-2- yl nethyl, etc.

an opti@Gnhat group having am optf ﬁktbsrl@ctei éﬁydﬂr@e@b@reé amWIﬁ@e@méhc

t t I,

o, 5 71T T Ay B AP i

ot her s, nipogére bf(%bna!nd sblfﬁl‘zatd)ms Zsuth u@?-&plyﬁdilyﬂe,th}& 3 byﬁdyﬂbﬁﬂMM pyridylmethyl,

4-f 1 uorohenzyl, 4-hydroxybenzy 4-am nobenzyl 4-ni trobenzyl,

4- chl or%gé?&)éq“ethﬁl ﬁetb’f?ﬁﬁfi}/’%‘i*ﬁy‘f'th@ﬁo eXBSBWLSA . 3-trifluoromet hyl benzyl, 3,

4 ol 05 0Bt o bk HEEORSHTY b BERLOCL O SHEREIbeq MY bRIRY

3- benﬁ ol- hil}%lhh)dmpthydﬁ,}m%hphtlﬁquﬁt]h)ml ipdeme? Iy;drllethjﬂ ampht hyI met h]}/l 2;1 Al

ohexyl me are erre eci a

pority1 8% & s kliand faviog i Gohcoplinsultitiied £ duBrBYReS BRI ST Ronsy |,

4 am nq{h@&é&’}lchc%ﬂmpt Jo‘ﬁ?i@ﬁﬁ@’ 63 & AN RARREAY hnd ﬂet%td?&ﬁé’ faqzsd fmm the group

4- cyanobenzyl trifluoronethyl benzyl, 3, 4-dichlorobenzyl,
4-difl mnnsilsemgyf nitrpgen, aky genrant enlfyrd atorBs "mpch dy Brieddlgrngthyl, [byfpnnlxlindet-hyl

g hggﬁlﬁgfﬁa¥ﬁ&PQHQBﬁﬁw%%§§?H§tﬂ@PH‘E&%ﬁﬂ%i gaﬁrzﬂyhggtgglthe sane as R4,
repr esegh sy @&&11@1 é’r)é ﬁéﬂﬁ? an\BptidhalRYuEnAe] healomatis 'é?@ﬁd ﬁ)‘d}&@rb%tglf'o@)

substituent sel ected rom group consisting of: (1) an optionall

s ubl$t i thaving @eborpatems nat greatmytham&'émb as gy dokexylmsthyl cyglepestidmethyk indani2-ut ed
- to lﬁ nﬁp?ered aromatic heterocyclic groupconsisting of 1 to 7 carbon

at ons ahg’ Gatons sel ected fromthe group consisting of nitrogen,

oxygen @hta 6yl hlity] groaphavisy aRBptiiaill Sabstiviuted s-hlouiatid heBrokdclay h&ving

fused-ring group; (4) an optionally substituted 5- to 14-nenbered aromatic

fused hearkanptgmp pet gpeebﬂ%ﬁ wb.aﬁd-nspergimmyhywﬁwdmfbﬁ%%nd het er oat ons

(%) an EtiARAAS- Ay B RhA0 Pk 0A0Re; RKHEDUBA pRtire andd
cargon :aﬂambemyl,g? fladeberizyh d-flyorotredzy164- I@dmprermyaw-amﬁlubatzyl, utrﬁtﬂobenzyl

non-aromati ¢ _heterocyclic, group having carbon atons not grea
4-chlorobenzyl, 4- Ir}lethoxybegnzyl 8: cyanobe%zyl 3-trc1)ﬂuoromethylbenzy 3, 4- glchlorobenzyl

3, 4-difluorobenzyl, pentafluorobenzyl, 3-pyridylmethyl, 4-pyridylmethyl, 3-indolemethyl, 1-
formylindol-3-ylmethyl, 3-benzo[b]thienylmethyl, 2-quinolylmethyl, 1-naphthylmethyl, 2-
naphthylmethyl, cyclohexylmethyl, phenethyl, etc. are preferred, especially benzyl, 2-
25  fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 4-hydroxybenzyl, 4-aminobenzyl, 4-nitrobenzyl,
4-chlorobenzyl, 4-methoxybenzyl, 4-cyanobenzyl, 3-triﬂuoromethy1benzyl, 3, 4-dichlorobenzyl,
3, 4-difluorobenzyl, pentafluorobenzyl, 3-pyridylmethyl, 4-pyridylmethyl, 3-indolemethyl, 3-
benzo[b]thienylmethyl, 1-naphthylmethyl, 2-naphthylmethyl, cyclohexylmethyl, etc.
Q', which may be the same as R”, represents a C.4 alkyl group which may be optionally
30  substituted with a substituent selected from the group consisting of:
(1) an optionally substituted C¢.12 aromatic hydrocarbon group;
(2) an optionally substituted 5- to 14-membered aromatic heterocyclic groupconsisting of 1 to 7
carbon atoms and heteroatoms selected froni the group consisting of nitrogen, oxygen and sulfur

atoms;
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than 7. Illustrative exanples of QL include: (1) C al kyl groups having an
optionally substituted C6-12 aromatic hydrocarbon group, such as benzyl,
2- f | uor obwo2yio/ 0788961 uor obenzyl , 4-fl uorobenzyl, 4-chl or eoeneyiosn71919
3,4-difl uorobena}/ 3- 4,dichl orobenzyl pent af | uor obenzyl ,

4- hydrdﬁ)b‘eﬂntwn lmsmlnquﬁenzawmatmﬁmd-nng:groupm hyI benzyl 4- am nobenzyl

4-nitr n n d [ ou avi

oot onafy BE Sericraty YAREREAFY oM mBRRHIEE Mbmark Risclr elbr v efthB BRsgiE o °
consi stj fagl IQfarEontaQorﬁs gl heteroatodi¥se RO d TRne tHRHreconsisehd sﬂmﬁbgéﬁ oR@gear oup
con5|st|ng of nitrogen, oxygen and sul fur atons, such as 2-pyridyl nethyl,

3- pyri cydrstfugatoma; pyri dyl nethyl, 2-thienyl methyl, 3-thienyl nethyl and

ek
411 220} b BRI sl oMl QL OURSH B ARo AR AL orP B b o

2- naphtgdiydtemthiny V; add | nden- 2- yI met hyl ; (4) Cl-4 alkyl groups having an
optional |y substjtuted 5- to 14- rrenbered aromati ¢ fusedheterocyclic group
whi ch d8har gptiongily subsitutad pon-argmatie StsToseliheroup Batipggarben aomsdof gsAef he
group ggpshsting of nitrogen, oxygen and sul fur atons, such as

3- |ndolenethyl | -fornylindol-3- ylnmethyl, 3-benzo[b]thieny|nethy| and

2- qui nol vyl nﬂllh;&atlve@:a:ﬁ.‘lilesloﬁQkyichgheoups havi ng an optionally substituted

noglog[]gir?& ]férloﬁ dr ocar bon OULE)HHYUF p t Ogra}x}cq%égwayoac%%ﬁagfsucglc S
al kyl gaeayﬁszm&dwngn ﬁﬁhbx%@ﬁéyl' ﬁﬂ@&%bér&[&ﬁq dﬁ%}o@én%gﬁg'&d@l%ﬁib@ﬁ%@'j c

group of up 'to 7 carbon atoms, Such as 4-pi peri di nyl
t et r ahykldiohlordbenxpl, pemmﬂuarqb@nmlu‘i hmd@xybenzyle'émw«ybplszyé,rﬂ—S yl and

ngf'oixilﬁﬁhﬁvrne e H SRR T ST R O SY oReRTpberas] B PR G hy 1
4-pyriqy ? Yok Elllé%']z gréupmmgﬁﬂ (gﬁiomﬂ'ly st%sﬁl%ﬂialtﬂ?% b beredt érﬁﬂﬁh@ H’@t%m(: ciand

2-t hi eny are i)re erre Benzyl , 4-fluorobenzyl and cycl ohexyl net hyl

ar EISes @@mgeqn,%lsﬁnmé fed cm@an a@msg@dme@rqaiqmmlm omdhe gioup gordistingind
C
cubsti Chifen bivkeR 2nd BhnfAmY sPHOR i Blmey L s BY Skt acty

hydr oxy]-tHirgtieth{ R B-thlenyikriety] ABy 4akiaz6lpmhdthylpe substituted with an
opti onal lé substituted Cal kyl group with a substituent selected fromthe
i

group d8hSi-selkper @ﬂp%le?wy@mwpt@n@l@ps turgddﬁmwongw@dpse ding Gpup nsuskyagdn
at om (Q} Phﬁgrop SZ'%%E’%}F,%HE gH@éh 294/'181%?9, used include nethyl, ethyl,

propyl , , SecC and tert-butyl. Preferred
exaipl g4) Cf 4 ARyl grolpsdeavizig?an @t(oﬁh-l@ substifuted23oHth 14untenidredvaromatie isetis a group

Fepres ehr;:tte?(ojcy% ic g]o%pfveﬁlgﬁj Lgnsmtscc%\éHt-o 11 c%rsthl)l;li_atoﬁlsgadelll_gteroétlc\)Ig(sIs}elected from the
group consisting of nitrogen, oxygen and sulfur atoms, such as 3-indolemethyl, 1-formylindol-3-
ylmethyl, 3-benzo[b]thienylmethyl and 2-quinolylmethyl;

(5) Cy4 alkyl groups having an optionally substituted non-aromatic cyclic hydrocarbon group of
25  up to 7 carbon atoms, such as cyclohexylmethyl, cyclopentylmethyl and indan-2-ylmethyl; and
(6) C,4 alkyl groups having an optionally substituted non-aromatic heterocyclic group of up to 7
carbon atoms, such as 4-piperidinylmethyl, tetrahydrofurfuryl, tetrahydrofuran-2-yl,
tetrahydropyran-3-yl and indolin-3-yl. Of these, cyclohexylmethyl, benzyl, 4-fluorobenzyl, 4-
hydroxybenzyl, 4-methoxybenzyl, pentafluorobenzyl, 2-pyridylmethyl, 4-pyridylmethyl, 1-
30  naphthylmethyl, 2-naphthylmethyl, 3-indolemethyl and 2-thienylmethyl are preferred. Benzyl,
4-fluorobenzyl and cyclohexylmethyl are especially preferred.
Q? represents (1) CH, which may optionally be substituted with an optionally substituted

C14 alkyl group with a substituent selected from the group consisting of carbamoyl group and

hydroxyl group, (2) NH which may optionally be substituted with an optionally substituted Ci4
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-CH20, -CH2S-, -COO, -CSO, -CH2CH2- or -CH=CH, which may optionally be
substituted with a Cl-6 al kyl group. Exanples of the "G -6 al kyl group”
used i nclwoeomal7bgps, et hyl, propyl, isopropyl, butyl, i schupyosomer butyl,
tert-butyl, pentyl, isopentyl, neopentyl and hexyl. Preferred exanples of Y
i ncl udealkgprlcgn@a) with & sebstitent bekecteddiR the grosplepsistig@carbameybp andCH2O- |

the f | CONH, -CSNH, - NHCO-
and - Cﬁi?'%f—?xgig]eougs?)reépese@% @#&‘F ZS rg[)Flejsgflts a hydrogen atom oxygen
(O or sul f%xdx@lescﬁﬂﬁeﬁ@ﬁf&ﬁkﬁ@r&uﬁ”ﬂé%&cﬁfde%tﬁﬁr ethyie%e gmeﬂr(qazl bSityd,

hydrogen atom the noiety {)resent ed by the fornula > has
st r uct usebusdHgec- Hﬂtldr@ddlwrt-bm ch may be the sane or different, each may form

20 oY CORBILIG B R 202, B PRECISERBSRLRRNED 5 ()

di scont i nuous repreeuRc érbﬁ;metpkbee&ed Bymertahn@laoLG@NHh,eCSMB &IHZINH-@QUHCO- .
sequence _in the am no acid seq(al;alnce represent ed b QIDNO 1 (54 am no

aci d reQPthgCéizShuﬁﬁw métHds b CHzor LCHr 6D wblﬁﬁ@saéfrﬁpélenwb ftyted
J1-J2- @%M@%ﬁ}(@) Y2C( J5) (@) Y3C(J6) (@) C(=Z 10)- (wherein each
t

synbol gni ficance as described above), (4) a group

r epr esent ed manifﬂémﬂthe “C Jlalkiyl-griub? Jus€d In¥RIdE hagthyIBtNACOHrHDY L, (98pLopyl birti)-
OlLej)rel .n _each synbal s the sane si |f|cancg a de!stcrl bed above), (5) a

b r e??@éultsﬂyteft } BEntyls IsgpengylgneopeRly 1XQ11) C(=210) -

(V\/nerel n eag @%‘3 ; -@ﬁlﬁ‘b (6) a
group repres%nte %kar s BT'Z lﬁ%‘g&\]%b%yﬁﬂg?% Z10) - ereloprqﬁgzg:
synbol GEHSNHheCHaOg -€Og)1lahdc€1&6e af thtes groupsof ﬂtmdba)mlasnr—CO(NH CNHup
repres f ere J.1 lhas the sane significance as .
descri ﬁgﬁ%g)oﬁég)'é?ﬁgyéc?ﬁeleép %fg m6¢- the "optional amino acid residue .
conti nuous! y70kpA&/ONH d}HQéiﬁAté(mb&Wg@nf(OPB? $lMr Y. %EdTbx@Péralﬂngggnto%u@m‘ls

am no aci d sequence | %, he am no” acid seguence represent ed
, "I5whi ch arBerenwhayZdis aihydtagde atofi, tlsmoiety represented by the formula >C—Z has the

structure >CH;

- P and P', which may be the same or different, each may form a ring by combining P and
P' or P and Q' together and represents:
(1) hydrogen atom,
20  (2) an optional amino acid residue continuously or discontinuously bound from the C-terminal
end of the 1-48 amino acid sequence in the amino acid sequence represented by SEQ ID NO: 1
(54 amino acid residues of human metastin);
(3) a group represented by formula: J:-2-C(P)(Q*) Y CI*QH Y C(I Q) Y3 C(®)(Q° )C(—z“’)
(wherein each symbol has the same significance as described above),
25  (4) a group represented by formula:
JL-P-CEQ)YCEHQ) Y CENQIC(EZ)-
(wherein each symbol has the same significance as described above),
(5) a group represented by formula:
I-PC@QY Y ey Q)C=2"9)-
30 (wherein each symbol has the same significance as described above),
(6) a group represented by formula: |
IL2.C('Q)C(=21%-
(wherein each symbol has the same significance as described above), or,

(7) a group represented by formula: J L
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(2)Trp Asn-, (3)Asn Trp Asn-, (4)Tyr Asn Trp Asn-, (5)Asn Tyr Asn Trp Asn-,
(6)Pro Asn Tyr Asn Trp Asn-, (7)Leu Pro Asn Tyr Asn Trp Asn-, (8)Asp Leu

Pro Asn Two 20em7d89p Asn-, (9)Lys Asp Leu Pro Asn Tyr AsecTup20bsn71919 10 G u
Lys Asp Leu Pro Asn Tyr Asn Trp Asn-, ( 1ll)Arg Gu Lys Asp Leu Pro Asn Tyr
Asn Tr dwherein J (lirp Gersamepignificange asydgsenilad abpwe)Asn Tyr Asn Trp Asn-, (13) Val

Gn Arg Gu S-: Leu Pr Tve _Asn TrEp Asn- 14) 1l ey Val G.n Arg Gu
Lye Asp Leu PESiTRSRanples R thepprida antid il Sile eotediiphly of HscReydlly ac
Leu Pr ofad frby thesMtehmihal\end of thd 6)48 Aniva heil@quéate fd the AnfndAdid bagmeep Leu
Pro Asn Tyr Asn Trp Asn- 17)dy Ala Val Leu Val G n Arg Gu Lys Asp Leu
Pro Asﬁeﬂfyﬁenﬁ%bﬂ'?’gQMQ ia".l’él)‘@ gfe gmployed, ipglpdeiey Val G n Arg Gu Lys Asp
Leu5Pro(1 Q. Tyr Asn Trp Asn-, (19)Pro Gn Gy Ala Val Leu Val Gn Arg GQu
Lys Asp Leu Pro Asn Tyr Asn Trp Asn-, (20 Ala Pro G n Gy Ala Val Leu Val
G n -Arq2¥¥mp Asns, Asp Leu Pro Asn Tyr ‘Asn Trp Asn-, (21 )Pro Ala Pro Gn Gy
Ala Val Leu Val G n Arg Qu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-, (22)lle
Pro Al 39 PA®ry Ala Val Leu Val Gn Arg Gu Lys Asp Leu Pro Asn Tyr Asn

Tip AsngyT G _Pro Ala Pro Gn Gy Ala Val Leu Val Gn Arg Qu Lys
Asp Letr}q?:’r}gg@n r?ﬁﬁ\sn Trp Asn-, (24)Arg Gn He Pro Ala Pro Gn Gy A a

Val LeuS)&dn BrmAsrBrp@an-lys Asp Leu Pro Asn Tyr Asn Trp Asn-, (25)Ser Arg
Anlie o Ala Pro n Gy Ala Val Leu Val Gn Arg Gu Lys Asp Leu Pro Asn
TngAsr{6§£rrB%§2[yf‘A(52 YPIASISer Arg Gin He Pro Ala Pro Gn Gy Ala Val Leu

Val G n7fired Beb U dnYSyr A58 TrfAshL, 0ASN Tyr Asn Trp Asn-, (27)Pro His Ser Arg
GAnlie Pro Ala Pro An y A'a Val Leu Val G n Arg Gu Lys Asp Leu Pro Asn

Tyr Asr(8Y¥Asp lenPro Asn8hykl AsnPmp Adng Ser Arg G n He Pro Ala Pro Gn Ay Ala
val Le%9}£ayls AGsprLé?irlgro%slfll +}¥§Asn p IAeslIJl-,

(10)Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,

15 (11)Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(12)GIn Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(13)Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(14)Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(15)Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,

20 (16)Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(17)Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(18)GIn Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(19)Pro GIn Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(20)Ala Pro Gln Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,

25 (21)Pro Ala Pro GIn Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(22)1le Pro Ala Pro Gln Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp
Asn-,
(23)GlIn Iie Pro Ala Pro GIn Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn
Trp Asn-, | _

30 (24)Arg Gln Ile Pro Ala Pro Gln Gly Ala Val Leu Val GIn Arg Glu Lys Asp Leu Pro Asn Tyr
Asn Trp Asn-,
(25)Ser Arg Gin Ile Pro Ala Pro Gln Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn
Tyr Asn Trp Asn-,
(26)His Ser Arg GIn Ile Pro Ala Pro Gln Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro

25



Pro Asn Tyr Asn Trp Asn-, (29)Ser Ala Pro Hs Ser Arg Gn He Pro Ala Pro
Gn Gy Ala Val Leu Val Gdn Arg Qu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(30) Leu Seo20M02076%9¢ His Ser Arg G n He Pro Ala Pro G n @cyitmovabideu Val
Gn Arg S Asp Leu Pro Asn Tyr Asn Trp Asn-, (31 )dy Leu Ser Ala Pro
Hi s SerAﬁIF@YD{WT@MIb,AIa Pro Gn Gy Ala Val Leu Val Gn Arg Gu Lys Asp

hg - PrP(r) 0%9?} By 'oE é%?l&@-rd;ﬁl&f;pr\?a‘?&ﬁ% E{%Pﬁa&#ﬁr gLse rVuﬁJL(é’/ls akgpd_' t 2‘3 §§SB ﬁ&g r?;’l]L yr
Asn Tr pA&sTys A§iSBipGsh-Pr o GIy Leu Ser Ala Pro H's Ser Arg Gn He Pro Ala

Pro Gn Gy Ala Val Leu Val n GIuLsAs Leu Pro Asn Tyr _Asn Trp
non- . (GHAPreHhs SarArgGiniia ol froGin Gxhla GeiLon el Gin Ave (i Syasp ey
8an Arg Gu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(35)Argpé&éa}k%%urré%s LCeu Ser Ala Pro His Ser Arg Gn He Pro Ala Pro Gn
Gy Al a(2938er AduPrallisGen Adg Gilfdld Py AldBip GlalGlirAla Azh Ley Vahein ArgGAshys Asp
(36)Ser Arg Gdn Gn Pro Gy Leu Ser Ala Pro Hs Ser Arg Gn He Pro Ala Pro
Gn dyk %g" n DENSPATPARArg G u Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,

(31 d y(3§jﬁ uﬁeg AR Prd i Rk S&rg(}in be ProRlia ﬂoaGﬁi@ly'ilﬁ Vet ieuA‘Wl @iﬂ‘A%ﬁﬁIT%ﬁ' a

Pro a Val Leu Val Arg Gu Leu Pro Asn Tyr _
Asn- (A@BarPKél@erEy‘r&mgTr@lAnsran Pro Gly Leu Ser Ala Pro Hi s Ser Arg An

182 Baleh Ceus] o FesdiB 885 rag Btalie Pes i tesdlR VaE Do VBl e By 2
Ser Ar ngﬂsﬂ'EelPP@A@narﬁr&an' A3ny, Ala Val Leu Val Gn Arg Gu Lys Asp Leu
Pro Asn Asn-, (40 Gu Ser Ser Gy Ser Arg Gn Gn Pro Gy Leu

Ser Al a(3QDRIO 1Gily Lse SerAAga BiorHisSePAce ElrllePo A;larPr@C;ln Ailp AlaVal leen Val Gla ArgAr g

Gu Lys Tr Asn- (41)Pro Gu Ser Ser Gy Ser Arg
An GnG@fgys(‘fip]EéﬁprgéQmR}g@nrrﬁ N3er Arg AGn He Pro Ala Pro Gn Ay Al a
Val  Leu395tin®ro GV BedSer AJaProTHs Ser! A.g Gl PrbyAlaAe6 Gli Bl Al Val Bet) PAIGGHS O
Gu Ser Ser Gy Ser Arg G n dn Pro y Leu Ser Ala Pro His Ser Arg G n He

Pr ol 5l aAFRQh@YSIG o Brovasn TaAspaltp@siArg G u Lys Asp Leu Pro Asn Tyr Asn

A5 prods éﬁé%l?l’ir G Serchlh P RSl ReolTe o i ROl H TRV
Lys AspGl;eArg:Gng&ms'byEelﬁ&b Aagpr)ﬁlsﬁsngrgéjoﬁl}?ersefr zr Pro Pro G u Ser Ser GGIyn

Ser Arg G n Gn Pro Leu
Gy A SCoHMra e Ga oy FeSa Alalye Hha Sen Ate Shglabi AProGin Gy ALKal Leu
Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
20  (36)Ser Arg GIn Gln Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile Pro Ala Pro Gln Gly Ala Val
Leu Val GIn Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(37)Gly Ser Arg GIn Gln Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile Pro Ala Pro Gln Gly Ala
Val Leu Val GIn Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(38)Ser Gly Ser Arg GIn GIn Pro Gly Leu Ser Ala Pro His Ser Arg Gin Ile Pro Ala Pro GIn Gly
25 AlaVal Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(39)Ser Ser Gly Ser Arg Gln GIn Pro Gly Leu Ser Ala Pro His Ser Arg Gin Ile Pro Ala Pro Gln
Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(40)Glu Ser Ser Gly Ser Arg GIn Gln Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile Pro Ala Pro
GIn Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
30  (41)Pro Glu Ser Ser Gly Ser Arg Gln GlIn Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile Pro Ala
Pro Gln Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(42)Pro Pro Glu Ser Ser Gly Ser Arg Gln Gln Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile Pro
Ala Pro Gin Gly Ala Val Leu Val Gln Arg Glu Lys Asp Leu Pro Asn Tyr Asn Trp Asn-,
(43)Pro Pro Pro Glu Ser Ser Gly Ser Arg Gln Gln Pro Gly Leu Ser Ala Pro His Ser Arg Gln Ile
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(45)Leu Ser Pro Pro Pro Gu Ser Ser Gy Ser Arg Gn dn Pro Gy Leu Ser Al a
Pro HHs Ser Arg Gn He Pro Ala Pro G n Gy Ala Val Leu Val Gdn Arg Qu Lys
Asp Leu Rwo208m7d896 Asn Trp Asn-, (46)Ser Leu Ser Pro ProTBemoGhuofer Ser

Gy Ser Arg Gdn Gn Pro GIK Leu Ser Ala Pro H's Ser Arg Gn He Pro Ala Pro

Gn G yPr AlaPi GleGlyAla EaLer YalGlo Arg<Gindysidsp lruPradysn iyr Ass ATAsnAS - |

0 T a8 B P 8 Sl a0 o B o R
G u Lysnéep AﬁLPrBrGln/@x;i AlyValBéu Vémlﬁsﬂrg G1(u4189sGk ITi ProOsnl Bt ASBITPARnEY O
Pro Gu Ser Ser ¥Ser Arg Gn @n Pro Leu Ser Ala Pro Hs Ser Arg Gn

He Pro @SXLqur%er @ro Prg ProAply Sga en @ly SffalAraGdnﬁlg Py Gly Leu SerAlrdso BioSasMeTyr
gl b I :

AR e P R R Gl et IS Lo S

(v) carAsxyl group, (V|) sul fino group or (vi i) am dino group, (VI [ |)

gl yoxyl oyl group or (ix) am ng grou whi ¢ oup optionally he

subst i t 0T kicn ﬁeanq.%@tPrt) G Serc3sa Gy ﬁﬁh@r&ﬁ%bﬁin Mﬁ}m #ila BroddisSeE| i ¢

gr oup, glncﬁé;i)fo AﬁrP}Ug}rl% Qfglé 06l LdEG a1 GRY A%?ﬁgirﬁ z}sy Gf% LA Yasn

substi tut aromati c hy on group, Tostitut
ar onat i Trphdrey ocycli ¢ group, " "an opti onal I y subst I tuted aromat I C

or o, (s RawsefSrodfm s Cin SerSreRiubendia EeG ve iy R8s b Pt
an_ opt$ndly dinIpHbIAINPRIGHPA! fm%'n‘eu*\%m%g'alﬁ 195 Q4P Leu BLE Asn F9H

exanpl es of t “aromati ¢ hydr dcar bon group, omatic heterocyclic
group, Angmmm-c fused-ring group” and "aromatic fused heterocyclic group”

hydr oo BTGB 0 Lu SeF Traafib tEE ol SorSer EYE setRR PreBuRyS ¥ e Ser Ala Pro

cycl oprgp\er Ax¥ R lP!étPfJ) AlEPR GREGIyYAla Vel Te@VRX Gin A Glu THEASHPE PFPARH | C
het er ocyclic group” used includes a 5- to 10-nmenbered non-aromatic

hetlér ocYi Asn frodn-containing 1 to 4 hetero atoms of 1 or 2 species

| d f | f d
oo bon”at oS B ER bRl SR Y Eﬁ‘%@e 4GE %%ﬂf P 3514 E55 A i
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1- imdazolinyl, 2-imdazoliny I m dazo , piperid

1- pi pergr@unwll)zlxﬂm@yﬂ gfoyp|or (13) agineegrPe, hi c mppway aptrm i’ly b |sb1eﬁuazt¢¢1y|
(e.q. | g RIRE Al onor phol i no, etc. The
substi t%metﬁta%g%ﬁql onar ?n ggaglncﬁﬁoﬂz}il subga[l&P%gE %rtot]b i ncl udes the sane
sulxy i t uent sThs"cyclic group" used includes, for example, "an optlonally substituted aromatic

"nn "nn

hydrocarbon group," "an optionally substituted aromatic heterocyclic group," "an optionally

nn

substituted aromatic fused-ring group,” "an optionally substituted aromatic fused heterocyclic

nn

group," "an optionally substituted non-aromatic cyclic hydrocarbon group,

an optionally

substituted non-aromatic heterocyclic group,” etc., and examples of the "aromatic hydrocarbon

nn nn

25 gfoup, aromatic heterocyclic group," "aromatic fused-ring group" and "aromatic fused
heterocyclic group” used are the same as those given above.
The "non-aromatic cyclic hydrocarbon group" used inciudes a Cs.3 cycloalkyl group such
as cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, etc.
The "non-aromatic heterocyclic group" used includes a 5- to 10-membered non-aromatic
30  heterocyclic group containing 1 to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur
and oxygen atoms in addition to 1 to 7 carbon atoms such as pyrrolidinyl (e.g., 1-pyrrolidinyl, 2-
pyrrolidinyl, 3-pyrrolidinyl), oxazolidinyl (e.g., 2-oxazolidinyl), imidazolinyl (e.g., 1-
imidazolinyl, 2-imidazolinyl, 4-imidazolinyl), piperidinyl (e.g., 1-piperidinyl, 2-piperidinyl, 3-
piperidinyl, 4-piperidinyl), piperazinyl (e.g., 1-piperazinyl, 2-piperazinyl), morpholino,
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Substituent G oup A described above. The "Cl-15 acyl group" used includes,
for exanmple, fornyl, Cl-14 al kyl-carbonyl (e.g., Cl-6 al kyl-carbonyl such
as acet ylwopompizesygl , pival oyl, etc.) and the |ike. TheprtChpridailyd group"
used include, for exanple nethyl ethyl, propyl, isopropyl, butyl,

i sobut ythiomsesphajinoyptc. tert -but yl, pentyl, isopentyl, neopentyl, hexyl,
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acyl grsuttituehi GloupRy deRtibedabdve. be substituted with a substituent
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phenyla&gtyl 3 phenylproplonyl etc.), (vi) 5- to 7- nenbered nnnocyclic
het erocyclic carbonyl containing 1 to 4 hetero atonms of 1 or 2 species
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(e. ot , isonicotinoyl, thenoyl, furoyl, norpholinocarbonyl,
thig%D @VW & rbonyI pi per azi n- 1-yl carbonyl, pyrrolidin-1-yl carbonyl,
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-nmenber e |cyc I C Or trlcycllc aronati C heterocyc i c carbon

con1t5a| néyetpalkyl-614 alel-eabonyldeg. ,@yclpp@pylzc@wleGY@@p@@rlwnédcyfcimﬂa@qtﬂgein)

sul fur | o at g
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etc.), (ix) b5- to 14- menbered (preferably 5- to 10-nenbered) bicyclic or
tricycl mwama&ﬂtt? é hstere a@@}mfé @ 21spgcigy sejgetas fhrim yitrogga; siug and axygsn atams 4

het t t

at oms. | 1 Aagiof v carBln roRR TG HIGRLES, BUp b Rt bredl it pu SRR,
3-i20dol ﬁaﬁﬁdrphohrﬁcam{mylpbmhmmt-y-b'],cafbonﬁlogytlrdslﬁhiy-llagdﬁrbd)nyl etc.), (v11) 5 to 7-

2- benzo[ b] nyl acety ur anyl etc.

ot hers,™ ?rs &tﬂ%cﬁ{f%’éldleéﬁr‘écyﬁi}e&? al{(zlcmha@r %ﬂ{% sﬂvﬁmsé tp Advstcae aﬁoﬁbﬁﬁfl
3 e LB s 0SB o R BT BAERAREN
1-pyri dp)n‘ldyhaccettyj/l4-pﬁtdy9ac1etyl rizthdetyldcety], E—Mylamty‘lemoqﬂlgbllnoa@etyl
thiomorpholinoacefyl, piperidin-2-acetyl, pyrrolidine-2-ylacetyl, etc.), (viii) 5- to 14-membered
25  (preferably, 5- to 10-membered) bicyclic or tricyclic aromatic heterocyclic carbonyl containing 1
to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur and oxygen atoms in addition to
3 to 11 carbon atoms (e.g., 2-indolecarbonyl, 3-indolecarbonyl, 2-quinolylcarbonyl, 1-
isoquinolylcarbonyl, 2-benzo[b]thienylcarbonyl, 2-benzo[b]furanylcarbonyl, etc.), (ix) 5- to 14-
membered (preferably 5- to 10-membered) bicyclic or tricyclic aromatic heterocycle-Ci.¢
30 alkylcarbonyl, which contains 1 to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur
and oxygen atoms in addition to 3 to 11 carbon atoms (e.g., 2-indoleacetyl, 3-indoleacetyl, 2-
quinolylacetyl, 1-isoquinolylacetyl, 2-benzo[b]thienylacetyl, 2-benzo[b]furanylacetyl, etc.), etc.,
among others, preferably used are acetyl, 2-indolecarbonyl, 3-indolecarbonyl, 3-indoleacetyl, 3-

indolepropionyl, 2-indolinecarbonyl, 3-phenylpropionyl, diphenylacetyl, 2-pyridinecarbonyl, 3-
28



pyri di neacetyl, 3-(I-pyridinio)propionyl, 3-(pyridin-2-yl)propionyl,
3-(pyridin-3- yI)proplonyI 3- (pyridin-4-yl)propionyl, 4-imdazol eacetyl,
cycl ohexamecardnossol, 1- plperldlneacetyl 1- et hyl - 1- pi pemrijdzap/oacet yl ,
4- pi peri di necar bonyl , 2-pyr|n1d|necarbonyl 4-pyrim di necarbonyl, 5- -
pyrim dpynisirachtoegyl, 42’¥p§mﬁ¢ﬁru¢nYé,abBY1§dHH040quk Rmyddmwétly,ﬁ-pyndmeacetyl 4-
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etc.; anong others, nethyl’, hyl, benzyl, 3-(indol-3-yl)propyl, etc. are
pr elfSer atlkyl arewm which ccntvenscj6t0144hq¢1y)langn$>gf)l onh snd\?lmyle@tpd fronamnygm sulfur
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opt i onaghien b@etﬁylbﬁ.ﬁ-ﬁﬁﬂt ad%vavt) firndno) oadics t1;41401ﬁérlﬁﬁ@ﬂé§ I(prefegertmjdrs (@1@} ,
cycl oal kyl ; phenyl, 1-na , %Ft yl, etc. 1i) a b- to 7-menbered
oRycle-

no nocycmP@bﬁéfi)elPléwwqu én@yucbe: proertﬁﬁlpélp Cos aikﬂew canigins 1gp 4theggro 2

Shec! esuBfh 673 82 \HAGBILERS B iteLUL oAt SVASBAANSHR i Badil B 1o,
( praef er clbbon atbms (cog ;le)-uliﬁtﬂéa@drtﬁyl) 3Ji>mdbye1h¢thylos (trfdbl:ygdl)pmpgzl @qiihelyhedteylptycl i ¢
group containing 1 to 4 hetero atons or speci es selected from

ni t r ogeiioauinelyinethl 2-bsrzgb thisnylrethyl. adzﬁlmbﬂﬁlfa@ygnqtbv 19iC Qi oHMARBHHETS,
(%, A e s oL ey gy 2, benzel bl eyt
optional |y b@)Jhb€ki1arylegtoup,twhich miap sptidvnediytbe substituted with a substituent

containing a cyclic group, includes, for example, a Cs.14 aryl group (e.g., phenyl, naphthyl,

25  biphenyl), which may optionally be substituted with (i) a Ce.14 carbocyclic group (e.g.,
cycloalkyl, phenyl, 1-naphthyl, 2-naphthyl, etc.), (ii) a 5- to 7-membered monocyclic
heterocyclic group containing 1 to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur
and oxygen atoms in addition to carbon atoms (e.g., 3-pyridyl, 2-thienyl, etc.), (iii) a 5- to 14-
membered (preferably, 5- to 10-membered) bicyclic or tricyclic aromatic heterocyclic group

30 containing 1 to 4 hetero atoms of 1 or 2 species selected from nitrogen, sulfur and oxygen atoms
in addition to 3 to 11 carbon atoms (e.g., 2-indolyl, 3-indolyl, 2-quinolyl, 1-isoquinolyl, 2-
benzo[b]thienyl, 2-benzo[b]furanyl, etc.), etc.

(4) The carbamoyl group, which may optionally be substituted with a substituent

containing a cyclic group, includes (i) carbamoyl, (ii) mono- or di-C;.;5 alkylcarbamoyl (e.g.,
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containing a cyclic group, includes (i) carbanoyl, (ii) nono- or di-Cl-15
al kyl car banoyl (e.g., nethyl carbanoyl, ethylcarbanmoyl), (iii) nmono- or (U-C
- cycl oalwploavtissyeyl (e. g : cycl opr opyl car bam)yl cycl epeneylogaribbanoyl ,
cycl ohexyl car banmoyl , etc. (iv) nono- or di- YCl oal kyl -C 1-6

al kyl - cmptbalm;ham(oefl gthylvzay bptylb n@mwrc;hf(basmyyloalky arbamoyl (e.g.,

cypl_opent Irreth arb dp ntyf ohe cfcarrbarrct)) Vet ? jort 2) o- or
(i - 06- % 3 g0t §P’%8 R0y, ete) (V) iCis. 14
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5- to 7-nenbered cyclic carbanoyl 1- pyrrolidinyl carbon
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al kyl am nocar banoyl (Cl1-15 al kyl as used herein has the sane significance

as t he alkgle a.t@omrl lepntagpingbto f# heterpeatorms of b on? kpeciegrssleptediifnne pitioggn.splfomd) | y

b b C6- 14
ar yi am ROl BEbnth 3 RBiS 3 g ¥Rt B Bl B BB bkl 2 0
t hea(' CGﬁhdblal‘-yibet@ylwbamby‘l &th9, (xF6- tb47-miembegd @yplic MBa.ﬂ‘iomy ggpt | onal ly be
substi t ut ed with a substjtuent contai n| ng a cyclic group") , anong

ot her s, PYIIq 1dmyé¢arbpn>'9/| b B‘&’ﬁ?ﬂ’@&kb‘é’ﬁﬁ% hexgmet y&?@%@@ﬁ@bwlgﬁ%éaﬂ Cuay The

car boxy I ffl{?ﬁ " it

cont ai n| a cy ml 3 a Qllgéndcll%%h b p‘? %&Q%L’éﬁ oégy%gr lé]]Q§ (é&wg}'al kyl
her ei n ﬂnas'Cﬁ neacylagtwp,l \glmc]ﬁ hmarweomailytﬁeesubsﬁiuﬂe& vxathlqystubgmmam contantuhga ¢xelicl5
alkyl of OUE") el\/ﬂ %T 1 5nBI¥ylg§1t1rllo%Qr%l ) oyP&?l-l s alkyl as used herein has the same significance as

25  the "Cy.j5 alkyl group" in the "Ci.;5 alkyl group, which may optionally be substituted with a

substituent containing a cyclic group"), (xiii) C¢.14 arylaminocarbamoyl (Cs.14 aryl as used herein
has the same significance as the "Cq.14 aryl group” in the "Ce.14 aryl group, which may optionally
be substituted with a substituent containing a cyclic group"), etc.; among others, 2-(indol-3-
yl)ethylcarbamoyl, etc. are preferably used.

30 (5) The carboxyl group, which may optionally be substituted with a substituent
containing a cyclic group, includes (i) C;.;5 alkyloxycarbonyl (C;.;s alkyl herein has the same
significance as the "Ci.i5 alkyl group" in the "C,.;5 alkyl group, which may optionally be

‘substituted with a substituent containing a ¢yclic group,” e.g., tert-butyloxycarbonyl,
benzyloxycarbonyl, 9-fluorenylmethoxycarbonyl), (ii) Cs.14 aryloxycarbonyl (Ce.14 aryl herein
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Substituted wth a substituent containing a cyclic group,” e.g.,

tert-butyl oxycarbonyl, benzyl oxycarbonyl, 9-fluorenyl net hoxycarbonyl), (ii)
CG 14 armg&y@aﬁb@@yl (C6-14 aryl hereinhas the sane si @pirfjpsRoeRps t he
"C6-14 aryl group" in the "C6-14 aryl group, which nmay optionally be
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h 6) Th I h
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group,” e.g., tosyl), etc. (7) The am dino group, which may optionally be
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may optgmﬁp,l' k. hesybubst i tuted with a substituent contai ni ng a cyclic

group, " N- net h(élam di no (i) G-15 acylam dino (Cl-15 acyl as used
herld n has t@éTQaa@l Q&Eionpcpich may gptignallyibeissi sietied grigh psubstituepiecontatning

acyl hs JORM
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rou t s WM tr a
gycl Pc %g?g%g?%)e(cgg,dcﬂ yqs%(ig yﬁ% i § CG-I%ﬁar gi%?yg tjs%slll-@%ﬁ ainggggse
herldi n 'Kass adyd gempewhich mdyi apdiooallyabe $dbetitu%l-w:iﬂ1 asqbstlgxemmihtanmng heytiBs- 14

aryl group. ,whi may opf.iqnally be substituted with a substituent
cont ai ngrﬂgp’aetgyﬁ%eté?@%“‘g 6} ., phenyloxalyl), etc. (9) The use of the
am no group, (8‘}V|Ih€ glyaﬁmo%rbwabﬁlyhﬁﬁ % 9 trytﬁe%qbém&tled ¥ithubabbdient

containing a cyclic¢ group, includes 5 alkylamno (G -15 al kyl as
used hegostainingse cyédlic Fawm lmlgdﬁsfﬁ)@nselkabxalyé(cﬁi 1 28 uspd hepreulps thersanhe

cont ar b cert BY e "ol B B iats bR Vb EeY Opfofabitay ' e

exapl esilb@rﬁmtkdlvnusae@lwsmhmnﬁmﬁg)aeycw %mlp,f' @%mé{hylcﬁ@@ﬂ)[ i) Ce.14 aryloxalyl
3-indol ecarbonyl, 3-(indol-3-yl)propiony enyl propi onyl
di pheny(Gsaeaty] as used herpin s thessapie) sigrseaney las the- e aprvloroue ‘aipythe "Ce.14 aryl

R e T e L
phenyloxalyl), etc.
(9) The use of the amino group, which may optionally be substituted with a substituent
25  containing a cyclic group, includes (i) C.15 alkylamino (C;.;5 alkyl as used herein has the same
significance as the "C,.;5 alkyl group" in the "C;.;5 alkyl group, which may optionally be
substituted with a substituent containing a cyclic group™).
Among those described above, preferred examples of J' used include hydrogen atom,
formyl, acetyl, 3-indolecarbonyl, 3-(indol-3-yl)propionyl, 3-phenylpropionyl, diphenylacetyl,'3-
30 (pyridin-3-yl)propionyl, 4-imidazoleacetyl, cyclohexanecarbonyl, 1-piperidineacetyl, 1-methyl-
1-piperidinioacetyl, 4-piperidinecarbonyl, hexanoyl, amino-(4-hydroxyphenyl)acetyl, D-
glucuronyl, 2-(indol-3-yl)ethylcarbamoyl, tert-butyloxycarbonyl, 9-fluorenylmethoxycarbonyl,
amidino, 4-guanidomethylbenzoyl, benzoyl, 3-indoleacetyl, benzyloxycarbonyl, tosyl, phenyl,
| benzyl, phenethyl, 3-pyridinecarbonyl, 2-pyridinecarbonyl, 4-pyridinecarbonyl, propionyl,
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T 11 oopBEaBproohy ke ORI TIPS b TB arRy o Bl sBiogry P
3-fur anﬁ}ﬁﬁ'&%‘i‘éﬂbutyﬁw B%ﬁhgﬁﬁé}{ﬁ’%ole . chﬂ?oﬁ?lz 9liRGBZBREYbonf; 6

hydr oxyni cot’i noy!| 6- chl oroni coti noyl | -(trlfluoronethyl)nlcotlnoyI
di met hylllxda@mﬂm);moyllé Chmnlcbtmeyh6Ku@uorome@zbm0dilmadm&ylcarbamoy1 1-

4- b I 3- b

A R T R T R ST
ani noc agieitlyl, privtidine- @Myglpyﬁﬁhdmglzy&y&cﬁiyywhawﬁah,caﬁdoaswbal anyl al anyl ,
al anyl al anyl aI anyl al anyl, acetylg i}dcal acetyl glycyl glyc

acetyl gaw@ycagxwyglgcxlcglvcylabeﬂygla(r:y;lg edyeyl alamyialanylalanyl,

b ar o oS RRARE, B ke s RRITNEY besvlRlcflave ey olyevt
D- ar gi r\acke@*lﬁﬂwlﬂh@ﬂmhﬁilﬁﬁbﬁbﬂil@rmﬂanﬁ@l@ﬁylhhﬁ)ﬂ@m&@wyﬁlyw ID- argmylglycylglycyl

ace I-Dar|n C lyeyl, acetI-DarlnI cyl gl yeyl gl yc
aéglgy],gilbfcal Y é J y 1alanyl%1an¥l ?) grg)llny?alzny%algn)}ialanylalanyl

2§§f X'pem nec?ﬁ%@@%‘?@%ﬁéLHZ‘%%M&@?@“%%Y‘C%‘%&WR%X@@%Q’ ey tetycyl,
napht hoe;cletyl-I)—afgpmﬂddanyylalamylglmMI ace@ﬂg) agglwlgamylh],anﬁalaaylglamy] am no) capr oyl ,

g Egg;? (%Mrc]: qlg?cgagtg lgcg]gzlrl ?%l)’]é’afﬂ‘ gn{iy @%rtzgnleggrk)gr?;lnc?y)cfo%%;(a?nelcarbonyl 1-

3-di am nar r62-»
3- (Dar gi HPBQ% K E‘{rHS O%IE,l%g?ﬂﬁé Pﬁn?ﬁéﬁ%% Eut gﬁag}f"@'p 60(56
4- (I3 arzggmylan[iha)cgpmyll éf(Dam‘gimyI—Er arginylamino)caproyl, 6-(acetyl-D-arginylamino)caproyl,

D ar r -D-ar no b t 3- dro | ) propi onyl
butyr o1 SURa g HBihopEyo A Ba ey b A e B ey of hers.
prefer rﬁguﬁfaﬁuﬁmf&ﬂ@r&l% ardify mmlno @ﬁﬁtym mafg%ﬁrmar -mﬂféb&ﬁﬁrypqnyl

3- (indol -3-yl) proopi onyl, pheny proplony -(pyrid - -~ yl) propi onyl
4- i m da@dhegaydiDA mglmﬂ@@mmdmmbtmm ehwirmsylphelafﬂml(mbd butyryl, methyl,

By?{ o BRThbROG B o i oM e s utsoasmytom fomay

3- izpdol zﬁ;@ﬁyfktpfbplohslﬂn?»éﬂldolm D8L(ind3t- Bm)p%pi@@ar hgﬁéﬂylpraploaylr qu;mﬁﬁebo nyl,
y

4- pyridi necar bon | sobutyryl, ‘phenyl acetyl, 6-net yInlcotlno

pyr azi ndipsepienyl 4-imjdazolsacsidnesclahssangrarbenyls h%ﬁ@)dc@tll}llo- -

byt o abA TR AL B ARl el LSRR oV B i v
6- chl or guaniiohiettNbenz6yl( beérizbyl eﬁ@dmedwyl HeQ 1] p‘lbelbthyllj lsrmtriamle@afobﬂytpﬂi 1-
azeti di necarbonyl, 4-am nobenzo 4- am nonet hyl henzoy

pyr r ol epmde%ﬁca@@m Apyridifesarheny. lswtmhyhen 3Gty @mﬁéhﬁmeatﬂwhw
heyl
D e R SEAOT U B O YL RPSIER Ao FbpR 2
6- ( D- arlgydnystyidobugiryly Béfmanairbonyl pyrrole 2-carbonyl 4-imidazolecarbonyl, 6-
hydroxynicotinoyl, 6-chloronicotinoyl, 6-(trifluoromethyl)nicotinoyl, dimethylcarbamoyl, 1-

azetidinecarbonyl, 4-aminobenzoyl, 4-aminomethylbenzoyl, pyrrole-3-carbonyl, pyrimidine-4-
carbonyl, pyrimidine-2-carbonyl, pyridazine-4-carbonyl, 6-aminocaproyl, cyclopropanecarbonyl,
30  2-naphthoyl, arginyl, 6-(arginylamino)caproyl, 6-(D-arginylamino)caproyl, 6-(D-arginyl-D-
arginylamino)caproyl, 6-(acetyl-D-arginylamino)caproyl, 6-((R)-2, 3-
diaminopropionylamino)caproyl, 6-(D-norleucylamino)caproyl, 3-(D-arginylamino)propionyl, 4-
(D-arginylamino)butyryl, 4-(D-arginyl-D-arginylamino)butyryl, 4-(D-arginyl-D-arginyl-D-
arginylamino)butyryl, 3-(4-hydroxyphenyl)propionyl, butyryl, adipoyl, pyroglutamyl, etc.
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caproyl, 6-(acetyl-D-arginylam no)caproyl, 6-((R-2, 3-

di am nopr opi onyl am no) caproyl, 6-(D- norleucyl am no)caproyl,

3- (D- ar giwyl2amiaregopr opi onyl, 4- (D ar gi nyl am no) but yryl pCT/JP2009/071919

4- (D argqi nyI D-ar gi nyl am no) buty , 4-(D-arginyl -D-arginyl -Dargi nyl am no)

butyryl, Jﬁxmcﬁeobs;(thpr)npn@ibf mbymmte@mh ayC; s aliiyhophp, (BY Ebigoptienafly,

etc. J2r res ( tio tituted with a Cl-6 al kyl group,
(2) cHZY g% ﬁVé{ﬂ)%FYlt% Q%({)ﬁ gﬂ -6 al kyl group, (3) Oor (4) S The
"Cl al kyl QVW’GQ%ﬂ@lgﬂﬁl ud@‘a inEities metByInythyl, propRY, lisoprSmrm! isobuthly kec-

i sobutyl, secbutyl, tert- pent yl |sopentyl neopentyl, hexyl, etc.

Pr ef er diity), tegrsbuty, mtylE’é@PPUéﬂ Q@P@Wb’g Lyeto. represents hydr ogen atom or a
C1-3 al kyl P QKD qbl}:”}Els -3 al kyl group" used includes nethyl, ethyl,

propyl, isopropyl,”’’étc referably, J3 is hydrogen atom Pref erably, J4 is

hydrogen at cEacthﬁmfcaigh)J”réﬁreh@tdﬂ%@ﬁ@t@h@ﬁhd?@@fk@lg@up J is hydrogen
atom Preferably, J7 is hydrogen atom Preferably, J is hydrogen atom
Preferably, The'Sinply b@@h‘PaP inglpdesanethyly ethyh prapyl, - ASARFRRYSIFI%t om

Preferably, hy, g,gggg@ Preferably, J12 is hydrogen atom Each
of B througPr]{ éﬁﬂf‘l Sedents a{%?4 al kyl group, which nmay optionally have

a substi tuerRre&&ibey; d;Hydmgehta&mgroup consisting of: (1) an optionally
substituted ti,c drocarbon group, (2) an optionally substituted
bl?) 14- msrﬁf%fe@g’l ﬁgwlaoaqé@mcym ic group consisting of 1 to 7 carbon

atoms and -heg efpRf qﬁpslﬁ,g{.d%%%g)rﬁ.r omthe group consisting of nitrogen,

oxygen and sul fur ato an optionally substituted C8-14 aromatic
fused-ring d?ref@mblxdlsatrydumematmﬂlly substituted 5- to 14-nenbered aromatic

fused het er gg i consisting of 3 to 11 carbon atons and hetero
atoms sel ect éé{:e arbﬁfnqt }‘?Leig'&mﬁﬁﬁ ﬁ"é‘?‘m sting of nitrogen, oxygen and sul fur

atoms, (5) aneRPHIRNA K drdPeakidmit ed non-aromatic cyclic hydrocarbon group
havi ng carbon atons not "greater than 7,

15 Preferably, J°° is hydrogen atom.

Preferably, J'! is hydrogen atom.

Preferably, J'? is hydrogen atom.

Each of Q° through Q'? represents a C;4 alkyl group, which may optionally have a
substituent seiected from the group consisting of:

20 (1) an optionally substituted Ce.12 aromatic hydrocarbon group,

(2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting
of 1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen
and sulfur atoms,

(3) an optionally substituted Cs.14 aromatic fused-ring group,

25 (4) an optionally substituted 5- to 14-membered aromatic fused heterocyclic group
consisting of 3 to 11 carbon atoms and hetero atoms selected from the group consisting of
nitrogen, oxygen and sulfur atoms,

(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms
not greater than 7,

30 (6) an optionally substituted non-aromatic heterocyclic group ha{/ing carbon atoms not
greater than 7, _

(7) an optionally substituted amino group;

(8) an optionally substituted guanidino group;

(9) an optionally substituted hydroxyl group;
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(6) an optionally substituted non-aromatic heterocyclic group having carbon
atons not greater than 7, (7) an optionally substituted am no group; (8) an

opt i onal lywoswhgiskdoyt ed guani di no group; (9) an optional pyrgeRsboivied
hydr oxyl group; (10) an optionally substituted carboxyl group; ( 11) an

optional |y s{if3an ppticecilly antiztitrsed caybamyp graapgd, (12) an optionally substituted
sul fhydryl g . or hydraqgen ato Particularly preferred (B to ® are a
Cl- 4 al kyl g{lgbjg“ﬂﬁt\‘ﬁ% yaﬁgs_agg@ 4 Ogﬁr‘é‘lﬁ’éﬂ‘_ll’fromthe group consi sting
of : (1) an OdﬁltzbQﬁlabt'idﬁaﬁgé%skihu&?ﬂﬂ%dﬁig?&@@t'C hydrocarbon group, (2) an

optionally subStituted to 14-nenbered aromatic heterocyclic group
consi st ¢rhydodgen atam.7 car bon atons and hetero atons selected fromthe group

i sti it d f t (3 ti |l
oot Tt b S B AP SR D M bR S SR fpp e
5- to ldeRdtipedodsistigsrat i ¢ fused heterocyclic group consisting of 3 to 11

carbon atonms and hetero atons selected fromthe group consisting of
ni trogen, oxélgen optiehatly(stbstituted s 2 grematimhysocasbert grpuB.ubst i t ut ed

777 (6) an opt) ShaPlor Rl sE AL s P e f ot e R louB s S,

car bon @ft BT E@borgstemk and hétard afoms oleciéd AP the ghdup cehdistingtofin@ebgRf] dd/ g oup;
(8). an optionally substituted guanidino group; (9) an optionally

subt i tandestlfuyatoBiRy| group; (10) an optional |y substituted carboxyl group;

( 11) an opt} I | car un: , (12) an optionally
substituted ?2,9?ﬁk}%?‘f/"w3@%%%@9%98%&%5@8%‘%@%%@%Bgﬁ@%ﬂ optionally substituted
C6- 12 ar onat {4 ahppticraiy Babstiguted B+ to T4eptmbeart layorsatiesfusdditicegoGrelit group

14- menber ed .aropmti ¢ heterocycl i% group consi sting o% l1to7 car%g& at ons
and het @MSISHRS AE3 te] leearkon #tP@sanh Betgionipms selssied fTAR 1BF SAvPcOREHNERty gen and

sul fur &ih%@@n, oxyé&tdn%&ﬂﬁ'uyatéﬁ{&ﬁ ituted

15 (5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms
not greater than 7,
(6) an optionally substituted non-aromatic heterocyclic group having carbon atoms not
greater than 7,
(7) an optionally substituted amino group;
20 (8) an optionally substituted guanidino group;
(9) an optionally substituted hydroxyl group;
(10) an optionally substituted carboxyl group;
(11) an optionally substituted carbamoyl group; and,
(12) an optionally substituted sulthydryl group,
25  or hydrogen atom.

The "optionally substituted Cs.; aromatic hydrocarbon group," "optionally substituted 5-

to 14-membered aromatic heterocyclic group consisting of 1 to 7 carbon atoms and hetero atoms

selected from the group consisting of nitrogen, oxygen and sulfur atoms," "optionally substituted

"non

Cs.14 aromatic fused-ring group," "optionally substituted 5- to 14-membered aromatic fused

30  heterocyclic group consisting of 3 to 11 carbon atoms and hetero atoms selected from the group

consisting of nitrogen, oxygen and sulfur atoms," "optionally substituted non-aromatic cyclic
hydrocarbon group having carbon atoms not greater than 7" and "optionally substituted non-
aromatic heterocyclic group having carbon atoms not greater than 7" used are the same as those

given above.
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C8-14 aromatic fused-ring group,” "optionally substituted 5- to 14-nenbered
aromati c fused heterocyclic group consisting of 3 to 11 carbon atons and
het ero atwgsofleeked fromthe group consisting of nitregenp2@¥yae and

sul fur atons,” "optionally substituted non-aromatic cyclic hydrocarbon
group havi ng13 AshlenCai alkgl grotp havisd ar ofitiomally Sutstithité b4 i arahatic ydibstarkiont ed

nonaronmati ¢ heterocyclic gro havi_ ng car bgn ato ot greater,than 7" used
ot o here Sresbs %r vgijgdww?h oxYengil. 4-chiog e%aﬁoﬁ-ﬁ%&ieﬂaylaﬁ
opt i onalpdroBaRSE ldhiBdbdlyl €car omat i ¢ hydrocarbon group, there are used,

b o4 3 *

for exanple, bénzyl, 4-hydroxybenzyl, 2-chlorobenzyl, 3-chlorobenzyl, 4-
chl or obenzyl(2) Asdin G obakylydgrouphaving &) optonale subktithted kytb 14rmembdred anoatin

ti | | tituted 5- t 4- d ti het '
P S HetgfoRiehs sroP R SLl G hCnth Aierarss Britans st Frmihe BRug: oup
consi StdonGis@ig &f difrOG8) oxfBNIRA salfe Mothd, Wher8 b Ted HILENIE isadiylhethyl, 3-

exanpl e, 2-pyridyl nethyl’” 3- pyridyl nethyl, 4-pyridylnnethyl,
4-im dawmdefﬁmthyll, 4-P§ndylm@bylﬁgnmdézmmﬂhﬂ, RYgl group having an optionally

substituted 4 arQmati ¢ fused-rin rou t her.e are used, f anpl e,

T napht hy! ekt PRI A7P e e sty SIBG R Gl 3Rt onfE B havi ng
an opt i @o@, lthers uRsised, HoLekanplé,d -daphtiTiehgid 2 aaphilintethyls&6. het erocyclic
group consisting of 3 to 11 carbon atons and hetero atons selected fromthe
gr d@p consi st A§ thst Cné alkplggsaup bacingan eptienally substiftesh to i Aunembgred gromatict or
exanpl ' I - £ or m i ndal_-:3- - QUi etc.
(5 e R B CRTBHU consrsll D il B b AR B <
cyclic dipab casistiag ofhimogemaxiygeh avdrsaifir stbmeptheetar@usd] fot ekdraple/3- t here are

used, for exanple,  cycl.ohexyl net higl, etc. (%As the Cl1-4 al kyl group
havi ng Bfelgsethyhdrfopmlindoli3rylmethyhanqunelasteylneteer ocycl i ¢ group havi ng

carbon ato at t : : X I :

pi peri di n- WP%'F%{/?M %’!(%Ié}?% Kﬁgﬁ%‘ﬁé@p&%ﬁ%&*‘é&ﬁtlg{tﬁ% %\[}]I?l rﬁ‘gc %Ch(gpt ional |y
sulst i thydestachonrgrowy baving ¢drboreatame notsgrelater than &xiherel aze usdafor erahply] |

3-am nopr |, 4-am nobutyl, 4-acetam dobutyl, etc. (8) As the Cl-4 al kyl

gr oup rf&ﬁf(%xiﬁﬂfewm%m |y substituted guanidino group, there are used, for
exanpl e S~ QAR thd\OPI ARYY gros VALRY SR EMAN ARARKOPYInarBhfitic hlbroBFelich®
Cl-4 al kyl group having an optionally substituted hydroxyl group, there are
used, fgouphavipd earbony atomsynotgieyter than ydemareused, forlesampleopipredinyll-ylmethyl,
(10) Astt he Cl1-4 al kyl group having an optionally substituted carboxyl
group, $tiere are used, for exanple, carboxylmethyl, 2-carboxylethyl,

bermy| oxycardyenaxkieet hyhlkyirup having an optionally substituted amino group, there are used,

for example, 2-aminoethyl, 3-aminopropyl, 4-aminobutyl, 4-acetamidobutyl, etc.

(8) As the C;4 alkyl group having an optionally substituted guanidino group, there are
used, for example, 3-guanidinopropyl, 3-(N-tosyl)guanidinopropyl, etc.
(9) As the C;4 alkyl group having an optionally substituted hydroxyl group, there are
25  used, for example, hydroxymethyl, 1-hydroxyethyl, benzyloxymethyl, etc.
(10) As the C;4 alkyl group having an optionally substituted carboxyl group, there are
used, for example, carboxylmethyl, 2-carboxylethyl, benzyloxycarbonylmethyl, etc.
(11) As the C;4 alkyl group having an optionally substituted carbamoyl group, there are
used, for example, carbamoylmethyl, 2-carbamoylethyl, xanthylcarbamoyl, etc.
30 (12) As the C,4 alkyl group having an optionally substituted sulthydryl group, there are
used, for example, sulfhydrylmethyl, 2-(methylsulthydryl)ethyl, etc.
(13) As the unsubstituted C;4 alkyl group, there are used, for example, methyl, ethyl,
propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, etc.
Preferred exainples of Q used include hydrogen atom, 4-hydroxybenzyl, 3-
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( 11) As the Cl1-4 al kyl group having an optionally substituted carbanoyl
group, there are used, for exanple, carbanoyl nethyl, 2-carbanoylethyl,

xant hyl cagbainydzesogt ¢. (12) As the Cl-4 al kyl group havipggasoe9pibpnal |y
substituted sul fhydryl group, there are used, for exanple,

sul f hydpylﬁdpémht}lbfl 4a>y¢1'|dgtmgth3dumfeﬁydri;db)latlri;yldromrmthy(us&)boxymeﬂafl,mambmﬂautyw ed

C al kyl |, I,
i sgprgp ro%ﬁ glrpgeé%rg %é’g’ES’XPSE‘? firi‘tp g&"ttg L 48%99/1}5}%@@%%(1 exanpl es
of B used i Pn%'féiﬂﬂ elil)iﬁil %ﬂ tu@éa mémaydal@éﬁﬁbgwemyl ﬁc&ﬁémgylkfﬁ?l yl ‘

4- pyri dél met hyl, nethy I SO dr oxyme ., car boxynet hyl
4 am nobydrgxybeazy. 4- lrpalaml@methyl ysoputw éryémxymemywdhxdwmﬂzs«h carboxymethyl, 4-

3o TSN i BT M S AR R e Rl

4 i m.dagwl enet hyl, isobutyl, hydroxyrret hyl, 1-hydroxyet hyI car boxymet hyl ,
Aam nobutyl, etc., particul arI y‘gdpref er abl y car banoyl net h

2- car banoy| ePreferredexpmales of Q2 mssd include berpyh 2eehlerabeneaht r’@ber@/bﬁed

ol o mofigRE ) LS BbRRST Mo 1AahOF ShRA ey, £BLALARSHGE
napht hyhapaittiyheth, Rapphihylmehily B-indolemetyie ﬂEﬁ)hyjflmdoi-Bqﬂmihlyn(mdlmﬁolyhﬁahﬁy| ,

2- qU|nonhneth |, cyclohexylnethé_ hydroxynethyl 1- hydroxyethyl met hyl ,
i sofft op§clohey L, hygleexyminthyl, 1-hudnoxysthas mgthyl ,ASomanaiﬁbyry weutyl,

A-chl or SREROpER) AR R Y, perdcTAHRRFRAY, by SUHORARRAA -
Apyr i dy ooz, S-isatobéngyiratginobenayl iyt S-pprididatieriptny|
Cec- but pindEnethy b dheh P e bigh eﬁnélwyﬁiﬁé%a%%{lfa? itRy el ot nyl

L Dy dr etk 1 hRIDRAR Hféﬂlmirso ob L RADRY] Sty g, . particularly

pref erab car bam)yl exanpl es of Q7 used are

4- hiar oxy be ntplfqrradaxbmptw Iofr@t luge¢d arg nwhyldwmyhgﬂmylnbhy@rbxyemﬁbut yl,

v o RO, 2 e ta BB e pr Bty Pk bl BB k.

2-pyr i dyl met pydforred-RimpRY bFEY iyéd ar®BYRy e Y, b%n{bgﬁﬁ'étﬁ g%iyhm thyl
3-i ndol enet hyl erfwdroxbrretfrq cyacI ohe)nyI nygtsm ,ca{sec- utyl’ 1- hyd?é?((z/e}tlhyl

met hyl , mﬂvbus@mwlmeamlnérbnnmbutﬁ, %md@dﬁtmﬂpyloﬁyl, pargewarly preferablyed-er abl v,

Apyrldyén% ﬁ ndoI enet hyl , 2-carboxyethyl, and sec-butyl. Preferred
exanpl e Y )égh%ye 4% ncl ude hydrogen atom net hyI et hyl, hydroxymet hyl, 1-

hydzpxyet hyl Pre@@faaaesmm r&bhd‘ usé&ﬁlaruaalwendyetzhwnd @thgimqiyhmmmethyl 4-
acet am dornet hyl , di et % f or mam denet hy met hyl carbarm met

di met hyPyadyhapthy), Aeiapbibyiresthyl, 3p@dql¢re@thals hydroxymethyl, cyclohexylmetzyl sec-butyl,
1-hydroxyethyl, methyl, isobutyl, 4-aminobutyl, 3-carboxylpropyl, etc., more preferably, 4-

pyridylmethyl, 3-indolemethyl, 2-carboxyethyl, and sec-butyl.
Preferred examples of Q° used include hydrogen atom, methyl, ethyl, hydroxymethyl, 1-
25  hydroxyethyl, carbamoylmethyl, 2-carbamoylethyl, ureidomethyl, acetamidomethyl, diethyl,
formamidemethyl, methylcarbamoylmethyl, dimethylcarbamoylmethyl, etc., particularly
preferably, carbamoylmethyl, ureidomethyl, etc.
Preferred examples of Q' used include 4-hydroxybenzyl, 3-indolemethyl, methyl, 1-
hydroxyethyl, 3-guanidinopropyl, etc., particularly preferably, 3-indolemethyl, etc.
30 Preferred exainples of Q"' used include carBamoylmethyl, etc.
Preferred examples of Q'2 used include methyl, carbamoylmethyl, etc., particularly
preferably, carbamoylmethyl, etc.
Each of Y' through Y? represents a group represented by formula: -CON(J"%)-, -
CSN({ 13 )-, -C{J 14)N(J 13 )- or -N(J 13 )CO- (wherein each of J 1 and 7 represents hydrogen atom or

36



preferably, carbanoyl methyl, ureidonmethyl, etc. Preferred exanples of QL0
used include 4-hydroxybenzyl, 3-indolenethyl, nethyl, 1- hydroxyethyl,

3- guani diwopompybgeset c., particul arly preferably, 3-indecesetdybrioetc.
Preferred exarrpl es of Qll used i nclude carbanoyl methyl, etc. Preferred
exanpl esCof alkylBroe®d i ncl ude nethyl, carbamoyl nethyl, etc., particularly

P SRR i3y ol by Al BRI B e o1

-N(J13) CO-  (WhBrpeéferabhcliydedged hborand J14 represents hydrogen atomora Cl-3
al kyl group).,As the G -3 alkyl group shown by J13 and J14, nethyl, ethyl,
propyl or |pr}scpﬁgfprabb'19gdéqgenﬂogn| s preferably hydrogen atom J1 is

prefser abl y hyd Y, formul a: - CONH-
o Saron b e BB ol AR CONIE WCRIRIR Y TS o
- CH2NH- et cY? ¥ presfel;abb/f aegmbp yhmmgb;ofmmsutanvﬁONﬁ-fmr—@leNH- -fONH-, etc. J3 and

@3, J4 and and 6, J7.a J8 and 8B, J9 and @, J10
and Q10, Jl%‘é f%fgb’a%rtouﬁil?vghw y&?gﬁ:o?ﬁﬁi ned together to forma

i In th y’ Y m) 11
&gg) ( Qg) g%ﬁg)ﬁ%& b%l}lO)di(ﬁ Jlli@%’)&@q@&n\?% eraglj@f%%‘% %@71)Jor
ex arrpl ea,ndd;y‘é,l a:rdézrmﬂr@z naydecatbined togwthweté irmeg risg.cIn thIls Qam;l )(Qf 2 and @3,

%“335@‘9@%18@@5@ R 5%)(9&@?@?@0%5%@%8&&%@“ ) 5t and

QS’ 23@2 ) iy R, Wexé{ﬁ{)l@’k@'c%enﬁ@e 296l08kand 2pipasliifl Gc. Y3 and QL 1, or

J2 and ybec in et he tofor a rin The ring at, has peen
formed may b€ a:nsiti%t,ﬂfm ?%r@g&tﬁé@ddﬂ n&gnm%,e’gfaodlédYE Nldfl@pf%rm@on

o e b A O b R 'SR 1 A O N il Qs 3 a5 el 0
pyrr ol i fidn®’, Y3iaperq IYﬁan@rQ"t Fiaag?, dY%aldoQ“t bieﬁf@fdg%lz nﬁyrue@bhﬁnbd together

J2-C(J3 J2- 7)., J2-C(J10 0 J2-
r eslg(ectt%o\(/gngy a fhg r )gr(lrsgu)&ta t hass %é%lr fﬁ%é%ﬂ%ﬁygée §H‘?ﬁ§1ﬁ1it9<bt3élé a &lssql) rigagfpae fe

ring formed. Preferred exanples of Z*N-CH R 1 include azetidine,
pyrrolidiné,  4-hydroxypyrrolidine and piperidine. Ring formation by the
bondi ng of YRingifoind¥n by2hsvbérdingor 2*3vith RA JOithY@, Wt with @, IP¥athQt’or@® or Y3
wth QL 1 results in the formation of a radical ,such as

pyrrol .\cntth ravlisgRyhe fosmaaen of gcompoypg speh asszetiding ayrolidne pipgidivgign  of

the forgih8idid o thé Remuld ZAEHR), 12.c(1%)Q), I-ca")(Q"), P*-C(')(@Q") or -
20  C(U™)(Q"), respectively. The ring that has formed may be substituted; also a fused ring may be

formed. Preferred examples of Z'-N-CH-R' include azetidine, pyrrolidine, 4-hydroxypyrrolidine
and piperidine. "

Ring formation by the bonding of Y' with Q*, Y? with Q°, Y* with Q°, Y? with Q°, Y’
with Q° or Y? with Q"' results in the formation of a radical such as pyrrolidin-2-carbonyl,

25  piperidin-2-carbonyl or thiazolidin-4-carbonyl of the formula Y'C(I*}(Q*), Y’C(°)(Q’),
Y2C%(Q%), Y2C(@*)(QP), Y’C(®)(Q®) or Y’C(')(Q'"), respectively. The ring that has formed
may be substituted may also be substituted, and a fused ring may be formed.

Preferred groups represented by the formula: J'-J*-
CAENQ)Y'CIHQHY*CE)NQ) Y CINQIC(=Z")- include:

30  Tyr Asn Trp Asn-, |

Tyr Asn Trp D-Asn-,
Tyr Asn D-Trp Asn-,
Tyr D-Asn Trp Asn-,

D-Tyr Asn Trp Asn-,
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Y3C(J6XQE), Y2C(J8XB), Y3C(JIX@) or Y3C(J11XQL 1), respectively. The ring
that has fornmed may be substituted nay al so be substituted, and a fused
ring may we 2bovoresds Preferred groups represented by thepConrianyidial2-

C(JI3)( )YlC&M)(Q4)Y2C(J5)(Q3)Y3C(J6)(®)C(=ZlO)- include: Tyr Asn Trp
Asn-, 'IQ'EWIAQ PASIE- Asn-, Tyr Asn D-Trp Asn-, Tyr D-Asn Trp Asn-, D-Tyr Asn
Trp As_rlh-. %1, SAS‘[li_p Asn-, Tyr Asp Trp Asn-, Tyr Tyr Trp Asn-, Tyr Leu Trp
Asn-, nAl'a Asn-, Tyr Asn Leu Asn-, Tyr Asn Ser Asn-, Tyr Asn Asp
Asn-, Tpyr A8MrpWSnAsn-, Ala Asn Trp Asn-, Leu Asn Trp Asn-, Ser Asn Trp
Asn-, Asp Asn Trp Asn-, Lys Asn Tip Asn-, Tyr Asn Trp(For) Asn-, D-Tyr Asn
D Trp AbA-Leudrpsnasn Al a Asn-, D-Tyr Asn Ser Asn-, D-Tyr Asn Cha Asn-,

D Twr Jr -, D-Tyr Asn He Asn-, D-Tyr Gn Trp Asn-, D Tyr Thr Trp
Asn}S, gﬁ’%yAJﬁA‘éﬁs‘%éﬂ’ Asn- \ |
Tyr Asn Leu Asn-,

Tyr Asn Ser Asn-,
Tyr Asn Asp Asn-,
Tyr Asn Lys Asn-,

10 Ala Asn Trp Asn-,
Leu Asn Trp Asn-,
Ser Asn Trp Asn-,
Asp Asn Trp Asn-,
Lys Asn Trp Asn-,

15 Tyr Asn Trp(For) Asn-,
D-Tyr Asn D-Trp Asn-,
D-Tyr Asn Ala Asn-,
D-Tyr Asn Ser Asn-,
D-Tyr Asn Cha Asn-,

20  D-Tyr Asn Thr Asn-,
D-Tyr Asn Ile Asn-,
D-Tyr Gln Trp Asn-,
D-Tyr Thr Trp Asn-,
D-Tyr Asn Val Asn-,

25 D-Tyr D-Asn Trp Asn-,
D-Tyr D-Asn D-Trp Asn-,
D-Tyr Asn Phe Asn-,
D-Tyr Asn Nal(1) Asn-,
D-Tyr Asn Nal(2) Asn-,

30  D-Tyr Asn Phe(2Cl) Asn-,
D-Tyr Asn Phe(3Cl) Asn-,
D-Tyr Asn Phe(4Cl) Asn-,
D-Tyr Asn Phe(4NH;) Asn-,
D-Tyr Asn Pya(3) Asn-,
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D-Tyr D-Asn Trp Asn-, D-Tyr D-Asn D-Trp Asn-, D-Tyr Asn Phe Asn-, D-Tyr Asn
Nal (1) Asn-, D-Tyr Asn Nal (2) Asn-, D Tyr Asn Phe(2C) Asn-, D Tyr Asn
Phe(3C ) wenolo/6sbgr Asn Phe(4d ) Asn-, D Tyr Asn Phe( 4Rdz2prAweme71od Tyr Asn
Pya(3) Asn-,D-Tyr D-Asn Phe Asn-, D-Tyr D-Asn Cha Asn-, D-Tyr D-Asn Thr
Asn-, DDilyr DxdysnBha@sp-,Asn-, D-Tyr Asn Pya(4) Asn-, D-Tyr D-Ser Trp Asn-,

D-Tyr DpHs dr 2D Pya(3) D-Asn Cha Asn-, D-Pya(3) D-Tyr Cha Asn-,
Ter(CHthVéﬁps?&}q&m-’, D Tyr AsnY(CH2NH) Trp Asn-, TyrY(CH2NH) Asn D Trp

Asn-, DpTpyr BGnAtha(AdnQui ) Asn-, D-Tyr Asn D-Pya(4) Asn-, D-Tyr D-Asn
Pya(4) Asn-, Tyr D-Asn Cha Asn-, Dap D Tyr Asn Trp Asn-, Arg D Tyr D-Pya(4)
Asn-, APgTYASIRYR(4) ASNRya(4) Asn-, Arg Acp D-Tyr D-Pya(4) Asn-, D-Arg Acp
2 %/5{3 ,i\.g:fﬂ fﬁﬂfya(gﬂhg, D-Arg Acp D-Tyr D-Trp Asn-, Ac D-Arg Acp D Tyr
D-Tyr D-Ser Trp Asn-,
D-Tyr D-His Trp Asn-,
D-Pya(3) D-Asn Cha Asn-,
D-Pya(3) D-Tyr Cha Asn-,
10  Tyr¥(CH,NH)Asn Trp Asn-,
D-Tyr Asn¥(CH;NH)Trp Asn-,
Tyr'?(CH,NH)Asn D-Trp Asn-,
D-Tyr Asn Ala(2-Qui) Asn-,
D-Tyr Asn D-Pya(4) Asn-,
15  D-Tyr D-Asn Pya(4) Asn-,
Tyr D-Asn Cha Asn-,
Dap D-Tyr Asn Trp Asn-,
Arg D-Tyr D-Pya(4) Asn-,
Arg Arg D-Tyr D-Pya(4) Asn-,
20  Arg Acp D-Tyr D-Pya(4) Asn-,
D-Arg Acp D-Tyr D-Trp Asn-,
D-Arg D-Arg Acp D-Tyr D-Trp Asn-,
Ac D-Arg Acp D-Tyr D-Trp Asn-,
D-Dap Acp D-Tyr D-Trp Asn-,
25 D-Nle Acp D-Tyr D-Trp Asn-,
D-Arg B-Ala D-Tyr D-Trp Asn-,
D-Arg y-Abu D-Tyr D-Trp Asn-,
D-Arg D-Arg y-Abu D-Tyr D-Trp Asn-,
D-Arg D-Arg D-Arg y-Abu D-Tyr D-Trp Asn-,
30  Gly D-Tyr D-Trp Asn-,
Ac Gly D-Tyr D-Trp Asn-,
D-Tyr D-Tyr D-Trp Asn-,
Ac D-Tyr D-Tyr D-Trp Asn-,
pGlu D-Tyr D-Trp Asn-,
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D-Dap Acp D-Tyr D-Trp Asn-, D-Nle Acp DTyr D-Trp Asn-, D-Arg b-Ala D Tyr
D-Trp Asn-, D-Arg g-Abu D-Tyr D-Trp Asn-, DDArg DDArg g-Abu D-Tyr D Trp
Asn-, D AvQ 2Dx0fa7gs9p- Arg g- Abu D-Tyr D-Trp Asn-, Ay D TecTDrInopoAsm, Ac
Gy D'I_'lyr D-Trp Asn-, D-Tyr D-Tyr D-Trp Asn-, Ac D-Tyr D-Tyr D-Trp Asn-,
pd u DT D-ByrPplmshsn-@pd D-Tyr D-Trp Asn-, and Ac Tyr D-Tyr D-Trp Asn.

Prefere h ted by the fornmula: j'-J 2-
C(J?)(&W%(ﬁ(gﬁgJQ)(@)q:ZlO)- i nclude: Fnoc Asn Tip Asn-, D-Asn
Trp Asn-, Dﬂyﬂereﬂr@ompre&nﬁdbﬁIfmﬁT}?-ZJ;-JD Tyr Ser A?g) r?Tyr Thr Asn-,
D-Tyr He F..0 D-JdVYI, Phe Ns, D-Iyr Na Asn-, D-Pya Phe Asn-,

D- Pya( Q(J%]’)Xﬁ@ﬁ%%@)i‘g@ﬂg(s@i)gﬁ%l%sw‘}den Asn Cha Asn-, D-Tyr D-Pya(4)

Al as, @'Jé@AgﬁﬂbaAsAﬂ-, Thr-, D Tyr Pya(4) Ala-, D-Tyr D-Trp Ala-, D Tyr D-Trp

Abu-,
D-Asn Trp Asn-,
D-Tyr Trp Asn-,
D-Tyr D-Trp Asn-,
D-Tyr Ser Asn-,

10 D-Tyr Thr Asn-,
D-Tyr Ile Asn-,
D-Tyr Phe Asn-,
D-Tyr Nal(2) Asn-,
D-Pya(3) Phe Asn-,

15 D-Pya(3) Trp Asn-,

D-Tyr D-Pya(4) Asn-,
D-Asn Cha Asn-,
D-Tyr D-Pya(4) Ala-,
D-Tyr D-Pya(4) Thr-,
20 D-Tyr Pya(4) Ala-,
D-Tyr D-Trp Ala-,
D-Tyr D-Trp Abu-,
D-Tyr D-Phe Ala-6-Aminocaproyl-,
D-Tyr D-Pya(4) Asn-,

25  Ac D-Tyr D-Pya(4) Asn-,
Benzoyl D-Tyr D-Trp Asn-,
Cyclopropanecarbonyl D-Tyr D-Trp Asn-,
Butyryl D-Tyr D-Trp Asn-,
Me D-Tyr D-Trp Asn-,

30  Ac D-Tyr D-Trp Gln-,

Ac D-Tyr D-Trp Ser-,

Ac D-Tyr D-Trp Thr-,

Ac D-Tyr D-Trp Alb-,

Ac D-Tyr D-Trp Dap(Ac)-,
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D Tyr D-Phe Al a-6- Am nocaproyl-, D Tyr D-Pya(4) Asn-, Ac D Tyr D Pya(4)
Asn-, Benzoyl D-Tyr D-Trp Asn-, Cycl opropanecarbonyl D Tyr D Trp Asn-,

Butyryl Ryéyoidd7ddop Asn-, Me D-Tyr D-Trp Asn-, Ac D Tyr pBrjpRoshitv1e AC
D-Tyr D-Trp Ser-, Ac DTyr D-Trp Thr-, Ac DTyr D-Trp Alb-, Ac DTyr D-Trp

Dap( Ac) Ac AT DyFrpDap(lorbap( For) -, Ac D-Tyr Trp Asn-, Ac D-NMeTyr D-Trp
Asn-, Fgr&);%f D-Trp Asn-, Propionyl D-Tyr D-Trp Asn-, Amdino D-Tyr D-Trp
Asn-, AC° N Asn-, Ac D-Leu D-Trp Asn-, Ac D-Phe D Trp Asn-, Ac

D- Nal (1 A DNMdT Trp A6n-D-Nal (2) D-Trp Asn-, Ac D-Lys D-Trp Asn-, Ac DGQu
D-Trp Asn-, Ac Tyr D-Ala Asn-, Ac D Tyr D Leu Asn-, Ac D-Tyr D Phe Asn-,
Ac D- TyFoP-fliyr Darp Astac D- Tyr D-Lys Asn-, Ac D-Tyr DG u Asn-, Ac D Tyr

D-Tr9 AR pionyf DyPE-i AR, B A=

Amidino D-Tyr D-Trp Asn-,
Ac D-Ala D-Trp Asn-,
Ac D-Leu D-Trp Asn-,
Ac D-Phe D-Trp Asn-,

10 Ac D-Nal(1) D-Trp Asn-,
Ac D-Nal(2) D-Trp Asn-,
Ac D-Lys D-Trp Asn-,
Ac D-Glu D-Trp Asn-,
Ac D-Tyr D-Ala Asn-,

15  Ac D-Tyr D-Leu Asn-,
Ac D-Tyr D-Phe Asn-,
Ac D-Tyr D-Thr Asn-,
Ac D-Tyr D-Lys Asn-,
Ac D-Tyr D-Glu Asn-,

20 Ac D-Tyr D-Tip Asp-,
Ac D-Tyr D-Trp D-Asn-,
Ac D-Tyr D-Trp NMeAsn-,
Ac D-Tyr Pro Asn-,
Ac D-Tyr D-Pya(2) Asn-,

25  AcD-Tyr D-Pya(3) Asn-,
Ac D-Tyr D-Pro Asn-,
Ac D-Tyr Tic Asn-,
Ac Tyr Trp Asn-,
Ac D-Tyr NMMeTrp Asn-,

30  Glycoloyl D-Tyr D-Trp Asn-,
Ac D-Tyr D-Trp Gly-,
Ac D-Tyr D-Trp Dap-,
Ac D-Tyr D-Trp Asp(NHMe)-, and
Ac D-Tyr D-Trp Asp(NMe2)-.
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Ac D-Tyr D-Trp NMeAsn-, Ac D-Tyr Pro Asn-, Ac D-Tyr D-Pya(2) Asn-, Ac D Tyr
D-Pya(3) Asn-, Ac DTyr D-Pro Asn-, Ac D Tyr Tic Asn-, Ac Tyr Trp Asn-, Ac

D Tyr NVMRo2B10A8Es9s G ycol oyl D-Tyr D-Trp Asn-, Ac DTyﬁacli)fJ'ﬂdgg/ﬁihym Ac
D-Tyr D-Trp Dap-, Ac D-Tyr D-Trp Asp(NHVE)-, and A

Asp( NMe2) - Fmeeened@ﬂomsmcmesen‘epllbgsthmfoenhuby )3 ﬁechB’o(@lP)é{ caJ ﬁeq‘é)acez“’:w) (Q
10) Y3C(JJ]1XQ1 C =Z10)- include: Fnoc Tf Asn-, Boc Tyr Asn-, Tyr Asn-, D Trp

‘Asn-, Am dino Tf Asn-, Ac Al a Asn- Ac Arg Asn-, Ac Thr Asn-,
DTyr [prﬁ}y@fﬁ)Asn_B (4- Hydroxyphenyl)propl onyl D- Tf Asn-, D-Tf Asn-, Ac D Tf
Asn-, Hexanoyl D-Tf Asn-, Cyclohexanecarbonyl D-Tf Asn-, Benzoyl D-Tf Asn-,
3-Pyr|d3¢ve"5}’r0?é)$mnyl D-Tf Asn-, Adipoyl D-Tf Asn-,

5 Tyr Asn-,

D-Trp Asn-,
Ac Trp Asn-,
Amidino Trp Asn-,
Ac Ala Asn-,

10 Ac Arg Asn-,
Ac Thr Asn-,
D-Tyr D-Pya(4)-,
3-(4-Hydroxyphenyl)propionyl D-Trp Asn-,
D-Trp Asn-,

15  Ac D-Trp Asn-,
Hexanoyl D-Trp Asn-,
Cyclohexanecarbonyl D-Trp Asn-,
Benzoyl D-Trp Asn-,
3-Pyridinepropionyl D-Trp Asn-,

20  Adipoyl D-Trp Asn-,
6-Aminocaproyl D-Trp Asn-,
Amidino D-Trp Asn-, and
Glycoloyl D-Trp Asn-.

Preferred groups represented by the formula: J'-J-C(J'*)(Q'*)C(=Z'%)- include, for

25  example:
Fmoc Asn-,
3-(Indol-3-yl)propionyl Asn-,
3-Indolecarbonyl Asn-,
3-Indoleacetyl Asn-,

30  4-(Indol-3-yl)butyryl Asn-,
Diphenylacetyl Asn-,
Hexanoyl Asn-,
Cyclohexanecabonyl Asn-,
2-(Indol-3-yl)ethylcabamoyl Asn-,
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6- Ami nocaproyl D-Tf Asn-, Amdino D-Tf Asn-, and dycol oyl D-Tf Asn-.
Preferred groups represented by the fornmula: J1-J2-C(J 12)(QLl2)C(=Z10) -
i ncl ude, worosxaspbe: Fnoc Asn-, 3-(1ndol-3-yl) propi onylpcAgr2009/071919
3-1ndol ecar bonyl Asn-, 3-Indol eacetyl Asn-, 4-(Indol-3-yl)butyryl Asn-,
Di pheny3-6-Bysdylmsepiontiddsmoy| Asn-, Cycl ohexanecabonyl Asn-,

2- (1 ndo} 7.3-yl,)e | cabanmoyl Asn-, 3-(3-Pyridyl)propionyl Asn-,

4-1m dz%lmeué%(e)]%e?/%elg ns%," Pi peri di necar bonyl Asn-,  1-Pi peridi neacetyl Asn-,
1- Met hybiperddifiédagonsli Akwacet yl Asn-, 1-Pyridinioacetyl Asn-, D-d ucronyl
Asn-, 3-Phenyl propionyl Asn-, 3-Phenyl propionyl Ala-, Benzoyl Asn-, Ac
Asn-, CyeinspamsaastdfxBonyl Asn-, and 2- Napht hoyl Asn-. Preferred groups

S0 T BB ade 31D opt onyl - Benzop - oo
1-Pyridinioacetyl Asn-, :
D-Glucronyl Asn-,
3-Phenylpropionyl Asn-,
3-Phenylpropionyl Ala-,

10  Benzoyl Asn-,

Ac Asn-,
Cyclopropanecarbonyl Asn-, and
2-Naphthoyl Asn-.
Preferred groups represented by the formula: J'- include, for example:
15  hydrogen,
GuAmb-,
3-(3-Indolyl)propionyl-,
3-(3-Pyridyl)propionyl-,
Benzoyl-,

20  Indole-3-carbonyl-, .

Indole-3-acetyl-,
Ac-,

Hexanoyl-,

Z-,

25 Tos-,
3-Phenylpropionyl-,
2-(Indol-3-yl)ethylcarbamoyl-,
Benzyl-,

Phenethyl-,

30  2-Pyridinecarbonyl-,
4-Pyridinecarbonyl-,
Propionyl-,

Isobutyryl-,

Cyclohexanecarbonyl-,
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| ndol e- 3-carbonyl -, Indol e-3-acetyl-, Ac-, Hexanoyl-, Z-, Tos-,

3- Phenyl propi onyl -, 2-(Indol -3-yl)ethyl carbanoyl -, Benzyl -, Phenet hyl -
2- Pyri di neoantwarydes, 4- Pyri di necarbonyl -, Propionyl-, | schurynybr1919
Cycl ohexanecar bonyl -, Phenyl acetyl -, 2-Met hyl ni coti noyl -

5- Met hyl?hﬂna’bpﬁ:tﬁbyl , 6-Met hyl ni cotinoyl -, Pyrazinecar bonyI

Cycl opr ar bon Trifluoroacetyl-, (R)-3-hydroxy-2- rret hyl pr opi onyl
2- Hydro éj&?% Wﬁg' ; 3-Furancarbonyl -, Pyrrol e-2-carbonyl -

4-1 m dag-Methanieeidyl,, 6- Hydroxyni cotinoyl -, 6-Chl oronicoti noyI -,

6- (Trifluoromethyl)nicotinoyl-, D nethylcarbanoyl-, 1-Azetidi necarbonyl -
2- Azet | @tMetlavdniseinayl-,

5  Pyrazinecarbonyl-,
- Cyclopropanecarbonyl-,
Trifluoroacetyl-,
(R)-3-hydroxy-2-methylpropionyl,
2-Hydroxyisobutyryl-,
10 3-Furancarbonyl-,
Pyrrole-2-carbonyl-,
4-Imidazolecarbonyl-,
6-Hydroxynicotinoyl-,
6-Chloronicotinoyl-,
15  6-(Trifluoromethyl)nicotinoyl-,
Dimethylcarbamoyl-,
1-Azetidinecarbonyl-,
2-Azetidinecarbonyl-,
4-Aminobenzoyl-,
20  4-Aminomethylbenzoyl-,
Pyrrole-3-carbonyl-,
Pyrimidine-4-carbonyl-,
Pyrimidine-2-carbonyl-, and
Pyridazine-4-carbonyl-.
25 The metastin derivative (IV) of the present invention is the group of compounds
disclosed as metastin derivative (II) in WO 2006/001499.
In the metastin derivative (IV) of the present invention, the metastin derivative (I) of the

present invention wherein V’ is a group represented by the formula

R' ,

Lo —O

P |
AR o

30 (each symbol in the formula having the same meaning as indicated above) is the group of
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4- Am nobenzoyl -, 4- Am nonet hyl benzoyl -, Pyrrol e-3-carbonyl -,

Pyri m di ne- 4-car bonyl -, Pyri m di ne-2-carbonyl -, and Pyridazi ne-4-carbonyl -.
The net aswonrotharrsseat i ve (1V) of the present invention i ectrhegsoupiof
conpounds di sclosed as netastin derivative (II11) in WO 2006/001499. In the
met ast i spmpwundediselesed|iyWOr200#86 224 sz ihe gnovp of cempounde disslosed asmefestinvat i ve

(1) of the presenty i enein Vis rou e sent ed. by the '
Fof mt sseralie A Rowio TaR oA Y AR e melobein B RO A B PR ¥ pli e at e0
above) wherkiev dk a\gpof reprepgitetisy the S6inaigd i n WO 2004/ 063221 or the group of
conpounds di scl osed as netastin derivati Ve (I') in WD 2006/ 001499, and the
metastin derivative (l11) of the present iuvention wherein Vis a group
represented by the fornula (each synbol ijn the fornula having the sane
meani ng as i ndi cated above) or a gpeu"'—pewfmesent ed by the formula (each
synbol in the formula having the sane|nmeaning as indicated above) is the
group of conpounds di scl osed as net ast('z derivative (11) in WO 2006/ 001499.
Al'l conpounds in which radicals of the vatious synbols nmentioned above are

contai n : e
(V7 oot RIROL e Rkt e AN RO R ind 38 theo o] S BB REINEILY®,
703 nerty the éetmiuka WO 2006/ 001499. OF these, the conpounds having the

foll owi ng conpound nunbers are espﬁci ally preferred. MS10 : Tyr-Asn-Tr p-
Asn- Ser - Phe-G3 y-Leu- Arg-Phe-NH 2 I 314 56 7 8 9 10 Conpound No.
17:[Pya(4) 10]Ms 10 Tyr-Asn-Trp- Asn- SeW‘Ph‘E‘- G y-Leu-Arg-Pya(4)-NH 2
Conpound No. 18:[ Tyr (M) 10] M510 rl

Tyr- Asn- Tr p- Asn- Ser - Phe- @ y- Leu- Ar g- Tyl(ﬁp -NH 2 Conpound No. 19:[Phe(2F)I
O M5 10 Tyr-Asn-Trp-Asn- Ser-Phe-d y-Le r g- Phe(2F) - NH 2 Conpound No.

23: [ Tyr5] M510 Tyr- Asn-Tr p- Asn-Tyr - Phe-Qd y- Ldl- Ar g- Phe- NH2 Conpound No.

24: [ Leyeiddslthbol in the formula having the same meaning as indicated above) is the group of

compounds disclosed as metastin derivative (II) in WO 2006/001499.

10 All compounds in which radicals of the various symbols mentioned above are combined
in any way may be advantageously used as the metastin derivative (IV) of the invention,
although preferred use may be made of Compounds 1 to 703 mentioned in WO 2006/001499.
Of these, the compounds having the following compound numbers are especially preferred.
MS10 :Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;

15 1 23 4 56 7 8 9 10
Compound No. 17:[Pya(4)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Pya(4)-NH,

Compound No. 18:[Tyr(Me)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Tyr(Me)-NH,

20  Compound No. 19:[Phe(2F)10]MS10

Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(2F)-NH;
Compound No. 23:[TyrS]MS10
Tyr-Asn-Trp-Asn-Tyr-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 24:[LeuS]MS10

25  Tyr-Asn-Trp-Asn-Leu-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 30:Acetyl-MS10
Acetyl-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 31:Fmoc-MS10
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Tyr- Asn- Tr p- Asn- Leu- Phe- d y- Leu- Arg- Phe- NH 2 Conmpound No. 30: Acetyl - M510
Acetyl - Tyr- Asn- Tr p- Asn- Ser - Phe- 3 y- Leu- Ar g- Phe- NH 2 Conpound No. 31: Fnoc- M5
10Fnoc- TWyoAsiobkdds Asn- Ser - Phe- A y- Leu- Ar g- Phe- NH 2 Conpegigoo71919

38: [ D Ser 5] V510 Tyr - Asn- Tr p- Asn- D- Ser - Phe- G y- Leu- Ar g- Phe- NH 2 Conpound No.
39: [ DF&nn@]IszA]sﬁ)—Tfy-rAsAsSer‘Php—(DyAsem /SeprPIRANHG] y- Leu- Ar g- Phe- NH 2 Conpound

No. D Tr Tr p- Asn- Ser - Phe- @ y- Leu- Ar g- Phe- NH 2 Conpound
No. M%%ﬁi&é‘?@ﬁ?ﬁ Tr p- Asn- Ser - Phe- 3 y- Leu- Ar g- Phe- NH2 Conpound
No. 42 f M*rlﬂx@;ﬁlms&ypheﬁ@@ Léda phed(phe- A y- Leu- Arg- Phe- NH 2 Conpound
No. 44: TLys9]M510 Tyr-Asn-Trp er - Phe- G y- Leu- Lys- Phe- NH2 Conpound No.
45: [AI a@?mﬁomﬁlNoyr39ﬁ[QﬁA?mﬁl\/lSsl@- Ser-Phe d y- Al a- Ar g- Phe- NH2 Conpound No.

50: Ng Tr er - Ph Leu- Ar g- Phe- NH2 Conpound No.

51: NE}I/@ %}Sﬁsﬁl‘%ﬁ‘é A%?hﬁhg‘b(} y- Leu- Ar g- NMePhe- NH 2 Conpound
No. 53 g@@ J,lm%])N(Eml@q DV 101500 - Asn- Ser - Phe- @ y- Leu- Ar g- Phe- NFt - Conpound No.
54: des(| - 2) - Fnoc- M510 Fm)c Tr p- Asn- Ser - Phe- 3 y- Leu- Ar g- Phe- NFk Conpound No.

55: des(TS}r s D-NBidshecPhrs@lythep-AsgrPBeNIPhe- G y- Leu- Ar g- Phe- NH 2 Conpound
No. 56: &!ﬁ‘%ﬁ)é]‘%@%o 4'rEy[Psk¥nsr,,_]M 0Asn Ser - Phe- d y- Leu- Ar g- Phe- NH2 Conpound No.

57: [Asp n Ser - Phe- 3 y- Leu- Ar g- Phe- NH2
Tyr-D-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;

10  Compound No. 42:[D-Tyr1 ]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 44:[Lys9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Lys-Phe-NH,
Compound No. 45:[Ala8]MS10

15  Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Ala-Arg-Phe-NH;
Compound No. 50:[Ala7]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Ala-Leu-Arg-Phe-NH;
Compound No. 51:[NMePhel0]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-NMePhe-NH,

20  Compound No. 53:des(1-3)-Fmoc-MS10
Fmoc-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 54:des(1-2)-Fmoc-MS10
Fmoc-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 55:des(1)-Fmoc-MS10

25  Fmoc-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 56:[Lys2]MS10
Tyr-Lys-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 57:[Asp2]MS10
Tyr-Asp-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;

30 Compound No. 58:[Tyr2]MS10
Tyr-Tyr-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 59:[Leu2]MS10
Tyr-Leu-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 60:[Pya(3)10]MS10
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Compound No. 58:[ Tyr2] MS10 Tyr- Tyr-Tr p- Asn- Ser - Phe- d y- Leu- Arg- Phe-NH 2
Compound No. 59: [Leu2] M5 10 Tyr-Leu-Trp-Asn- Ser-Phe-d y-Leu-Arg-Phe-NH 2
Conpound Wo.20fGu7p99ga( 3) 10] MS10Tyr - Asn- Tr p- Asn- Ser - Phe- GpgTlsezoogngoRya( 3) - NH
2 Conpound No. 6 1: Phe£1 19 vl O

Tyr - AsnIy-psadrp-8ep- @&M@M«gd’w@é@ﬁ; NH 2 Corrpound No. 67:[Al a3] M510

Tyr-Asn < Ar g- Phe-NH 2 Conpound 68: [ Leu3] M510
Tyr - Asncﬁmgo‘ﬁdryg @ﬂg(@mt&ﬂomg Phe- NH 2 Conpound 69: [ Ser 3] M510
Tyr - AsnTeAsiAT fp-Beh-SRhPh&Gly-Leu-Ag PHR) W2 Conpound

70: [ Asp3] M5 10
Tyr - Asn- Asp- Asn- Ser - Phe- d y- Leu- Arg- Phe- NH 2 Conpound 71:[ Lys3] M510
Tyr - Asn 12‘}&§°1P{!§3r1N$é7 [Pa3l Mﬁ/ll— QL eu- Ar g- Phe-NH 2 Conpound

Al a-Asn : he¢gNH 2 Conpound
Leu gzssnT Rsrﬁ?la ger- ISE?hg@{yE 'Aﬁé% “AH 2 Compound
Ser - AsneéﬁfrlpeMN&eﬁ&[EJeaB}MS'}G_eu Arg Phe- NH 2 Conpound

Asp- Asn-Tr p- Asn- Ser-Ph -d eu- Arg- Phe- NH 2 Conpound
Lys- Asnl Wgsn'léé‘ﬁ AQBTS e@yli@étﬁr&?%}ier#{‘éb NH 2 Conpound No.

77 [Phegér%Q p- Asn- Ser - Phe- d y- Leu- Ar g- Phe(4CN) - NH 2
Conpoun . (8 Trp Fo3p 3, Phe(4CN) 10] M510

Tyr As T3 A¢F8et-AdsSesBhe-Ohe Lai-hrg Phe Ny Phe( 4CN) - NH 2 Conpound No.

19 PO ML No. 70:[Asp3]MS10
Tyr-Asn-Asp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 71:[Lys3]MS10
Tyr-Asn-Lys-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 72: [AIai]MS 10

15  Ala-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 73:[Leul ]IMS10
Leu-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 74:[Ser1 ]MS10
Ser-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;

20  Compound No. 75:[Asp1]MS10
Asp-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 76:[Lys1]MS10
Lys-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
Compound No. 77:[Phe(4CN)10]MS10

25  Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(4CN)-NH;
Compound Nb. 78:[Trp(For)3, Phe(4CN)10]MS10
Tyr-Asn-Trp(For)-Asn-Ser-Phe-Gly-Leu-Arg-Phe(4CN)-NH,
Compound No. 79:[Hph10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Hph-NH,

30 Compound No. 81:[NMeArg9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-NMeArg-Phe-NH,
Compound No. 82:[Arg(Me)9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 83:[Arg(asy Me;)9]MS10

72: [ Al al ] M510
73:[ Leul ]Ms10
. 74:[ Serl]Ms10
75: [Aspl ] M5 10
76: [ Lysl ] M510

gS66666565¢5
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Tyr- Asn- Tr p- Asn- Ser - Phe- d y- Leu- Ar g- Hoh- NH 2 Conpound No. 81:[ NMeArg9] M5 10
Tyr-Asn-Tf -Asn- Ser-Phe-d y-Leu- NMeAr g- Phe-NH 2 Conpound No.

82: [ Ar g( MeppMALE8IEY T - Asn- Tf - Asn- Ser - Phe- G y- Leu- Ar g( MerTRBhzodbr1819<Conpound
No. 83:

Me2) 9] V\JéiregsermAerSpn BmeSeLemg(@sWtzétPhAﬂﬁ(Iasywez) Phe- NH2 Conpound No.
87: des( 0 C Tr p- Phe- @ y- Leu- Ar g- Phe- NH 2 Conpound No.
88: des(é ‘%ﬁ’ W%%ON%Z 5@'5)%% '@@gpe y- Leu- Ar g- Phe- NH 2 Conpound No.

90: [Lys&&ﬂ@@[ﬂ@%@h@cﬂﬁf&w TWH5; Asn- Ser - Phe- d y- Leu- Lys

Y( CH2NH) Phe- NH 2 r@ound No 1: [ 8Y9, CH2NH] M510
Tyr As rcaRpeyRd NeS8:dos@-DrVSI@y Y( CH2NH) Ar g- Phe- NH 2 Conpound No. 97:

1 e-d y-Leu- Har - Phe- NH 2 Conpound No.
Lygﬁﬁe& *Sﬁpniéi%f’%ﬂe'ﬁ?@g?%@ Ser - Phe- @ y- Leu- Lys(Me 2) - Phe- NH 2
Corrpour(dorhbounﬂ(No [%QLiiwmmzNPHMSTOp Asn Ser - Phe- Ser - Leu- Ar g- Phe- NH 2

Compound No. 105:[N.e i} yr-Asn-Tr -Ser - Phe-d y- N e- Arg- Phe-NH 2
Conpounjt"VTN?asn'lmAfW%‘B ]RFB@(I.)V IF? w-Lxgh(GH eéHTI?- Phe- d y- Val - Ar g- Phe- NH 2

gogggor@aoﬁp?\%ﬁﬁlg[l [%EP(C% %{yr Asn- Tr p- Asn- Ser - Phe- d y- Leu- Ar g- Tyr - NH
Tyr - AsnEyrrfpsnASrp-Sen- S%Ehc(-l(}j/y-Lem}PQ@I@zN‘mA(rg)PhhﬂNHZ Compound No. | | 1:[Phe(F5)
1180 s RS- PRGN Ao Sbr - Phe- Gl §- Low Ard- STaZNﬁ"Sp‘“-‘”" o
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Har-Phe-NH,
Compound No. 98:[Lys(Me;)9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Lys(Me;)-Phe-NH,
Compound No. 101:[Ser7]MS10
15  Tyr-Asn-Trp-Asn-Ser-Phe-Ser-Leu-Arg-Phe-NH,
Compound No. 105:[N1e§]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Nle-Arg-Phe-NH,;
Compound No. 107:[Val8§]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Val-Arg-Phe-NH;
20 Compound No. 109:[Tyr10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Tyr-NH
Compound No. 110:[Nal(2)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Nal(2)-NH;
Compound No. 111:[Phe(F5)10]MS10
25  Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(F5)-NH;
Compound No. 112:[Chal0]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Cha-NH;
Compound No. 114:des(1-3)-3-(3-Indolyl)propionyl-MS10
3-(3-Indolyl)propionyl-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH,
30 Compound No. 121:des(1-4)-[Trp5]MS10
Trp-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 123:[NMeLeu8]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-NMeLeu-Arg-Phe-NH,
Compound No. 126:[NMeSer5]MS10
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Conpound No. 114:des(Il-3)-3-(3-1ndolyl)propionyl-M10

3-(3-1ndol yl) propi onyl - Asn- Ser - Phe- @ y- Leu- Ar g- Phe- NH 2 Conpound No.

121: des(Iw@yofolo7pd M510 Tr p- Phe- A y- Leu- Ar g- Phe- NH 2 Comrpourzhodo71919

123: [ NMeLeu8] M510 Tyr- Asn-Tf - Asn- Ser - Phe-d y-NMeLeu- Ar g- Phe- NH 2 Conpound
No. 126TYNN§S§IIBP§B¥@(§JSCI%Q -Glyd-easprgResbithPhe- G y- Leu- Ar g- Phe- NH 2

%?ngﬂeﬁ'?%oﬂdﬁ% lbzgr ﬁﬁﬂm%étséhg@lb?g Phe-NH 2 Conpound No.

128: [1017y1QSMH]rMSmOA£ySerANMtha A rgFPte-IGHY - Leu- Ar g- Phe Y( CSNH) NH2
Conpound No. 129: Arg[& mve2) 9] VB 10 Tyr - Asn- Tf
- Asn- Sefompeund No.[12§: Q%W%Q Phe- NH2 Conpound No. 130: [ Phe(4C ) 10] M510

1513 P bR T R Rsee S5 Ol e A MO | LoUT A o phe(anvt 2) - e

Conpoun@omipountd3Ro. [IEDE{MQQ%MLWSIUW Asn- Tf
- Asn- Ser - Phe- 3 y- Leu 4ANO 2) - NH2 Conpound No. 133:[Nal (1) 10] v510

Tyr - Asnl Wr@srk?m-éévsmgg‘zﬁw-fzé%rw mM%P% N2 Compound No. 134: [ Tf

| 0] M510¢ ‘?@W y-Leu- Arg- Trp-NH 2 Compound No. '
137: [N eg?(lk/% IBR@FHeF?@fLQIﬂ@SS@r_Phe d y- Leu-N e-Phe-NH 2 Conpound No.
138 [ClTﬁ}Nﬁiﬂ:UFrpTﬁsn—AsnPH’é—GlyAkau—%eg—HHa@-@ SHLeu- Ci t - Phe- NH 2 Conpound No.

&PHZ%”I@:\@/EPIBE rﬁfm%ﬁiﬁ@ NH 2 Compound No. 141

CE) Bp'(l)’ﬁ :]ngﬂg( ly%) %N@éﬁpﬁ% @Y%-Léﬁ I;Lu.%_fphe { g?ﬁ}g%ghe d y-Leu- Arg(Me) - Phe-NH 2

Compound No. 132:[Phe(4NO,)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(4NO,)-NH;
Compound No. 133:[Nal(1)10]MS10

15  Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Nal(1)-NHa
Compound No. 134:[Trp10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Trp-NH;
Compound No. 137:[N1e9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Nle-Phe-NH; |

20 Compound No. 138:[Cit9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Cit-Phe-NH;
Compound No. 140:[Arg(Me)9,NMePhe10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-NMePhe-NH,
Compound No. 141:[D-Tyrl,Arg(Me)9]MS10

25  D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 142:[D-Tyr1,D-Trp3,Arg(Me)9IMS10
D-Tyr-Asn-D-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 143:[D-Trp3,Arg(Me)9]MS10
Tyr-Asn-D-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;

30 Compound No. 144:des(1-3)-Fmoc-[Arg(Me)9]MS10
Fmoc-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 145:des(1-2)-Fmoc-[Arg(Me)9]MS10
Fmoc-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compdund No. 146:[10¥,CSNH,D-Tyr1]MS10
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D-Tyr-Asn-D-Tf - Asn-Ser-Phe-d y-Leu-Atg(M)-Phe-NH2 Conpound No. 143:[D-Tf
3,Arg(Me)9] M5 10 Tyi-Asn-D- Tf -Asn-Ser-Phe-3 y-Leu-Arg(M)-Phe-NH 2
Conpound Wo.2olddssdes (| - 3) - Fnoc- [ Arg( Me) 9] M510 PCT/JP2009/071919

Frnoc- Asn- Ser - Phe- 3 y- Leu- 69*]% (Me) - Phe-NH 2 Conpound No.

SN SO Tl W A ngﬁ@'ﬁf’ghg(csmf o
- n- e- e- nmpoun
146: [ 1 g[g b‘?lf’][ yr Asn- Tf

- Asn- SererAnﬁr-ﬁwAhﬁ-SeATrgr- Bhe Y eANHPhERFGoMpound No.  150: [Tyr 6] M510
Tyr- Asn- Tr p- Asn- Ser - Leu- Ar g- Phe- NH2 Conpound No. 151:[ Nal (1) 6] M510
Tyr - Asrf?qmpowserqselrSJ Iak(ﬂ)% S9!0Leu Ar g- Phe- NH 2 Conpound No.

hgz Sggjgf’%‘#ig’}g‘gﬁl‘gﬁégbﬁ%ﬁ nﬁﬁﬂ‘ﬁggh@@eﬁr ? ?Dhg(%é E)e UGA;/gLEBeArN S E’hgo &ES”“O'
ConpourCorhountNG. [1BnqN4Em]]Msm |

Tyr - Asn- Tr}g@Asrl Ser-Ph%E( -G y-Leu- Ar& Phe- NH2 Corrpound No.
156: [ ChEB}MBt brPTéhpn-Rg LapArgRhe-8§Rz Leu- Ar g- Phe- NH 2 Conpound No.

ég?rp E) Sn d"‘%@}%@ﬂ%@lyﬁf@?@%t’mn Ser - PheY( CH2NH) G y- Leu- At g- Phe- NH2

Tyr As riFyrr AsnAS 1p- Seti-S PR Bh¢dFy)- Gyt dap{gPhe-NFhhe- NH 2 Conpound No.

66:. [ 6Y{, CSN 10 Asn- Ser - PheY( CSNH) G L A Phe- NH2
r'h?{)u %Oulzlﬂfg@) ﬂé}%@p&ﬁﬁ)d@%}&pg?%)ﬂg] I\/Sio( H) A y- Leu- Ar g- Phe-

D Tyr- 3 he-NH 2 Conpound No.
170: [ D- yrI < 3R5A1§§Er %&4@512;31- EH AT PHENE

D- Tyr - Kéqmlsamd/kém 1§ér[CBh@M§l>ﬁl Leu- Ar g(Me) - Phe-NH 2 Conpound No.
%)?'}'yg e E‘g{hq]%gﬁér g%%h%‘%ﬁl&éﬁgﬂ’ﬁﬁ@ - Phe- NH 2
Compound No. 163:[6¥7,CHNH]MS10

15  Tyr-Asn-Trp-Asn-Ser-Phe¥(CH,NH)Gly-Leu-Arg-Phe-NH;
Compound No. 165:[Dap(Gly)9]-MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Dap(Gly)-Phe-NH>
Compound No. 166:[6¥7,CSNH]MS10
Tyr-Asn-Trp-Asn-Ser-Phe W (CSNH)Gly-Leu-Arg-Phe-NH,

20  Compound No. 169:[D-Tyrl,Ala3,Arg(Me)9]MS10
D-Tyr-Asn-Ala-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 170:[D-Tyr1,Ser3,Arg(Me)9]MS10
D-Tyr-Asn-Ser-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 171:[D-Tyr1,Cha3,Arg(Me)9]MS10

25  D-Tyr-Asn-Cha-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 172:[D-Tyr1,Cha6,Arg(Me)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Cha-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 173:[D-Tyr1,Ala7,Arg(Me)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Ala-Leu-Arg(Me)-Phe-NH,;

30 Compound No. 174:[D-Tyrl,Arg(Me)9,Trp10]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Trp-NH;
Compound No. 176:[AzaGly7]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg-Phe-NH,
Compound No. 181:[D-Tyr1,Cha3,6,Arg(Me)9]MS10
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Compound No. 172: [D-Tyrl , Cha6, Arg(Me) 9] M510 D Tyr - Asn- Tf
- Asn- Ser - Cha- G y- Leu- Arg( Me) - Phe- NH2 Conpound No. 173:[D Tyrl

, Al a7, Ar ggtye) RIlgYEsbe D- Tyr - Asn- Tf - Asn- Ser - Phe- Al a- Leu- ApgdNPIsobsieeNH2
Compound No. 174:[D Tyrl,Arg(Me)9, T f |10] M510 D Tyr-Asn- Tf

- Asn- SeD-'F&reA@-@ha:éunv&etheﬁGI}ffLeung(MEWb&Mﬂ\lo 176: [ Azad y7] M510

Tyr Asn- npound No. 181
[DTyrpo’@I‘?g%nCENﬂT V\@) éf&g(ﬁe% er - Cha- A y- Leu- Ar g( Me) - Phe-
NH 2 COW&SMM—J\%R—SEPCEHIGW%3 Ng, NQ{ Tr pl 0] M510

DTyr Asn-Cha- Asn- Ser - Leu- Arg( rp- NH 2 Compound No. 183

[Phe(4ﬂpﬂlpgﬂlm@90183y{Ph¢(§NHE¥%W@ Ser-Phe d y- Leu- Phe( 4NH 2) - Phe- NH2

Chan sot e L Ash SRRt BT AR BSRS ouna o

185: [Dag()ﬁipamal%l\fﬁﬂ{ﬁhél@f(i&ﬁﬁuﬂép Misne Ser - Phe- G y- Leu- Dap(Gnd y) - Phe- NH 2
Conmpound No. 186: [ Tr p(For)10] M510 t-Asn-Tf -Asn-Ser-Phe-Qy-Leu-Arg-T f
( For ) - NiFr-&sird srrAgn§sr-Phg Gly- fﬁhﬁg -ppaniginorBhe-NHz - Asn- Ser - Phe- G y- Abu- A

t g- Phe- Bzt) 10] M5 10 Tyr-Asn-T f
- Asn- Serwg‘%ﬁé:-&g)@ S%XP@%IXEMQ) NH2 Conpound No.
190 [ D- Tyx- As@ﬁ@%ﬂ@@-?ﬁe-@ig&%{ﬂjﬂ@ﬁely) Phe-NH,
1yr Asn- Cha- er - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2 Conpound No.
1011 o GpmpouNe. 1HRIZEE ) MM o] VB 10

202 [ D T B TOrVETo Ut by v et g0 M O Bhe ) Lo Ar gt ) - Phe- N

2 Corrpo(Innhpbhnd N6318[7EDA153A8]MSPO g(n-Pr)9]Ms 10 D-Tyr-Asn-T f
e S P G e AR AT B gy oo o
Compound No. 189:[Ala(3-Bzt)10]MS10

15  Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Ala(3-Bzt)-NH,
Compound No. 190:[D-Tyr1,Cha3,AzaGly7,Arg(Me)9IMS10
D-Tyr-Asn-Cha-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 191:[D-Tyr1,Ser3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Ser-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

20 Compound No. 192:[D-Tyrl,Arg(Et)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Et)-Phe-NH,
Compound No. 193:[D-Tyrl,Arg(n-Pr)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(n-Pr)-Phe-NH;
Compound No. 194:[D-Tyr1,Arg(Ac)91MS10

25  D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Ac)-Phe-NH,
Compound No. 197:[Phe(3F)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(3F)-NH;
Compound No. 198:[Phe(3,4F,)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(3,4F,)-NH;

30 Compound No. 199:[Phe(3,4Cl,)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(3,4Cl,)-NH,
Compound No. 200:[Phe(3CF3)10]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe(3CF3)-NH,
Compound No. 201:[Ala(2-Qui)10]MS10
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D Tyr-Asn-T f -Asn- Ser-Phe-d y-Leu-Arg(Ac)-Phe-NH 2 Conpound No.
197: [ Phe(3F) 10] M510 Tyr-Asn-T f - Asn-Ser-Phe-d y-Leu- Arg-Phe(3F)-NH 2

Conmpound Wo.20kAFsdobhe( 3 , 4F2) 10] M5 10 Tyr-Asn-T f PCT/JP2009/071919
- Asn- Ser - Phe- d y- Leu- Ar g- Phe( 3, 4F 2)-NH2 Conpound No. 199:[ Phe(3, 4d
2) 10] VEL@-Asit-THsAsTSer-PherGBel elieg @Aly@-@ui) N> Phe( 3, 40 2)- NH2 Conpound No.

ég(r)rpoun‘g r&BCF3 qzﬁﬁgng-r@hAa%r@e)bﬁ%iéer - Phe-d y- Leu- Ar g- Phe(3CF 3) - NH2

10T NH 2 Co d No. 203
[D)-/[I'y'rAlI§PIFy(¥:{{§;1)s(131pili\lrIis %{E)Sg?@w%%]/y Lesats @) mleNRY ) - mpoun

D Tyr- A@mmlpldﬁl‘ém -286+1 Deher] Gha7) Are(Me)IME§ LOPhe- NH 2 Conpound  No.

BT DA ER-ant SN S dramenBre MR v 2 compound

205 [ D-Goth mﬂamo @Og(mﬁ]lmﬂArg(Mew]MSlO :
D- Tyr- Asn- Thr - Asn- Ser-Phe - Leu- A g} - Phe-NH 2 Conpound

No
206: [DHyIPMr-AsneEnMg( &@719‘} eu-Arg( he-NH, -
?()-;yED *l)(l’l%“ﬁi @é{ﬂﬁgﬂﬁﬁ&ﬁmﬁbm‘% Phe-NH 2 Conpound No.
No.
No

D Tyr - Alsrr yH AN - ASEISePRRe-Gly-L ke irdé)Mehie-RRB- NH 2 Conpound
208 [DTyrI Thr 4, Ar

D Chmmrana e Sed Db SerAmMOYMEL. Phe- NH 2 Compound No.
éo‘?'yEDA%#}# %A%'g%%ﬁk@ %qu-Ar&{M ﬂ\/gsl PRE. N2 Conpound No.

2}”0 [gdmﬁolﬁdéaﬂo AX:O@([mTﬁ]lmigﬁEg(]m)%mmm e
11; ?D— 'eréﬁyf'eﬁﬁ% r'@% %Wélﬂcj Le%-Arg(Me)C%gp?\%ﬁ] '
D Tyr- A@&nﬂ'&%dﬁ@@-zﬁbrgg?g 4;@%)911\0@)0 Phe-NH 2 Conpound No.

212 [DTyr Al a5, Arg(
Thor - AR+FyFrAsnAEIp @lde?klﬁ)eG} Il&eluA!‘B(MeWheMéz NH 2 Conpound No.

él% - Asmnonias, B 3R 0 MORMBIC pre- i 2
D-Tyr-Asn-Trp-Ala-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 211:[D-Tyr1,Thr5,Arg(Me)9]MS10
D-Tyr-Asn-Trp-Asn-Thr-Phe-Gly-Leu-Arg(Me)-Phe-NH;

20  Compound No. 212:[D-Tyr1,Ala5,Arg(Me)9IMS10
D-Tyr-Asn-Trp-Asn-Ala-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 213:[D-Tyr1,Val8,Arg(Me)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Val-Arg(Me)-Phe-NH;
Compound No. 214:[D-Tyr1,GIn2,Arg(Me)9]MS10

25  D-Tyr-GIn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 215:[D-Tyr1,Thr2,Arg(Me)9]MS10
D-Tyr-Thr-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 216:des(1)-[D-Asn2,Arg(Me)9]MS10
D-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,

30 Compound No. 217:des(1)-[D-Tyr2,Arg(Me)9]MS10
D-Tyr-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
Compound No. 218:[N((CH2);Gn)]Gly9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-N((CH2)3Gn)Gly-Phe-NH;
Compound No. 220:[Arg(Et)9]MS10
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Compound No. 214:[D Tyrl,d n2, A tg(M)9] M510

D Tyr-dAd n-Tr p- Asn- Ser - Phe- d y- Leu- Arg( Me) - Phe-NH 2 Conpound No. 215:[D Tyrl
, Thr 2, Ar g ) B)dvEs960 D- Tyr - Thr - Tr p- Asn- Ser - Phe- G y- Leu- AcgkEpe/PhetiNH 2
Compound No. 216: des( l%;n [ D- Asn2, Ar@we&&}l\/g

D- Asn- ﬂfsp AgnTipehspher-Rhe Gl LewsAge (i) P H 2 Conpound No.

217: de

D Tyr - ?ér (H%dg %Bﬁég%l’l_eu égg((}wg ArlgﬁMe}%wleionpound No.

218: [N(mﬂﬁ»&awmle%év&thAzaGl -Leu— (Me)-Phe-NH;

Tyr - Asn- Tr p- Asn- Ser - Phe- GI¥ ég—lZ‘%%@)G - Phe- NH2 Conpound No.
220: [ Areqepowpvi 339 destd hl -er(r ég Arg(Et) - Phe NH2 Conpound

goTyrzzA]g ﬂﬁTHrlsn%E%héﬁ%%]&%%g@h%%y Phe- NH2 Oorrpound No.

222: des(dmpdund No. 22 2daddl %Zw[BFD@B’B’)I%IN@WS 10

D Tyr er - Phe- AzaQd y- Leu- Ar g( Me) - Phe- NH2 Conmpound No.
223 de§1pfre‘)ASP1:S§ ESFCAV e&‘l

D Tr p- )@])mg nd No.

224: des i5 DTyr%gthgrér(p 1y IVE)9 I\/BAngh‘a{e Y

D- Tyr - IJD1Tryp-D°C§ rp-Sem-Sl@hBhGG)lry-lLeu-AﬁgQ(/IB/)aEthNHz NH2 Conpound No.

Zzigde?éer%#mﬁ%éz% R A DR MM Ocompound No.

226: deSIﬁJ&snllﬁlT‘ébeA?sn%@hércﬂ§l‘£Peh9 )-Phe-NH
D Tyr - Ser - Asn- Ser - Phe-d y- Leu- Arg ) - Phe- NI—2I2 Conmpound No.

227: des{ampqund Nor zzwcs{m@ﬂm SeRLEMe)9]MS10

228 deddIYIRE Ry 3o Ph Ol SN afigppc e Compound 1o

D Tyr - I¢@n d 6. 2Phgeddl mq?ﬂ\mfj\@) Conpound No.
4 Val 3, Arg llz/le) 95 g(FRPIMEA 0ComP

O B9t - AT ASh Seo bl ey AreMe-BhadhPhe- N2 Corpound No.
éggyE s /K‘éﬂ??‘gdﬁ 23048 qﬁﬁhﬁﬂﬁ EMEORY S Bhe- N2 compound No. 23
1:[D TmeTymlesm&ﬂPHe GlyALgi- h@g(MéVB&ﬁ-NHz
Compound No. 229:[D-Tyr1,Val3,Arg(Me)9]MS10
D-Tyr-Asn-Val-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH,
20  Compound No. 230:[D-Tyrl,D-Asn2,Arg(Me)9]MS10
D-Tyr-D-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 231:[D-Tyrl,D-Asn2,D-Trp3,Arg(Me)9]MS10
D-Tyr-D-Asn-D-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 232:[D-Tyr1,AzaGly7,Arg(Me)9]MS10
25  D-Tyr-Asn-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 233:[D-Tyrl,lle3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Ile-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 234:[D-Tyr1,Val3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Val-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
30 Compound No. 235:[D-Tyrl,Ala3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Ala-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 236:[D-Tyr1,D-Trp3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-D-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 237: [D-Tyrl ,D-Asﬁ2,AzaGly7,Arg(Me)9]MS 10
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D Tyr - D- Asn- D- Tr p- Asn- Ser - Phe- 3 y- Leu- Ar g( M) - Phe- NH2 Conpound No.
232 [D-Tyrl, Azad y7, Arg( Me) 9] M510

D- Tyr - AsrworptroAgeseser - Phe- Azad y- Leu- Ar g( Me) - Phe- NH2 Comrpaourzhodo71919 -
233: [D-Tyrl,1l-e3, Azad@ y7, Arg( M) 9] M510

D- Tyr - ABRLyrHR-Assrlrgehsnees- PA@a@aﬁlxé@uﬁesr@(h@)-Phwré&th Conpound No.

E}?,#yEDA-%E &bp@@o% %Mg'%%ﬁ%ﬁ 1% a(Ci\%? Aﬁ%@ﬂ?@%mound No.

235: [ D-Eyrﬁryml@ﬁvmﬂaﬁ%ﬁv%&%NB\)ZQGMSL@u-Arg(l\/Ie)-Phe-NHz
D- Tyr- Asn- Al a- Asn- Ser - Phe- AzaQ@ y- Le Me) - Phe- NH2 Conpound No.
236: [ D$9mp0@dﬁﬂ®323ﬂzd§€§19ffDAF>g% éé?Q‘}N@JlM Arg(Me)9]MSIO

2371 o B B RO PR AIE o ac o

- Asn- Se@eﬁbmﬂzra@mms(mm(mzIlesgmaﬂzymrngmmo 238: [D-Tyrl, D-Asn2,D- T
3, AzaG y7. A
DTy? p@ﬁrl%fwlb hfﬁh%éﬁa@wé%&%@(veﬂé’bew Me) - Phe- NH2 Conpound No.

239:d
TR U UL G T
24$ desDH Yy D BymaSeriie: A@aﬂB@LEuﬁémrg(M/e)-Bl]lé;B’m e o
[ e v
Caddl ) P s A &f@%‘%ﬂﬁ RrpMopMSTH
D- Tyr - THLFyAI Asﬁfs‘ér@%@-gz)&GI}ﬁEeﬁA%@@é) 2 Conpound No.

242: des(1)- [D t2, D Trp3, Azad y7, Arg 9] M510
D Tyr - CCam OIAEirNQSe?IMFEBeTNd@@&eﬁl}’ﬂc@(ﬁbﬁe)ﬁmmm Conpound No.

244 [ D- |, Ph 7 VB10

5 TyE Dt AP A S K e A H PR vauBhe s o Compound No.
245: [ D- | Nal (|

O e %%“Alﬁ"amﬁffﬁé‘?%?“{2§ GRS PINSASN Nl (

2463 Dny]F){r ke Mt e R Ay BV ALt

247’ [ o Y PPOBNo PRI E RS é?f%(fé#véﬁfé@%%w foe- & Sorpound T

5}4?{ DAp}nfl %’2%18 m&&rplﬁggid@?%ga AfgaM’éD-@’h&lE\)HPhe NH2 Conpound No.
r e ad I
D Tyr - ASHM Cardnita ATy L ArBMORS e N

D- Tyr Asn-Phe(2C1) Asn—Ser-Phe-AzaGly-Leu Arg(Me)-Phe-NH;

20 . Compound No. 248:[D-Tyr1,Phe(3Cl1)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Phe(3Cl)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 249:[D-Tyr1,Phe(4C1)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Phe(4Cl)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 250:[D-Tyr1,Phe(4NH2)3,AzaGly7,Arg(Me)9]MS10

25  D-Tyr-Asn-Phe(4NH,)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 251:[D-Tyr1,Pya(3)3,AzaGly7,Arg(Me)9IMS10
D-Tyr-Asn-Pya(3)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 252:[D-Tyr1,D-Ala3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-D-Ala-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

30 Compound No. 253:[D-Tyr1,Pro3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Pro-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 254:des(1)-[D-Tyr2,Phe3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Phe-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,

Compound No. 255:des(1)- [D-Tyr2,Nal(2)3,AzaGly7,Arg(Me)9]MS 10
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Compound No. 249:[D Tyrl, Phe(4d) 3, Azad y7, Arg( Me) 9] M510

D- Tyr- Asn- Phe(4C ) - Asn- Ser - Phe- Azad y- Leu- Arg( Me) - Phe- NH2 Conpound No.
250: [ D- Tywb,2Pvan7d9d612) 3, Azad y7, Ar g( Me) 9] MS10 PCT/JP2009/071919 - - — - —
D Tyr - Asn- Phe( 4NH2) - Asn- Ser - Phe- Azad y- Leu- N%—I( Me) - Phe- NH2 Conpound No.
251: [ DEy’EyI- )33 Serftbeyzafil ey o ge)t Bhe-

DY el BN Al AR PO AL RN I R ER AN Conpound No.

DTyr-ABrPy@( A RhreAS - SarPHRNEZ AR iﬂeyl- }Bhé\le)HZPhe NH2 Cornpound No.
253: [D-Tyrl,Pro3, Azad y7, A t (NE

D Tyr- A@@mmlﬁld/ig%iéér[l)ﬁﬁglkg@% n@i,m@lqmrg@wﬂml@onpound No.

254:d P

D T)?r eISD[% ﬂ}%e P,ijl-‘;’h‘/gser\l,isz ?‘?(_%au ?{EA%kWPRﬁy%onpound No.

255: dES(Cd)ﬂlptﬁta(ﬂNdi 25&&%29&3)%;&156};72,&@(\4&9]&1&;@10[) Tyr - Nal (2) - Asn- Ser - Phe- Az
ad y-Leu- Ar&& - Phe- NH2 Corrpoun

256 desI?TP)Yﬂ AspFrpybstpfiersd wa@%-wgwmm@%

D Pya( shsp s 986 BIerAcetls R i he- N2 Conpound No.

D Tyr - EDA&Ia-AFﬁneTvﬁsAsxﬁSer—MteeAMGheuL&tg(Mth&N}Bhe NH2 Conpound No.

25%92?&%#@’32 1 BB Proniont §ras B ORI Bund no.

259: [ D -
220 (O Ao i

260: des@d)mgc)ur@ll‘(f@ 260 d3¥$I0ENIHIMSMI - [ Azad y7, Ar g( Me) 9] MB10

3-(3-1 Me) - Phe- NH2 Co d No.
26(1 [7%“(%@{1 i, %}?%ﬁ%ﬁﬁﬂ%@%ﬁ@ é"ﬁ‘;{?&z?\w Lou- Ar g- Pho. N
Cormour@orhpouna@% %s(des(3)3~)llﬁd&leg- @mﬁcﬁfyh?)&id@lgm%\xgw gfd/e) 9] M510

| ndol e- 3- car bonyl - Asn- Ser - Phe- Azad y- Leu- Ar g H2 Conmpound No.

266:3d eslpd0L§)1-¢adf W-AsnsvestRpe-AacdGly - AxegYined ot

e SR R B R Mo o

4- ( 3- | rgably3 hwffNAyﬂ SOsPheSAraMy etz Afd(Vie)-Phe ATIGH IVE‘) Phe- NH2 Conpound No.
268: de Séomf)ggnd No. h266r7]ydleisa((i e3 )y4| (3[ Indolyl))()utyrylg[Azaz}lW Arg(Me)9]MS 10
4-(3-Indolyl)butyryl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
20  Compound No. 268:des(1-3)-Diphenylacetyl-[AzaGly7,Arg(Me)9]MS10
Diphenylacetyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 269:des(1-3)-3-Phenylpropionyl-[AzaGly7,Arg(Me)9]MS10
3-Phenylpropionyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 270:[D-Tyr1,Phe3,Ser-Phe5,AzaGly7,Arg(Me)9]MS10
25  D-Tyr-Asn-Phe-Asn-Ser-Phe-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 271:des(1-2)-[AzaGly7,Arg(Me)9]MS10
Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 272:des(1-2)-Acetyl-[AzaGly7,Arg(Me)9]MS10
Acetyl-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
30 Compound No. 273:des(1-2)-Amidino-[AzaGly7,Arg(Me)9]MS10
Amidino-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 274:des(1-2)-Acetyl-[Ala3,AzaGly7,Arg(Me)9]MS10
Acetyl-Ala-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 275:des(1-2)-Acetyl-[Arg3,AzaGly7,Arg(Me)9]MS10
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D phenyl acet yl - Asn- Ser - Phe- Azad y- Leu- Ar g( M) - Phe- NH2 Conpound No.
269: des(| - 3) - 3- Phenyl propi onyl -[ Azad y7, Arg( Me) 9] M510

3- Phenyl pyepbfiksebsn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe- NHRcEQRRALHEL 9NO.
270: [ D-Tyr|, Phe3, Ser - Pheb, Azad y7, Ar g( M) 9] M510

D- Tyr - AdnetiPhArgAAsn-Ser-PRhAzRG - PawBrg(MocPhar§HMe) - Phe- NH2 Conpound No.

" hon Seroppbund X8 bR AR T3kes AraSlod Ara(MAYS10

272: de
acotyr s R eIk TR S PRERAGH A AL NRNENIE o Gompound No.

273 destmmum}erlZ?G qeﬂ(iaﬂ-lyﬂemwmmﬂrg(Me)%MS%)

274, desr(l'l eg?n%@ésw&%s@%z@%;%ﬂ@g%e% i, o compound .

Acetyl - mwrzﬂ&s@zy)@ydmaﬁcg{% l'-?bﬁ AGg?@
275: des Acetyl [ Arg3, Azad y7, Arg(Me) 9 MB1OACet rg- Asn Ser - Phe- AzaQ
y- Leu- A bRy ASR 0Bkt ARBGly-Leu- Arg(Me)-Phe-N

276: d

Acet yfséﬂmp?&%n’ﬁ“@% NN IR @%@%@%X&A@G&Wﬁwwm

277: desgd(inddk myhahslmsbhn{o&ma; $Zr—P\h<9@MQ]]—1&ﬁﬂ-Qr (Me)-Phe-NH,

n- Hexanoyl Asn- Ser - Phe- AzaQd y- L Ar Phe NH 2 Compound No. 278: des(|
"y T cPomenumta d D Ty ALae 6 A ONE

275: doop g (BrARSE- DR ?él?%%@fﬁ%ﬁ%”ié Che: 12 Compound o
2- (i ndoCeﬁpynhﬁcHﬂ&ﬂS@&[Db’ﬁyﬂ;Hya@@ﬁ,ﬁg@ABbWﬁG y- Leu- Arg(Me) - Phe-NH 2
Chan: Sob: ey Tiar Son-Ser e NGL PrRe B RnG N,
222 [ OB AT Riohtdluenysi
28313 D- DyFyr;ID-AssrChachsiB SezRltd- A Za@lyglldvieA 8(Ms)Phe-NH,
o o ST R RGBSRy 2 Cround o
L R e S ML B 11 2 Comound o
D Tyr - A§nmpym(dzl)lo./2§r5;[9eTyrFPtPefa@)é=@lZ?G WATB(YMIM$Fe- NH 2
D-Tyr-Asn-Pya(2)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
20  Compound No. 286:[D-Tyr1,Pya(4)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Asn-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 287:[D-Tyr1,D-Ser2,AzaGly7,Arg(Me)9]MS10
D-Tyr-D-Ser-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 288:[D-Tyr1,D-His2,AzaGly7,Arg(Me)9]MS10
25 D—Tyr-D-His-Trp-Asn-Ser—Phe-AzaGly-Leu—Arg(Me)-Phe-NHz
Compound No. 289:des(1)-[D-Pya(3)2,AzaGly7,Arg(Me)9]MS10
D-Pya(3)-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 290:[D-Pya(3)1,D-Asn2,Cha3,AzaGly7,Arg(Me)9]MS10
D-Pya(3)-D-Asn-Cha-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
30 Compound No. 291:[D-Pya(3)1,D-Tyr2,Cha3,AzaGly7,Arg(Me)9]MS10
D-Pya(3)-D-Tyr-Cha-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 293:[4¥5,CH,NH]MS10
Tyr-Asn-Trp-AsnW(CH,NH)Ser-Phe-Gly-Leu-Arg-Phe-NH,
Compound No. 294:[1¥2,CH,NH]MS10
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Compound No. 286:[D Tyrl, Pya(4) 3, Azad y7, Arg( Me) 9] M510

D- Tyr- Asn- Pya(4) - Asn- Ser - Phe- Azad y- Leu- Arg(Me) - Phe-NH 2 Conpound No.
287: [ D Tywb,2DxoB68d6 Azad y7, Ar g( Me) 9] M510 PCT/JP2009/071919
D Tyr - D- Ser - Tr p- Asn- Ser - Phe- Azad y- Leu- Ar %(hl\/b) Phe-NH 2 Conpound No.
288" | D Tyt H(CH:NEQAST Hengr SA-Boav) L R iae:

D Tyr Leu- Arg( M) - Phe- NH 2 Conmpound No.
289¥deg§%§?‘§d@§(§%§§,§%’§gﬁ§rﬁﬁ Me) 9] VELO D)Pya(’3)-Tf P

- ASn- SeTyPReTHTHARNTEUABSEAPh Bl bid 2z Gomand No.

290: [ D-Pya(3)I1,D Asn2, Cha3, Azad y7, Arg( ).f;h(l

Py SUBOH No DORT BT SN D Ry Mg MEWIMSIG Ne) - Phe- N2 Conpoundho.

?}9%);2( %Jrn —%?T%(g SQ@%&@?@%&%’A glE @k%lﬂgﬁe- NH 2 ConpoundNo. 293

1 [4Y5, @li‘rhl:{}LME N@ 2y DAByr ,TthrS Azaﬁ‘[y@lﬂgtmsmmé- G y-Leu- Arg- Phe-NH 2
Corrpou

294: [ 135‘%“}%1%?%%&?&%&%@8@@@#%@ d y- Leu- Ar g- Phe- NH2
Co

Typrp AS n@.id%%uﬁ%ﬁ? Lﬁ gg[nq;grm IIﬂF> G%JISL%%GI ARMIMSE ound No.

296: [6W—T@smHAsnmmAsmmm%m&mumg(Msmmé-NHz

2030} bGPPSR0 g Pr A R eMep SISRP e P

D-T Co d No.
0 E R s Ko bae e Mo, oo

D- Tyr - [owpo MOThW%MrLa@mgMGMgMM%MSmOz Conpound No. 299:[|

o %ﬂ@ﬁé&aﬁﬁp ASHENFEA sRa e AraGly d etV P Ny Compound 1o
300: - P2NH) Asn-D- T
o S D T O "

[ BOTyrP; TAdfrf(Sﬂ_L@L@@/ Qup)zém-gqr -Hreghxa1gilemasrg(Me)-Phe-NH,

C?O-ZryED (d@ %éﬁf@”@ ??ﬂ%%qé‘ﬁﬁg(ﬁé)@ M%)lophe NH 2 Conpound No.

D-Tyr - %W@@%@y‘a@@%sﬁ%am Aéia&ﬂ?/&ehm&gaﬂgj RPRy-NEhe- NH 2 Conpound No.
303:1 D-(-Irgr;ql)ou%dAI?IQ 30§y[]%( T)zrl D- Asn2 ¥ya(4)3?/&¥f(%l?f]7,xs}é?Me)9]MS 10
D-Tyr-D-Asn-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

20  Compound No. 304:[D-Asn2,Pya(4)3,AzaGly7,Arg(Me)91MS10
Tyr-D-Asn-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 305:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 306:[D-Pya(4)1,D-Asn2,Cha3,AzaGly7,Arg(Me)9IMS10

25  D-Pya(4)-D-Asn-Cha-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 307:[7¥8,CH,NH,D-Tyr1,Arg(Me)9IMS10
D-Tyr-Asn-Trp-Asn-Ser-Phe-GlyW(CH,NH)Leu-Arg(Me)-Phe-NH,
Compound No. 308:[6¥7,CH,NH,D-Tyr1,Arg(Me)9]MS10
D-Tyr-Asn-Trp-Asn-Ser-Phe W (CH,NH)Gly-Leu-Arg(Me)-Phe-NH;

30 Compound No. 310:[Nar9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Nar-Phe-NH,

Compound No. 311:[Nar(Me)9]MS10
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Nar(Me)-Phe-NH,
Compound No. 312:[Har(Me)9]MS10
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D Tyr - D- Asn- Pya(4) - Asn- Ser - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2 Conpound No.
304: [ D Asn2, Pya(4) 3, Azad y7, Arg( Me) 9] M510
Tyr - D- AsrwBya{0A)76386 n- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe- NH 2PCCarmoo/nTioiNo -

305:des(l)-[D Tyr2,D Pya(4)3, Azad y7, Arg(Me) 9] M510
DTyr-&w&xm?%m—Seg%ézlﬁLaﬁﬂmé@%e@d )< Phe-NH 2 Conpound No. 306:

[D-Pya(A) | D- 2,-Ch¢ 7, Arg(Me) 9] M5 10

D Pya( 4@@%@%&%@3@@?%% Azad y- Leu- Arg(Me) - Phe-NH 2 Conpound No.
307: [ 7YByrChkHNFEpDA fiy-Sbs-Phig G LG WabPhe-NH

D- Tyr - Asn- Tr p- Asn- Serri Phe%yY( CHZNH)eLeu% Arg(Me) - Phe-NH 2 Conpound No.
308: [ 6YForepguud e B HIOmYMeH9] Ms10 .

10 A RSP R PR b N O ) e R 3 Bommound Mo,
311: [ NaCrivpyuidNGo. BQ 5 Bes ASD-AnD ;B ASaGlyPhard@Me) a5 Idar ( Me) - Phe- NH 2
Conmpound No. 312:[ Har ) 9] MB10Tyr - Asn- Tf

- Asn- SeP-/EReCha-Hsn-sat-Phg-AvaS hphal-ArgMsdrhhsuid: No.  313: [ Dab9] Ms 10

Tyr - As - ol O N9] MB 10
Tor - aarCRRoRNG G TRET 0 At R N A A A, ) T Asna
g Chas, Aﬁél_cg/&sﬂ@ngftﬁms_a}mamlezztzaC‘ilXLeu-ArggMﬁ)-1_)11Ne|s4F)-NH2O

5160 1 Gorpoa i 3 TIPS A AR R P b B LMo seat 1 Ofas 10

D- Tyr - [bP@@-‘I%@%\f;ﬁﬁ@%§n§’§@:ﬁ%ﬁ@w&%n%g®@£§’é}g)ﬁg]}rﬁgW Conpound No.

317: [ D Tyrl, a(4)3,Azad y7, Arg( 10
D- Tyr - BEgwpeunydayael 3184 P-Banl .2y AG(YLe) B Hhatd GYINBYISPhe ( 4F) - NH 2 Conpound No.

D Ty1 - AT A P A AR YEVE R @RS - 2. compound N

Ao et Oy G Lo A e B ound No. 322: des(l

- 3)153- (B-yrAsayltp %pgern@h&‘f[mg‘&@WyMg(AmiMP%%UHz

3- (3- PYE L AN RNE 1399 s AST)- 26 p a1 e i f RYa Y 9 A SRS
3-(3-Pyridyl)propionyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 323:des(1-3)-4-Imidazoleacetyl-[AzaGly7,Arg(Me)9]MS10
4-Imidazoleacetyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,

20  Compound No. 324:des(1-3)-4-Piperidinecarbonyl-[AzaGly7,Arg(Me)9]MS10
Piperidinecarbonyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

Compound No. 325:des(1-3)-1-Piperidineacetyl-[ AzaGly7,Arg(Me)9]MS10
1-Piperidineacetyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 326:des(1-3)-1-Methylpiperidinio-1-acetyl-[AzaGly7,Arg(Me)9]MS10

25  1-Methylpiperidino-1-acetyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,

Compound No. 327:des(1-3)-1-Pyridinioacetyl-[AzaGly7,Arg(Me)9]MS10
1-Pyridinoacetyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

Compound No. 328:des(1-3)-D-Glucronyl-[AzaGly7,Arg(Me)9]MS10
D-Glucronyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;

30 Compound No. 375:2-Aminoethyl-Gly-[D-Tyrl,Arg(Me)9]MS10
2-Aminoethyl-Gly-D-Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg(Me)-Phe-NH;
Compound No. 385:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9,Trp1 0]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

Compound No. 386:des(1-3)-3-(3-Pyridyl)propionyl- [AzaGly7,Arg(Me)9;Trp 10]MS10
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Compound No. 323:des(!-3)-4-1m dazol eacetyl -[ Azad y7, Arg( Me) 9] M510

4- 1 m dazol eacet yl - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe- NH2 Conpound No.

324: des(Iwdroty/@sger i di necar bonyl - [ AzaG y7, Ar g( Me) 9] MS1@CT/JP2009/071919

Pi peri di necar bonyl - Asn- Ser - Phe- Azad y- Leu- Ar g( M?[) Phe- NH2 Compound No.
op-HEL0

l:%zg des%i(? ?yndylmrpmpnﬂrﬁq%aﬁ@tlgh&fsz!@&m ArAngm) 0 s o e

- Pi per .di neac rg e- npoun .
326: GestPmESId . Y mﬁnm%ﬁ%]g{xﬁﬁ [ Azad y7, Ar g( Me) 9] MS10

1- Met hybgpwﬁ'rryﬂm@ﬁp A@E-ISE} Pﬁamiﬁ%u%@gaé REheNIEBU- Ar g( Me) - Phe- NH2 Conpound
No. 327 des(! Pyri di ni oacetyl

7, Ar gE H{?g V510
| - Pyri dfp@aeed No. 897 :MethyltiHecasbarapy)- S_aélﬁD Bl MeEMR9IMS 10 Conpound No.

328: 7

b o uer SRR A B AP A I S R RS- Aop SRR

375: 2- AGompeiidtyiNe.d0P:(B11 TQUinoﬁnt&gﬂM&a}Bdrﬁ@&)M&hlémmﬂeérbmhoﬁ[DD Tyr - Asn- Tf
- Asn- Ser - Phe- Gly Leu- Arg( Me) - Phe- NH2 Conpound No

385: desIYNL.ABMEIIMSIPBY 5( 4) 3, Azad y7, Arg(Me) 9, Tr pl 0] MB1O

D S A Y R L T TRl L

ri O] VE1lAaf(Ve)PheiNl ) pr opi onyl - Asn- Ser - Phe- Azad y- Leu- Arg( Me) - Tf - NH2

SR o Revmdns, TR e ey e A AT R TS M ound o,
397: Met Py D SN Nr BHE ARk MLEOENNE10

I\/bt hyl t hi ocar bam) -Sar-D Tyr - - Trp- Asn- Ser- Phe- d y- Leu- Ar g( Me) - Phe- NH2
mpoundompound No. 486 des(l) [D- Tyr2 D -Pya(4)3,AzaGly7,0rn9]MS10

400" () Lok 4 o TR g 1 oo Doy (DT
(9)-1- (@mp@&nmg %W'&@(E?PDH%‘& D4P§A(ufsp&m<nw@ vyl D- Tyr - Asn- Tr p- Asn- Ser

-Phe-d y- Leu- ound . 481 es(l)-[DTyr2,D-Pya(4)3
Azald y 7L r%srreD?ry 401A\75189r4®h¢ ﬁlxgga(l sﬁ@n@éz Phe- AzaQ y- Leu- Har - Tr p- NH2

Com ooy 55 SRR 2 R A R LI,

487: desl()n) yri P (43 Adn FReaPhs-A AR ¥il-Hay PHENFLD
D Tyr-D-Pya(4)-Asn- Ser - Phe- Azad Leu}qaxs Phe- NH2 und No

488: des@PI}lPPIBldN? A80:dog(@ )-4p 3L yAZ. m%war(Me)%MS

D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Har(Me)-Phe-NH;

20  Compound No. 490:des(1)-[D-Tyr2,Pya(4)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 491:des(1)-[D-Tyr2,D-Pya(4)3,Trp5,AzaGly7,Arg(Me)9,Trp1 0]MS10
D-Tyr-D-Pya(4)-Asn-Trp-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 492:des(1)-[D-Tyr2,D-Pya(4)3,Ala4,AzaGly7,Arg(Me)9,Trp10]MS10

25  D-Tyr-D-Pya(4)-Ala-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 493:des(1)-[D-Tyr2,D-Pya(4)3,Thr4,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Thr-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NHa
Compound No. 494:des(1,4)-[D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH

30 Compound No. 495:des(1-3)-[D-Tyr4,Pya(4)5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-Pya(4)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 496:des(1)-[D-Tyr2,D-Pya(4)3,Cha6,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Cha-Gly-Leu-Arg(Me)-Trp-NH;
Compound No. 497:des(1)-[D-Tyr2,D-Pya(4)3,Cha6,Ala7,Arg(Me)9,Trp1 0]MS10
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D Tyr - D- Pya( 4) - Asn- Ser - Phe- Azad y- Leu- Har - Phe- NH2 Conpound No.
489: des(l)-[ D Tyr2, D-Pya(4) 3, Azad y7, Har ( Me) 9] M510
D- Tyr - D- Rye(2d)o/0468%6 Ser - Phe- Azad y- Leu- Har ( Me) - Phe- NH2 Ceopaemde/ding19

490: des(I|)-[ D Tyr 2, Py%m)B AzaQd y7 Arg(Me)9 10

D-Ty{j Pf) T%ﬁ)DvRyn@wsn =Chagtdayl-quedyr Hv)m) -NH2 Conpound No.
O Tyr - SRR o b e AR N AL A B TS 1,
492: deSDWyr{IDP'y' Aﬁr@,&@nm@Pﬂé Azé?d}@%éﬁzago%)ﬁr 9, Tr pl 0] MB10

D Tyr - a- Ser - Phe- Azad y- Leu- Ar - Tr p- NH2 Conpound No.
493: des@?r}m?@@y}@ ?%M@c%@@wﬁrm&@l Mﬁ IMATEMEH T I0EYS 10

104 oot ray Ay DR R A e AL AN o hmto.

D- Tyr - DE6iyn m&mrsoekms@za)e-yhéx@upréplgﬁwqmﬂ AzMG1R 7 Zagde)9TiNo0]MS 10
495: des(| -3)-[ D Tyr4, Pya(4)5, Azad 7Arg 39Tf | 0] MS10
D- Tyr - pérgbw)ylmﬁelonzww Serakhenpgr(lis)leprAr nd No.

Dyt ehhao NG S0R FUAN DI RIS A Gy RAMRMb o Trp o1
) [ D- Tyl yﬂm}”&@@) Asnma@wmmm(em@(m&) T-NBL

RIS O R e fﬁafﬁhﬁxizé@y&f@gl ez IS0 RO o™

DT r (POh(4)5A0ral S e2-PRREX ACRHAL ¥ gJrp-NH 2 Conpound No.
499: des(llaﬁsg)%éﬁﬁeﬁyl pr opi onyl - [AzaGgy7 Arg(l\/e 9, Tr pl 0] M510

3- PhenyCpmppinsiyo.- 58 resd)-[PHEATR Tp3, Aled AkaiybArerMe)9, Nrst 0BSpBund No.

500: d 3 Me) 9, Tr pl 0] MB10

3- Pheﬁfx’l()p?y&é?iﬁ%mﬁ)éﬁpggg Onélyé%@%ﬁﬁqﬁé\glﬁk)(w% \H D C]orrpound No. 501
- des(| T 10
e;/( D Y pound. No.

S0 Ao Shry DL EHTD DA nh 0y Sereb stah FAE L ABMEEPONFH 1 0] Ve

g}()-fl}-y(rtleslz?f ?‘&‘P%‘Bﬂ@r ﬁﬁ# (fe1 @Z?Aﬁl %‘ygp,&z% g‘iﬁ%%%‘?@yﬁg&%go@?%r DTf

- Al a- Se3 -Phbgipropionyt- A@MmghémZaGl}f LeLNHzg
504: [ Acpl D-Tyr2 D Pya(4)3 (Me) 9] M5
Ao b, opmpoa SRR - PRy smmmmmw 0IMS10
3-Phenylpropionyl-Asn-Ile-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
20  Compound No. 507:des(1-3)-3-Phenylpropionyl-[ Trp6,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Ser-Trp-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 508:des(1-3)-3-Phenylpropionyl-[Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Ser-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 509:des(1-3)-Benzoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
25  Benzoyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 510:des(1-3)-Ac-[AzaGly7,Arg(Me)9,Trp10]MS10
Ac-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 511:des(1)-[D-Tyr2,D-Trp3,Ala4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Trp-Ala-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
30 Compound No. 512:des(1)-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trpl 0]MS10
D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 513:des(1)-[D-Tyr2,D-Trp3,Abud,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Trp-Abu-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 514:des(1)-[D-Tyr2,D-Phe3,Ala4,AzaGly7,Arg(Me)9,Trp10]MS10
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Compound No. 505 :des(l -3)-3-Phenyl propionyl-[Thr5, Aza@y7, Arg(M)9, T f |
O M5 10 3- Phenyl propi onyl - Asn- Thr - Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound

No. 506: dga(h1em3sseg- Phenyl propi onyl -[ Il e5, Azad y7, Arg(N@hQ/ﬁsz/bnﬁld\/B 10
3- Phenyl propi onyl - Asn- I | e- Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound .

507: desD{F3)D-PhedddarfepPbpidaafily-Lau-ArgMe)alGpyNHAr g(Me) 9, T f |1 0] M510

505: aos PSR erd e s o T P e AR A e o ST Gy v ’

3- Phenyp pryqqy_qag}y@)@gﬁ \Sagrp}gt]@(a@ 'L%Zl g)aqr I\/E) T f -NH2 Conpound No.
509: des(| -'3) - Benzoyl -[ Azad y7, Arg

Benzoyl MDOMN@@6MX®WHQJTW2,@(RV@§4)T ﬂzaﬁl M@MMS\II@

= Mo e et o

511 d Tyr-D- T
7 PN 1R 5ty ot SO B0 T

512: dest-PhenyipropionylPAm-Hyp- Ph@rfszaﬁzlaéey%r,gﬂlﬁe}v@mNﬁzf | 0] l\/BlO D Tyr-D-T f

LD Ty SR o e A by b AR D el

- Abu- Se3-PRaeAABpiIChy-AUSAE QhMly-Ieﬁ-ArglﬁlZ )CDmDNH@d NO

514: des(l)-[ D Tyr2, D- Phe3, Al a4, Azad g7( Me) 9
;014061 mwuqsu%hélm dgs(boh-Hheayinsetrt e Mis)2. Fra3ORASH0 Compound No.

B Tyr - O SRS AR OR ﬁ%ﬁ%@éﬁé-ﬁ%ﬁ MUY oAl 2' Compound No.
516: desCompdmd Nb. '5)2!1 %WPYB(HI)B,DAEW)BZAH(QQWQI]UV&O
-Ar Me) - Phe- NH 2 Compound No.

Q(i?[}dly 1 Yrg %%a(ﬁhéé%gﬁ?i?gbggﬁ%ﬁi[ﬁy sher 2Arg(Me)9, T f | O MB10

glghggsdgﬁﬂ&&rﬁgy%enyl pr%& onyﬁﬁa@buyfi Ar gl? %rg&‘}ll'r)g t 1\:ZL{%)I@WOUnd o

3- AfenyBgnzopi-Asry-Thr- RhﬂAseGIy(JJa&-@rg(M@uTrpAﬂI@( I\/E) Trp-NH 2 Conpound No.

oyl SCOPiuRITE SIS TBHE aGlyer@r”gA?éeP(ﬁﬁ% ARSI Tk NS 10521

: des(| )Béd%o MAdn- 'PhPPHé(@;&AQZ@@-MJJ
DTyr a( 4) - Asn- Ser e- Azad y- Leu- Arg- NH 2 Compound No.

522: de s@me()urEeNﬁz optdes(hr D, %Ebﬁ@yiﬁompgfl@@ Azqﬁlg}’,MEg@/Iew Trp10]MS10

3-Phenylpropionyl-Asn-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

20  Compound No. 527:des(1)-[D-Tyr2,D-Pya(4)3,HypS,AzaGly7,Arg(Me)9,Trp10]MS10 -
D-Tyr-D-Pya(4)-Asn-Hyp-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 528:des(1)-[D-Tyr2,D-Pya(4)3,Pro5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 529:des(1)-[D-Tyr2,D-Pya(4)3,Tle5,AzaGly7,Arg(Me)9,Trp10]MS10

25  D-Tyr-D-Pya(4)-Asn-Tle-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; |
Compound No. 530:des(1 )Q [D-Tyr2,D-Pya(4)3,Phg5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Phg-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 531 :des(i -3)-3-Phenylpropionyl-[Pic(2)5,AzaGly7,Arg(Me)9,Trp10]MS 10
3-Phenylpropionyl-Asn-Pic(2)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

30 Compound No. 532:des(1-3)-3-Phenylpropionyl-[Aze(2)5,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Aze(2)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 533:des(1-3)-3-Phenylpropionyl-[D-Pro5,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-D-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 534:des(1-3)-Cyclopropanecarbonyl-[AzaGly7,Arg(Me)9,Trp1 0]MS10

61



Benzoyl - Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No. 523 :des(|
-3)-Benzoyl -[ Thr 5, Phe(4F) 6, Azad y7, Arg(Me) 9, Trpl O M510

Benzoyl - Aso-20two76¥ve( 4F) - Azad y- Leu- Arg(Me) - Tr p- NH 2 Conpownd20b071919
524: desél - 3) - 3- Phenyl pr opi onyl -[ Pro5, Azad y7, Arg(Me) 9, Tr pl 0] M510

3- PhenyCpelopiopanyecarkonylph sn-SerePhezAGly tleu-AregiiotlrpNFNH 2 Conpound No.

B Tyr - B PYRE T&ﬁ%@@%@é@@o@%&&?@gﬁw RS Hound no. s28
: des( 1) 2{Naphttio]-RsiRgad-BhS Akt 9. AZ AR (Vi , T f 1 QM10
DTyr D- Pya(4)- Asn- Pro- Phe- Azad y- Leu- Ar - NH2 Conpound No.

?}23 des@PWP@WP?%—[ﬁ}&EE}Wl@ ya(é a;élxﬁgsqgﬂylg)ﬁgl@c]? Ound w

530: %eEAF%Y Ef@‘r?f@' Qﬂ’%}\‘a %@1’%%@@%@&%@%?@9 TF g? MB1O

PR AR OR S el o et %‘f%’a@%‘ém‘yv Arg‘&’;’b*’é’ e v

3 Phenyﬁfﬂ’éﬁ% R RERARh RSy Sttiens 2 g lresnA oot - Nep Sompound No.
5 Phonyt LmBSuc KRORE AR ??“pﬁk‘ézgé‘%@)%%%@(@@“@ rlolsdd Poind o,
e o e L

33l de&? B8y e|@%-dea@5’@3imiﬁq?&ﬁéwéﬁg@n@)ﬁm“fﬁﬁﬁw '

Q M510GyetRah ay QOREL A AT PR XiLeu-Arg(Me)-T f -NH2 Conpound
No. 535 dés( I - 3) - 2- Napht hoyl - [AzaGI Arg( )9, Tr pl 0] M510

2- Napht GWDOMNSEMOMIMEG WLEHEFDQ Azgp(%7 ATgMe)RLap CivHlnd No.

Ay D T DB e A e LSRN TR YIRE) ' N compound No.

537: A Thive g(]yi@
Ar g- A; gd[’} fl)'génd[q}qa-y%@4 %ﬁ[ﬁ\éﬁﬁﬂﬁ@ﬁﬂ" ALY ! I{lﬁ)-}zo]l\éloségound No.

er - Phe- Aza Leu- Ar
538k5Ar gDpAwgphcp-D- 1!*@ TIPPW(EI)ISPIWZAQ Y'I%Wg(\m g rP-NHD] M5 10
555: dAgg??S‘Pf{ﬁ"}‘%’ Ptyi?(@ fff@? SRIRELE 00 g BT RS ARG e B ToRaN ™
- Asn- VaD-AlieD AZa@\ D IKrYRA snT THr-PHYER 24081 nmwe)WW( 1)-[D-Ty
t2,DTf 3, Azad 7Ar Me)9, T f IOIMS10 D-Tyr-D-T f
- Asn- Sefompeuns g K clp:r)glamy e(4pAZaGly7, Arg(Me)9, Trpl 0]MS 10
Benzoyl-Asn-Ser-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH,
20  Compound No. 546:des(1-3)-3-Phenylpropionyl-[Ser(Ac)5,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Ser(Ac)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 547:des(1)-[D-Tyr2,D-Pya(4)3,Ser(Ac)5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Ser(Ac)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 548:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9,10¥,CSNH]MS10
25  D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe W(CSNH)NH;
Compound No. 550:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 551:Ac-D-Arg-[Acpl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Arg-Acp-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
30 Compound No. 552:D-Dap-[Acpl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Dap-Acp-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH>
Compound No. 553:D-Nle-[Acpl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10)MS10
D-Nle-Acp-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 554:D-Arg-[B-Alal,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
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Conpound No. 541 :D-Arg-[Acpl ,D-Tyt2,D-Tf 3, Thr5, Azad y7, Arg(Me)9, T f |
QM 10 D-Arg-Acp-D-Tyr-D-T f -Asn-Thr-Phe- Azad y-Leu- Arg(Me)-T f -NH2
Conpound Wo.20426996 Ar g- D- Arg-[ Acpl , D-Tyr2, D-T f 3, Thr 5, AzaGpynodrg(de) 9, T f
| 0] M510 D- Arg- D- Ar g- Acp DTyr-DTf Asn-Thr - Phe- Azad y-Leu-Arg(Me)-T f ’
N2 oAb “ByrsD clrmAsnsT breRher AgAGly Biest A He T aElNFe, Ar g( VB) 9, T 1

| 0] MB1 I F A f - No
546: ooy TR PN S TERS BRI TEETE ARSI REPH A0 A0t BB

3- Phenybpug -ABNJD- A@ﬁTRhBheAAaﬂ}w NH, - NH2 Conpound No.
547: de[é [D-T r2, D Py 5AzaGIy7 Argd?b”‘?gw | 0] MS10

D Tyr - éé?(vs&)dﬁﬁgr{ Pma-llcrg(we) -NH2 Conpound No.
548:d o A l\/e910YCSN MB10

DTSr eﬁ%%%@ly@ﬁé@ﬂ@ﬁ@@@%eu ,rb\?é(l\/?s) Phe Y( CS|I;I|]H) NH 2 Conpound No.
2(5:0 D?I'(Ia'?pmrg%&%%b?r rl?r;-wr -D- Bxp;li}hsﬂ;"_ﬂ%zmﬁ -5 ZaGlyel( SR A By (Meh)-TrpINTE:1 0

“hc- D> Aﬁ«gnmlemcuswrnz@@ “Arg Drffslidhe &m?zdzmbmm%’%mgm@9,Tr

Ac DA Bﬁg,@ § Tyr-D-T f -Asn-Thr-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound
No. 55 Dap- [Acpl DTyr2,DT f 3, Thr5, Azad y7, Arg(Me)9, T f |0] M510

?5 Da_ DA@-}@?@LXWg{D m%-y;w?—ghﬁpfaaﬁ %a—ﬂwAﬁe:@l@kh@u—Krg(Ma)Hap-@Ngmﬁpigu nd No.
D N ANy 578 R Re T TR Az e AR T O MRS Corpound o
554: D Ay larra A7 A M)9, Tf | M5
10D Ar g- gﬂ?llgﬁl %Sg;rg-@fD?;%p As?é’ ;ﬂg Pléuvm&zmgﬂﬂ{eur%g(?\/m Tr p- NS] 2 Conpound
No. 55$®1mtgld[N<g-5AB@|es(u)-2v33r(zl BydnopgptiEhy Bprapm@lly[D-Ar g( Me) 9, Tr pl 0] M510

P R G b TR s R A S VA SR e
10 D Arg¢ ADH%@X};ﬂxeﬁz @B'Bﬂyi DTXPA%MPH&R&QGSZE@ Arg®ae) 9N - Tr p- NH 2

Conmpound No. 55 Ar g-
g- ABul , Comyeundor563: DFHF&[AZ@@yWA&b@M@)@bﬂ,Am@R@M)&BP EIMSLOD- Ar g-

355: desy Py EAH PRI TR A S BRA SR cbratel - TG o o

D- Tyr - [Edmpoudd NSS62 I ﬁA@CﬁD/T \DAYEEVEThD, Rzddy 2, ACBNE)9] Tip NMIMS 10
>59: des l I 2'l'yr:f)D (lfya%dz&gnx ¥ﬁrh1§1r1]ey lﬁ&zarl)(r}g'?f,egqu:g({\de) Trp-NH;
Compound No. 563:des(1)-Ac-[D-Tyr2,D-Trp3,Aze(2)5,AzaGly7,Arg(Me)9,Trp10]MS10

20  Ac-D-Tyr-D-Trp-Asn-Aze(2)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 564:des(1)-Ac-[D-Tyr2,D-Trp3,Val5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Val-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 565:des(1)-Benzoyl-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

25  Compound No. 566:des(1)-Cyclopropanecarbonyl-[D-Tyr2,D-
Trp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Cyclopropanecarbonyl-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 567:des(1)-Butyryl-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Butyryl-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

30 Compound No. 568:Ac-[D-Argl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Arg-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

Compound No. 569:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,6¥7,CH,NH,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe W (CH,NH)Gly-Leu-Arg(Me)-Trp-NH;
Compound No. 570:des(1)-Me- [D-T§r2,D-Trp3 ,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
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f 3, Thr5, Aza@ y7, Arg(Me) 9, Tr pl 0] M510
3- (4- Hydr oxyphenyl ) pr opi onyl - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - T f - NH2
Conpound \Mozoﬁ)ﬁﬂzﬁs9D Arg-[Acpl,D Ty t2, D-Trp3, Abu4 PCT/JP2009/071919

10 D-Arg-Acp-D-Tyr-D-T f

5Azad y7, Ar 9, Trpl 0] M5
- Abu- S)éMeFlB ﬁriit @JLmPQ(:W)aGIY ﬁcwﬂrg(m)ﬁ“mmﬂz No.

A D Tyt %P%s%lﬁ’ SR R PR e oM o o

563: desAkD-A9r-DOFrbyAsh-Dhrl Phe- Azé@@é@éﬁA&@(@ﬁ)ﬂw&ﬂH{ Me)9, T f |0] M510
Ac-D-Tyr-D-T f -Asn- AzEélZ) Phe- Azad y- Leu- A tg(Me)-Tf -NH2 Conpound No.
564: desCpmpand Np. 15]2216 FP-Bpd)- Bya(ﬂﬁg\;faﬁlﬁé(ra@iﬂ@ﬁ rp1QIMNB10

565: ool PR YT At S PIE A ER Ll s MM Yo T T 1 G Bt
Benzoy! €bmpyiindNJ. 573%@(0)-]&[&!1[-]]3?1!‘?1-%]23%&%4 Aﬂagii(lykArgTMew N 0paspound No.

566: des I) cI 0 n‘ganecar bonyl - DT f 35Thr5, Aza@ y7, Arg(Me)9, T f |
O 10N Po B b SBOR ABG Y LS ATE MRS Phe- Azall Y- Lou- A g(Ne) - T

5 'Tﬁr'*éh e %(7@15?%%"?%?5?&? g XA b M), Trp10]MS 10
Z:/QZ” : AB Ai‘"y“‘m"f R e a%m 0T Lol
PRI DT ey D PR R e SEL AR b (o9 TR Soound o,

560 desAuDe«grbDr@s& St ie% Me)9, T f |0] MB10
Ac-D-Tyr-D- T n- Thr - Phe H)Gly Leu- rg( )-T.f -NH2 Conpound No.

570: desCbnpitnd Xb. ByB 2esi F Afc- [:D -Thw25D Ara8iThd, ArafGlyE o g(M¢€)9, Trp1 0IMS10
| 0] MS10Me-D-Tyf-P Tr.p- -Thr-P d Me)-Trp-NH 2 Co d No.
571 - de ml%}Tx%bfﬁth}B;%’i’ﬁep%za%ﬂyguex%rg AP of MSEB o
Ac- D- TYConEﬁ!ir{a'P@@ 579 Rfes(Thy %cP%Ji EH‘;; b4VRYaGRE; AV Me fOOTTR POIMIS Y0
4) Azad Ar

572:des(1)-[D-T f 2,D Pya (M) 9, Tt pr 0] V510
D- Tr%p- m—DAEW-SEh*S AeeeGly ILe@uAm(}j%e -NH 2 Conpound No.

Ao D TyE %ap 5L e %ﬁviﬁéﬁw%ﬁ@%@%mm

576: desAb)DJkgr-DfoﬁyAal S&(mﬁpﬁw&a&z}a&whg(mé NI pl 0] M510
Ac- D- Tyr-D-Tr p- G n- Ser - Phe- Azad y- Leu- Arg( Me) - T NH2

LT o A s (B Prcrl D A o SRS T ORI 10]MS 10
AC- D TY e B -Tr- D38l SN 8eABRCAY G RHL A-Ab MRhe) HrB N, 2
20  Compound No. 585:des(1)-Ac-[D-Tyr2,D-Trp3,Dap(For)4,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Dap(For)-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 586:des(1)-Ac-[D-Tyr2,Thr5,D-Phe6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Trp-Asn-Thr-D-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 589:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Nal(2)10]MS10
25  Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Nal(2)-NH,
Compound No. 590:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Thil0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Thi-NH,
Compound No. 591:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Tyr10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Tyr-NH;
30 Compound No. 592:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9, Phe(4F)10]MSlO
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Phe(4F)-NH,
Compound No. 594:des(1)-Ac-[D-Tyr2,D-Trp3,ThrS,AzaGly7,Arg(Me)9,Hph10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Hph-NH;
Compound No. 595:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Chal0JMS10
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Compound No. 578:des(l)-Ac-[D-Tyr2,D-T f 3, Thr4, Azad y7, Arg(Me)9, T f

| 0] V510 Ac-D-Tyr-D-Tf -Thr-Ser-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
579: des(lwoActrgesbyr 2, D-T f 3, Al b4, AzaG@ y7, Arg(Me) 9, T f pcojibBb® 071919

Ac-D Tyr-D-Tf - Al b- Ser-Phe-AzaGI Leu Arg (Me -NH2 Conmpound No.

580: desf¢-P-Agr-DELpyAsn-DhrFPhe- Azsé &mm{g(m)g Tf | QMl10

564: deog e oGl g@‘%@fsﬁf@%ﬁ;ﬁ&%ﬁ& e PRI
Ac- D TyAc-D-T{r-DDBii A6n- T&Ph@h@a@@aﬁWAkg{MMﬁm T f -NH2 Conpound No.

585: des(l)-Ac-]| r2, DT f Dap( For)4, Azad y7, Ar 9, T f | 0] M310
e D O B SOF sles! o= B ATy, L 12 Rrgb A, AfaleiSs it OISAD,

586 d T 9 Tf 10] M5 10

S T P IIRDL RSB R AP ARt NI T o rpbund o,
589 des((:érhpd%ﬁrd[Nb 'IS&@BRieEHTAfc [D TWﬂDAZﬁﬂTMIE Arggid9, Prp¥aiNI8) 4 0] M510
Ac-D Tyr-D-Tf -Asn-Thr - G y-Leu-Ar Nal (2)-NH 2 Conpound No.
590: desf(x?-P-lixtPfTrnyﬁin BhrrPlﬂe QIYFH?‘BA/B&@@ %rpﬂ%‘@g Me) 9, Thi | 0] MS10

R A VR R T
- Asn ThAe- Hq@yAEaﬂpyAheWhﬂP?( NeaGhIrnyLeuNBterTgpAr Nphund SIOP £) 10] MEL0

Ac 18- Tyropad N 00T nAc BB SRS 1S Compound N
594: ey Ar HO YA PurTrhe RBIBKL AXAG ¥/ RG(VE) 9. Hohl 0] NSLO

Ac-D Tyr-D hr - Phe- Azad y- Leu g('Me) - Hph-NH 2 Conpound No.

595: desComhpdmd . BPd 2lesil FAfc-[D-Tyr2,D-Trp3,Thr5,D- Phe6 ,Arg(Me)9,Trp10]MS10

?NBN é@zmir?&%o‘&%ﬁ%% e]&/fSlB -Ang_(Me)-"lD_ I\EIR Asn- Thr - Phe- Azad y- Leu- Arg

596: d )L
120 Stinplinl T ST S LIRS

59715desz(s¢ D;le(&el[yDDerAmﬂﬂp?hafm@sz Pre@\rgde)-Vrp- WHg(Me) 9, Trp 10] MBS 10

558 des PR R Fes AU AL ARSI IR o LRy~ T

Ac- DTtheBLAFiamifvsngMeﬁ’rrep@]Msueu Arg(Me)-T f - NH2 Cormound No.
599: des(| h@ D Tyr 2, Thr5, Azad y7, Orn9 M510 Ac-D-Tyr-D-T f

- Asn- THiC =le )té@p—@lhD#he-Awy@eﬂwp@mﬁMeNETﬂp -des(1)-Ac-[D-Tyr2,D-T
3, Thréorﬁﬁ&ﬁdﬂo.%mde%W%Q[D-Tyrz,D-Trw,Thr5,AzaG1y7,Arg(Tos)9,Trp1O]Ms10
20  Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Tos)-Trp-NH;
Compound No. 605:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(NO2)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(NO2)-Trp-NH;
Compound No. 607:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me2)asym9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me2)asym-Trp-NH>
25  Compound No. 608:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me2)sym9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me2)sym-Trp-NH,
Compound No. 609:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Et)9, Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly—Leu—Arg(Et)—Trp-NHz
Compound No. 610:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Lys(Me2)9,Trpl0]MS10
30  Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Lys(Me2)-Trp-NH,
Compound No. 611:des(1)-Ac-[Tyr2,D-Pya(4)3,Thr5,AzaGly7,Arg(Me)9,Trpl0]MS10
Ac-Tyr-D-Pya(4)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 612:des(1)-For-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
For-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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i S R BT R RIS, 11, 51
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613: des
Pr opi on

614: desjtD-Nal( QDOF@D;%VT&-%JA%’GM& -AeaMey L Me) 9, Tr pl 0] M510

Am di no- D- Tyr -

Tf - Asn- Thr - Phe- Azad y- Leu- Ar

b Bt b AP MR A ST A L TR RN o

Tr p- NH2 Conpound No.

61515des‘€ovlpm§ﬂ[ﬁqfr620@e$(9k@4)[@ NﬁKB)2AEél@§/ Thﬁrtgiéa@)@ATg(M@Pm IMS10

Ac- Tyr

616: des‘? )%I ﬁgﬁ%@?@?ﬁfﬁﬁ’@z?‘? % "Cﬁ’ﬁ%)rﬂ/@ T Icglrmlvglfgd e

Ac- D- Al

617: des(| D-Leu2,D-T f

20

aoxapc'ﬁind M r&zTiaes(l?qum%s& D%Amma(ﬁw Ahég@\dgs vV ND
Thr5, Azad Ar g(NI\/E) 9, Tf | 0] V510
c- -Lys- -Trp-Asn-Thr-Phe-AzaGly- Leu-Argef\/I

Compound No. 622:des(1)-Ac-[D-Glu2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Glu-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 623:des(1)-Ac-[D-Tyr2,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10

. Ac-D-Tyr-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

25

30

Compound No. 624:des(1)-Ac-[D-Tyr2,Pya(4)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Pya(4)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 625:des(1)-Ac-[D-Tyr2,D-Ala3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Ala-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 626:des(1)-Ac-[D-Tyr2,D-Leu3,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-D-Leu-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

Compound No. 627:des(1)-Ac-[D-Tyr2,D-Phe3,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-D-Phe-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH>

Compound No. 628:des(1)-Ac-[D-Tyr2,D-Thr3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Thr-Asn-Thr;Phe-AzaGly—Leu—Arg(Me)-Trp-NHz .
Compound No. 629:des(1)-Ac-[D-Tyr2,D-Lys3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Lys-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
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Ac- D- TyColp SR 46 535 Rfes(? %c?ﬁ%b@%ﬁ%%?ﬂl 6 Ai\k%ﬁﬁ%%mﬁomsw

628: des(l)-Ac-[D-Tyr2, D , Thr 5, AzaQ'y7, Arg(Me) 9, T
Ac- D- Tyfc-D-Thir-DAEmp- Asn-ThhByatd nSrgGlyeleuahog(Me)-Tep-NHiH2 Conpound No.

629: desfl ) - Ac- Twr 2, D-Lys3, Thr 5 Azad y7, Arg(Me) 9, T f | 0] M510
Ac- D- TyéQ‘EPﬁIW[I%rﬁéﬁﬁ%@k‘é‘PiPé@éz’ﬁéu- A)r/g( Ma)g ( Tf )! NH2C0rrp]ound No.
630: destipB; 75, NMdPHe8, A2aGlyi3A kiR ) asdoyMsAv g( Me) 9, Tr pl 0] M510

Ac- D- Tyr-D-d u- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No. 63
1: des (| A TypDm2Am-Thy ¥ Mebhs- Anasdy-Aea@gMar-§rvis, Tr pl 0] M510

652: decroReRi g7 e AR R Bl STl SO R Aty GRRRRIG Rty s 0
Ac- D- TyAc-D-TypDABIp- Abti-The PhoAd B YaGIS L E Y-8 td®)e) TIrp-N¥Hy 2 Conpound No.
633: des(l)-Ac-[ D Tyr2 5D Trp3, Thr5, Lys6, Azad y7, Arg( Me) 9, Tr pl 0] M510
Ac- D- TyFompaynd Me f38iles(l)-AcAD & 2. De - Ar g(Me) - Tr p- NH 2
Pya(4)3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9, Trp1 0]MS10
20  Ac-D-Tyr-D-Pya(4)-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 639:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Lys9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Lys-Trp-NH;
Compound No. 641:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Ala8,Arg(Me)9, Trp1 0]MS10
Ac-D;Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Ala-Arg(Me)—Trp-NHz
25  Compound No. 642:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Val8,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Val-Arg(Me)-Trp-NH;
Compound No. 643:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Phe8,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Phe-Arg(Me)-Trp-NH,
Compound No. 644:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Ser8,Arg(Me)9,Trp10]MS10
30  Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Ser-Arg(Me)-Trp-NH;
Compound No. 645:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Har9, Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Har-Trp-NH;
Compound No. 646:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Har(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Har(Me)-Trp-NH,
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Conmpound No.

634: des(l)-Ac-[D-Tyr2, D Trp3, Thr5, A u6, Azad y7, Arg(Me) 9, Tr pl 0] M510

Ac- D- Tyr -Wwoth1o/0468%6 Thr - G u- Azad y- Leu- Arg(Me) - Tr p- NH 2 @onpezuogioNo19
635: des(l)-Ac-[D-Tyr2, D Trp3 5Thr5, (4)6, Azad y7, Arg( M) 9, Trpl 0] M510
Ac- D- Tyompaund-Ne 64T isles(b)-Ac4lD- hﬁ@%&é—sﬁ Gt zarily 7. R MO Fsp LTYING.

636: des 2. Drr VeRh ,Arg(Me)9, T f | Q MS10
Ac- DTy‘é -4 rPH\g%]éz%g’é)l ﬁ%@&eﬁﬁg? 2 Tf - NH2 Conpound No.
637: desComhpdigdNd. B84 GR 1DITy#2 ﬁﬂrﬁaspnﬁs A&helyﬂxzﬂfg(wé)%mﬂwsm” f 10]Ms10
Ac-D Tyr-D-Tf -Asn-Thr-Phe 4F Azad y- Leu- Ar'grp -T f -NH2 Conpound No.

638: des@lnyﬂb’-rthTWnﬂﬁv Gtmlsum:ré(MF); y7,Arg(Me) 9, T f |0] M510

307 des PTEAES P RSl i %ﬁﬁ%ﬁ%@&ﬁ%@mw}?@%% T

- Asn- ThAe-Bh ﬁﬁ)j{TllpeAsﬂ_TBr-Fhé AZBER -Carpeg(Me
cdes(l)-Ac-[D-Tyr2, D-T f 3, Thr5 AzaGUh?‘11F a8 Arg(l\/b)9 !I\/Blo

Ac- D- Tyompaund e S5@HP- ﬁﬁé%@ﬂg D-Tap3, [y Are(WeD. 7&%

ne- i T AR RO A THt phe Rty AEEL g%%? HoANaIE) 9T 1 101 1e10

i i St oo ey oL

6441 s‘%‘?‘g )TA)ST Pﬁr&?y QQ“AW%&(Q %&%ek?f&( Wgﬁg T f |0] M510

b5 s b NS Hebcr ?@1@9@-@%2 &Tlagmﬁ%@lag@fh fAﬂgSpI OIS % (-D-T f

645: des(l)-Ac-[D-Tyr2 5 f 3, Thrs,’Az
‘As“‘TWGIP"{@‘TA‘ZMYP'B@U*WWMaﬁ%ﬂewﬂg@dﬂdrmd\mwe des(l) Ac-[D-Tyr2,D-T

o BRI a3 T PAF s T A O D sl e A Oy A TrmlOIMS 14,

SD- Tr p3aAgnty Jbtw@mmm&?lﬂdatmgggmﬂsmmr D-Tf
- Asp- Thr - Phe- Az Leu- Ar Dﬂé' ound
648:5] A Yompeupdri¥o. 65%des(1 Th\scs[, w@N-ATPE, @(WM@YDMMB)@MMM,&IOD Tf

éﬁgnAIh‘l[&%;%q?”%ﬁ fﬁ#ﬁ“géhf'h‘%‘?%a N?%gm %wf | 0] M10
Ac- G y-Conl; dSurB-NB f655ﬂ‘é§(ljil2\rc- yA;]aG y-Leu-Arg(Me)-T f -NH2 Conmpound No.
650: [D-Tyr DTyr2, DT f 3, Thr aGIy?A Me)9, T f | 0] M510
p3,NMeAsn4, Thr5,AzaGly7, Arg(Me)9 Trpl0]M s%
Ac-D-Tyr-D-Trp-NMeAsn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
20  Compound No. 656:des(1)-Ac-[D-Tyr2,D-Trp3,NMeSer5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-NMeSer-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 657:des(1)-Ac-[D-Tyr2,Pro3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Pro-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 658:des(1)-Ac-[D-Tyr2,D-Pya(2)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
25  Ac-D-Tyr-D-Pya(2)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 659:des(1)-Ac-[D-Tyr2,D-Trp3,allo-Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-allo-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 660:des(1)-Ac-[D-Tyr2,D-Pya(3)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Pya(3)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
30 Compound No. 661:des(1)-Ac-[D-Tyr2,D-Pro3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Pro-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 662:des(1)-Ac-[D-Tyr2,Tic3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Tic-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 663:des(1)-Ac-[D-Trp2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trpl O]MS 10

68



D-Tyr-D-Tyr-D-T f -Asn-Thr-Phe-Aza@ y-Leu-Arg(Me)-T f -NH2 Conpound No. 651
AC-[D-Tyrl ,D-Tyr2,D-T f 3, Thr5, Aza@y7, Arg(Me)9, T f | 0] M510

Ac- D Tyr \Do'ﬁyrwd%ébﬁf - Asn- Thr - Phe- Azad y- Leu- Arg( Me) - T fcThetho@ompound No.
652:des D-Tyr2,D-T f 3, Thr5, Azad y7, Arg(Me)9, T f | 0] M510

pd u- D- mﬁém—Thmleﬁéza@b@w A&(l\h)ﬂ(mﬁ‘? i f -NH2 Conpound No.

PR %P Wb%ﬁ Ri-Asrid YR, SRR A ARSI A M0 o pound Mo
654: desAb)ryAcr,ﬂ; RsTyTh2.PRe 1A #Gly-Del o (Miap rg(l\/b)9 T f 10]MS10

Ac-D-Tyr-D-T f -Asn-D Thr-Phe- Azad y- Leu- - - NH2 Conpound No.
AR AR P MU et 3 el eteric A L) RO\ I e A

A Ty Al Me)-T f -NH2 Co d No.
656 ool MBBN#@?%@?;LM@@%%% A AT v

Ac- D-Ty@ox@pd'mded\Sﬁﬁﬁ‘dNE( ﬂ,&xa(ﬂy@,%()l\»{ d9fTrpNRISIONMPound No.
657: des pé ﬁ;zbgﬁgQQS Azad y Ar IVE)9 T f 10] M510

Ac-D- T -NH2 Conpound No.
658: de ¥
- DT§¢$@%¢% R A, Jzﬁ-@éaﬁx g%%%?wﬁ TN o,
659: desiéxandyl-DIFrpyAsh- DulPHe-AzﬁlyeLeﬁhAfg(ma»Grleﬁr g(Me)9, T f |0]MS10
DT f Azad Arg(Me)-T f -NH2 Co d No.
GGOL%des ?f}lps&eid[h& ﬁ;?%ei@ﬁ}gi%%e aafhéaﬁ*@)r rA?é(lv?a)g Tf 10] V10
Ac- D- TYTrpB TRYQAIAGAT Kb Ve B R Yo Leu- Arg(Me) - T f - NH2 Conpound No. 661
cdes(I) - IRC [DTyr2 DX Pro3, Thr5, AzaG y7, Arg(Me) 9, T f |1 O M510

Ac- D- TyEydboliexenckerbomiyle DPfrp- AsnaThryPhee A zaGy¢ el Afg(Me)llsp-NEbnpound  No.

222[3%‘(? %’P ﬂéﬁ?@%ﬁ*@ ThrS’IA@ ; Ar%@@%ﬂ%&?%%ﬁﬂﬁmo 663

des(| Age@(%ygb@.g%}g I
10AC(D)BI'?%O%} T?@A%#Dfl'ﬁl?%é%gaely Leu- Arg( Me) - Tr p- NH 2 Corrpound No.

664k 5des((3<l>r)1p¢mld[N1§/ 167 0:Hes (3 2By ydingnropineylo[DFr pl 0] MS10
665, tel PR KRR e TG Vo) o Tl oy et
D- Tr p- AsRyrifihe10p: laﬁMpl@#r"Hﬁlgléﬁ\&Az% =INd-Ar H»p.
666: des I-2) Ac-[ D-Trp3, Thr5, Azad Me) 9, Tr
ompound No. 671:des(1-2)-Adipoyl- [DyTrp3 'ﬂn'S AzaGlyJJArg(Me)9 Trp10]MS10
Adipoyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
20 Compound No. 672:des(1)-Ac-[D-Tyr2, NMeTrp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-NMeTrp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 674:des(1-2)-6-Aminocaproyl-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
6-Amindcaproyl-D-Trp-Asn—Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NHz
Compound No. 675:[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
25  Tyr-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 676:Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-Tyr-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 677:Ac-des(1)-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Nva8,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Nva-Arg(Me)-Trp-NH,
30 Compound No. 678:Ac-des(1)-[D-Tyr2,D-Trp3,Thr5 ,AzaGly7,Ile8,Arg(Me)9,Trp10]MS 10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly;Ile-Arg(Me)-Trp—NHz
Compound No. 679:des(1-2)-Amidino-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Amidino- D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 680:des(1-2)-Glycoloyl-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
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Ac- D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2 Conpound No. 667: des(|

-2) - Hexanoyl -[D-Trp3 , Thr5, Azad y7, Arg(Me)9, Trp 10] M5 10 Hexanoyl -D-T f

- Asn- Thr -WWoeozag- Leu- Ar g( Me) - Trp- NH 2 Conpound No.  PCT/JP2009/071919

668: des(| - 2) - Cycl ohexanecar bonyl - [ DTrp3, Thr5, Azad y7, Arg(Me)9, Trpl Q Ms510
Cycl oheikbiselost-BohmprAm-ThipPhgs AzaGly-Irve Are ME)yITp-&NHAr g( Me) - Tr p- NH 2 Conpound

No. 669,d | - 2)- Trn3, 5o A7 3l Y-S AL A KO

Benzoyl @ﬁlﬁéu&dﬁ%ﬁ E fd%%(l% %%cgﬂﬂ%i‘-@f e %%?%ﬁ?@%ﬁ&%%&%% 510

670: desGlycaloyBDPyyr-DiTipXapT 1 BHe= ARGIPI .culAigMAZ- TR -WHA g(Me) 9, T f | O MS10
3-Pyridinepropionyl - D Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) -T f -NH2 Conpound
No. ~ 67 1ComBaL 9. 632 dse) F ACEIDFTr2a) e s Theoadrafily AU MATE(Mo)S, TFRI0DRE40

672 dest PP R PR A TRER AN Ao Bet o 7 76 Wbt
Ac- D- TyCompeund No. &85 :dEk(1)-Blod DAT aCl )-Pye(d) AT I\RYaGly T, Ariie 3V daind No.

674: des(|-2)-6-Am nocaproyl -[D-T f 3, Thr5, Aza@y7, Arg(Me)9, T f | J M510 '
! A oAtk By DO AR A RRe- ARSI p ROV 1 f SN2 Compound No.

675: [ D ) I Tf
 rons Tr ool N, o HEMALAE. Yl SO datad DE MBI RIS T 1
3, Thr 5, Ac-BETyZDAF{Gly) SerPhe- ARV @uAkrgMe)- Deph)iElLD- T f

- Asn- Thr.- Phe- Azad y- Leu- T f .- No

o7 20 Grmpoirats 5 st F AR B oD el e NGRHY APHE RS SFOPMBH vs10
Ac- D- TVK oy 1) Thlpbﬁ‘e_ s - - IMENH f -NH2 Co d No.

578: Ac}/)é‘(:ajsﬁ(?: -][)Dﬁ?gl?ézﬂ,jDT f %@%@A@%ﬁ% I eg, Ar g( Me) 9, rTrp?uPO] V510

Ac- D- Ty€ompdurid Na\689Ths( Pihe-[Rr 832y {Tirp3, Bhrf AMedG1Y 7 Arg (W) O T Tl O SHO .

o Tt - AV B S b s AR AR TR nd no. . 680: des(|
- 2) - G ycohpyhmd M. B9 :dBs Tﬁlﬁér[ﬁzﬁﬁwiﬁf3,mﬁfﬂ?’)‘ﬁ't\ijéﬁza_lt_}lg,%gle 9,Trp10]MS10

10d ycol oyl - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Ar g( - npound No. 681
- ddS(| )Aaﬁr@m-aylpmf@nﬂ]hlzﬁmrzwlx;w& yr-Nelg (Me) 9, Trpl O MB10

ot aepr PP PR AT PP R YniscH R SR Nea M Siiere "
Ac- D TyAcD-TyPDABp- A$H-THErpA& 24851y =[CunA A eV Tp-NHy: NH 2
Compound No. 693:des(1)-Ac-[D-Tyr2,D-
Trp3,ThrS, Tyr(Me)6,AzaGly7,Arg(Me)9,Trp1 0]MS10
20  Ac-D-Tyr-D-Trp-Asn-Thr-Tyr(Me)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 694:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Nal(2)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Nal(2)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 695:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Thi6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Thi-AzaGly-Leu-Arg(Me)-Trp-NH; ’
25  Compound No. 696:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Cha6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Cha-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 698:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Abu8,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Abu-Arg(Me)-Trp-NH;
Compound No. 699:des(1)-Ac-[D-Tyr2,D-
30  Trp3,Thr5,AzaGly7,yMeLeu8,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-yMeLeu-Arg(Me)-Trp-NH;
Compound No. 700:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5 ,Ajb8,Arg(Me)9,Trp 10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-Gly-Aib-Arg(Me)-Trp-NH;
Compound Nb. 701:des(1)-Ac-[D-Tyr2,D-Trp3,Dap4,AzaGly7,Arg(Me)9,Trp10]MS10
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Compound No. 685:des(l)-Ac-[D Tyr2, D-Pya(4)3, Thr5, Aza@ y7, Arg( Me) 9] M510
Ac-D- Tyr-D-Pya(4) - Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2 Conpound No.
686: des( IwoAotrgdesbgr 2, D- Trp3, A y4, Azad y7, Arg(Me) 9, T f IPOITNBI09ATIOD Fyr—D- T
f -A@y-Ser-Phe-Azad y-Leu-Arg(Me)-Trp-NH 2 Conpound No.
688: desftw-})-ﬁxn-PfIrp;Dap,-EﬁﬁPh&g,zaﬁ?n%'ieAzéxg(Mr)-m 20, T f 10] MS10 Ac-D-Tyr-D-T
f -Asn- - Yo k@Y~ f -NH2 Conpound No. .
689: desfg%PAE@aﬁ?%é"%ﬁAf [gj ﬁ?r2 JAzad y7, Arg(Me) 9, D-T f | 0] MS10
Ac- D- TyTrpRAEp(NHK&M, This; RpG192,Ach M) Trpy@MBD- D- T f - NH2 Conpound No. 691
cdes(l)-Ac-[D-Tyr2,D-T f 3, Thr5, Tyr6, Azad y7, Arg(Me)9, T f | 0] M510
Ac D TYACE- Ty DY Tagr AP ) Thesine el oo T Nk Conpound No.
692:de - A [ T Al By, L, Tf 6, Azad y7, Arg(Me)9, Tf 10] MS 10
Ac- Ig T)S/(gér%f#&fi I\%A?ﬁgﬁﬁgl)rch[%zggzgp Leu-Arg(Me)-T f -NH2 Conpound No. 693
:A des[,}( |T )Trﬁ&,Asb%NMyZ)ZQZI?IES,MGEWY,EIggeQMI)IﬂQ}Miﬂ)y?, Arg( Me) Rﬁg fCO 10] I\/Bdlgb
C- yI - -Asn- Thr - - Azady- leu- Ar - - mpoun :
694: de ‘f'B—'i&‘-“?ff%ﬁ?w'%‘i’h?éz%ﬁé%%@%%hg{ Me)9, T f | 0] MBLO
Ac- D- Tyr - D- Ty {5 rréfRPibld that ¥Rt bretashif %QiVat#v@szIfﬁ%WVeﬁtiJ‘m nOHRCIHOER ?Il‘i;}é eNo-
695: des(l)-Ac-[D-Tyr2,D-T t 3, Thr5, Thi 6, Azad y7, Arg(Me)9, Tt 10 10
Ac- D- Ty(natial himar\gretabtin off hartiakzpe@tive theveof) epmised of anyNHzhe tollowdimglarimo acid

696 d | ) - Ac-[[D-Ty. . Thr, Ch Al 9,Tf 10 1
Ao Tseasnsts ShRup i SECHIANG dcripna it SRS tormbolBNesysining R 2 to 34
698 desiokiho Asiak DI 74 Bnd atid34 055, oAaAChotds ARyt ArahRYS: 1 54, ALY eids 7

Ac-D-Tyr-D-T f -Asn-Thr-Phe-Azad y-Abu-Arg(Me)-T f -NH2 Compound No.
699: ded ¥, axinp peifly 820 B, gmiBo Rhids 940 44 aptino giids &0 & M.quing acigs 11 fo §,M510

Ac-D Tyr-.D-T .f, s.Asnhz.Thr-Phe- - gMelLeu- Ar -Tf - nd. No.
0 e duito feits 10)54) dihd Seid¥ Rforsa, ANEIAHAS BARU dntngrabld 4 SRBR REAOD 1
- Asn- Thicid3h@-t635% - dhio Acidg (| g 54 famibbidci@® 1P sl alldno ddids 1TRT4, imfito 4diasr 2

5D-Tf 3, Dap4, AzaQ y7, Al g Me)9, T f |0 l\/BlOA(;-DT%ﬁrjz-DT foo
- Ddp- Sdp Sihaming acidy 2|l éQ Shragging peigts 32 f-ph aminpetidt2 NG, 54, amino acids 24 to 54,

107t kB AR g oA o A, WPl 10

acids 29 to 54, amino acids 30 to 54, amino acids 31 to 54, amino acids 32 to 54, amino acids 33
to 54, amino acids 34 to 54, amino acids 35 to 54, amino acids 36 to 54, amino acids 37 to 54,
amino acids 38 to 54, amino acids 39 to 54, amino acids 40 to 54 (Compound No. 2), amino

20  acids 41 to 54, amino acids 42 to 54 (Compound No. 32), amino acids 43 to 54, amino acids 44
to 54, amino acids 45 to 54 (Compound 3), amino acids 46 to 54 (Compound No. 4), amino acids
47 to 54, amino acids 48 to 54 or amino acids 49 to 54.

All compounds in which any of the groups of the various symbols mentioned above have

been combined may be advantageously used as the metastin derivative (II), although the use of

25  compounds indicated by the following compound numbers is especially preferred.
Compound No. 332:des(1-5)-GuAmb-[AzaGly7,Arg(Me)9]MS10
GuAmb-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 333:des(1-5)-GuAmb-[Arg(Me)9]MS10
GuAmb-Phe-Gly-Leu-Arg(Me)-Phe-NH, _

30 Compound No. 334:des(1-5)-GuAmb-[AzaGly7,Arg(Me)9,Trp10]MS10
GuAmb-Phe-AzaGly-Leu-Arg(Me)-Trp-NH, |
Compound No. 339:des(1-5)-3-(3-Indolyl)propionyl-[AzaGly7,Arg(Me)9]MS10
3-(3-Indolyl)propionyl-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 340:des(1-5)-3-(3-Pyridyl)propionyl-[AzaGly7,Arg(Me)9]MS10
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Conmpound No. 703 :des(l)-Ac-[D Tyr2, DTrp3,
Asp(NWMe2) 4, Thr5, Azad y7, Arg(Me) 9, Trpl g M 10

Ac- D- Tyr -Wo bofiroAsdds NVe2) - Thr - Phe- Azad y- Leu- Arg(Me) - T f pciigBadobotiSio ~ - - - -
preferable that the netastin derivative (I1) of the invention not include a

p](capt Lde3-(3l*rﬁ'ynd)d)prhpmmyi -Riet AzGlp-1eu- pop(MexPhedNH) de }Be{\lgof) conposed OI:I agy
of the fo e 1. am no acids
to 54 ( 9 ‘Nng S(?agr}id@ﬁ?zgge@sz @ﬁ&l\'{m Oacids 3 to 54, amino

aci ds 4B@&O§14ph@ﬂk£@lngéud§rg§1\,f -PRd.-N no acids 6 to 54, amno acids 7 to
54, am no acids to"54, am no acids to 54, amno acids 10 to 54, am no

aci ds 1@ompowsni N<arii4|4t§168(d:fﬁéndﬁe{hﬁwnywhémg(l\d@%l‘ds501, am no acids 14

0 , i am no i to 54, amno acids 17 to 54,
'rs?f)l a@%@% %nyé’}ie § &8\*&?‘%@%{%&5 2ami no acids 20 to 54, anino
aCl ds 2C3mp&urNo. @%Q@s@@%ﬂﬁd@&ﬁ&e@l [AQ&GIgOt&ggMQ)ﬁﬁS‘lO 54, amno acids 24
0

to 54, am no acids ani no aci ds an no acids 27 to 54,

ani no aadels-pacetyd-Bhe-Azekilyrd encAgéMebPheoNE:  ani no acids 30 to 54, anino
id i aci ds 33 to 54, i ids 34
P 4, GmbSuiiivo SRS R Py PA@RLIMGBRL (S 35 [0 D4 am o aeLgs

am no agcmea&a(}qay Eéu-Aag@ng I&(H-NH239 to 54, am no aci ds 40 to 54 (Conpound
am no acid to am no acids 42 to {Corrpound No. 32),

amlr% a@?’&ﬁo‘H@N% 351 de%(ﬂnﬁ)ﬂl H€¥%’§YhWQSHBEAT&(M®8]M§ Qs 45 to 54 (Conpound
4 ds 47 to 54,

aC| ds ﬁeﬁ&@g’?gﬁgﬁgﬁ@ %%gﬁéﬂggﬂﬁAch?pgﬁng? |$1 whi cﬁ any g][n ?ge
gr oups @cbmpdslmd\m i3d8sles(}+M)A-fA7aG1Y 7 dng@egpMB1have been combined may be
advant |y et n derivative (1] al t hough t he e of
co\r/rpouﬁg'g) e a@ﬁﬁ&“‘&fgé\ﬂé -Fhy- ﬁglw: ng colrr;ouln\é m(mb)ers is eggeci al |l ;s

f 7, A Me) 9] M510
. e R o e e TR, SR,y 7 A oL E) )
333:5d e sTds-Bhe-SadGity-1) ot Xk RIePPHSNHGuUANMD- Phe- A y- Leu- Ar g( Me) - Phe- NH 2
Co No. : -5)a 7, A Me)9, T f | 0] V510
o PremRud N0 BRI QIO RIS Lompound No. | 339: des(l
5) - 3- (ﬁedz@?pPP{é B84 ARPHEABRC VT, A O(1V0) OV 10

3-(3-1ndol yI') propi‘ony Azad y- Leu- g( Me) - Phe- NH 2 Conpound No.
340: des@d)mp@)nd’:NQ 35®5des(dlyﬁ|))3p(3ob1doi‘/y9 prc[mmaGMSIOAr g( Me) 9] M5

%gj ((jgsﬂg h{%%/ %ﬁl oq;ﬂ'&flzgyy%eﬁg%csl t‘%ﬁ;} Nér %(()I\/E) Phe-NH 2 Conpound No.
Bermmoy | € fiapovidar®@. 358 eids(Ar D (BéakoyiecAB1yY, Arg(Me)9, Trp1 0]MS10
Benzoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 354:des(1-5)-3-(3-Indolyl)propionyl-[ AzaGly7,Arg(Me)9,Trp1 0]MS10
3-(3-Indolyl)propionyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 358:des(1-5)-Ac-[AzaGly7,Arg(Me)9,Trp10]MS10
25  Ac-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 362:des(1-6)-3-Phenylpropionyl-[ AzaGly7,Arg(Me)9]MS10
3-Phenylpropionyl-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 364:des(1-5)-2-(Indol-3-yl)ethylcarbamoyl-[ AzaGly7,Arg(Me)9]MS10
2-(Indol-3-yl)ethylcarbamoyl-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
30 Compound No. 366:des(1-5)-n-Hexanoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
n-Hexanoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 367:des(1-5)-Z-[AzaGly7,Arg(Me)9,Trp10]MS10
Z-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; .
Compound No. 368:des(1-5)-Tos-[AzaGly7,Arg(Me)9,Trp1 0]MS10
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Compound No. 344:des(!-5)-1ndol e-3-carbonyl -[ Azad y7, Arg( Me) 9] M510
| ndol e- 3- car bonyl - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2 Conpound No. 345 :des(|

- 5) - I ndolwo3oaaeksk- [ Azad y7, Arg(Me) 9] M5 10 PCT/JP2009/071919
| ndol e- 3-acetyl - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2 Conpound No.

346: desTés-Ble-AcaGlazlaet-prg(Mej{IvbNF:M510 Ac- Phe- Azad y- Leu- Arg(Me) - Phe-NH 2

e o ke e I GRS AN ot
s Ses B AR o o) P

Tos- PheCmBﬁlyl-Iﬂ@.LﬁﬁrC@@Nb@)-@S)ﬂNEBtQXXBéthw‘lgrdenyB-S1 des(I -5) - Benzoyl - M510
Ben I 2 Compound No.
52%3gswag'}yqsxfgkﬁ¢é%&§&%°§®% i onyl VB0 |

3550 des 1 By B o M?M)LS“'{"?“?@”‘%’ ound fo.

Benzoy| mnpom@d@;i?ﬂ@{mr@&fw WL Rre oD AmlHNNG, 354: des(|

- 5)-3-( ad y7, Arg(Me)9, T f | QM 10

3-(3-In ézyﬁ‘ﬁ) p| O%@YIQ)EX%DI&Z%G nyeu %g(?\/b) Tr p- NS]Z Conmpound No.

358: desCoémpg unﬁCNc{) M&Ge}t@r@tmfpﬂﬁiy@a&fy@[ﬁﬂﬁw MoNMBe, Apa@Msieu- Arg(Me) - T f

- NH2 Corrpound No. 362:; des(I|-6)-3-Phenyl propionyl -[ Aza@ y7, Arg( Me) 9] M510
3- PifenyPiphewilagsfyl A@i?dﬁlfuﬁbqg(Mﬂ)ﬂg“(mB Phe-NH 2 Conpound No. 364: des(|

-25% I ﬁd(() &g ﬂ%e}%féu)ﬁb %@ﬁ‘%ﬁ?gﬁ%é#&z‘%@p XO@I%%{?}V\@%WQ%%YJ Conmpound No.
366: des[@zaGly?hAfﬁMSﬂpl[O}MS@y? Ar g( I\/E) 9, Tr pl 0] M510
26$e )o(lgg(( l) é?f'i%n?é?g@?ly%ﬁ%x%aﬁ%y#émﬁ@sw%ﬁ ﬁ”&g&@ey TR Har g(Me) - T
Y RN NS0 00 RS B
369 5des[AzaG)y72A(d(NE9P, T&aly)l]M«Sﬂﬂyl car banoyl -[ Azad y7, Arg( Me) 9, Tr pl 0] M510
(25)-2-Benzoyloxy-3-phenylpropionyl-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 392:des(1-5)-Benzoyl-[Ala6,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Ala-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 393:des(1-6)-Dibenzylcarbamoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
20  Dibenzylcarbamoyl-AzaGly-Leu-Arg(Me)-Trp-NHa
Compound No. 408:des(1-6)-1-Oxo-isochroman-3-carbonyl-[AzaGly7,Arg(Me)9,Trp10]MS10
1-Oxo-isochroman-3-carbonyl-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 412:des(1-6)-(2R)-2-Benzoyloxy-3-phenylpropionyl-
[AzaGly7,Arg(Me)9,Trp10]MS10

25  (2R)-2-Benzoyloxy-3-phenylpropionyl-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 417:des(1-6)-Benzylphenethylcarbamoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
Benzylphenethylcarbamoyl-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 421:des(1-5)-Benzoyl-[6¥7,CH20,Arg(Me)9,Trp10]MS10
Benzoyl-PheW(CH20)Gly-Leu-Arg(Me)-Trp-NH;

30 Compound No. 423:des(1-5)-Benzoyl-[6¥7,NHCO,Arg(Me)9,Trp10]MS10
Benzoyl-Phe ¥ (NHCO)Gly-Leu-Arg(Me)-Trp-NH;
Compound No. 428:des(1-6)-Dibenzylaminocarbamoyl-[AzaGly7,Arg(Me)9, Trp10]MS10
Dibenzylaminocarbamoyl-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 431:des(1-5)-Benzoyl-[AzaPhe6,AzaGly7,Arg(Me)9,Trp1 0JMS10
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2- (I'ndol - 3-yl ) et hyl car banoyl - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.
373:des(1-6)-(2S)-2-acetoxy- 3-phenyl propi onyl - [ Azad y7, Arg(Me) 9, Tr pl 0] M510
(2S) - 2- acwoEEW/BePheny| propi onyI AzaG y-Leu- A tg( M) - Tr pciidro@orpound No.
374: des(l -6)-Z- LAzaGI 7 (M) 9, Trpl O M510 Z- Azad y-Leu-Arg(Me)-Trp-NH 2
COrrpourﬁbnmylm iysyu- g@éwyT@cTéHyl [Azad y7, Arg(Me)9, T f 10] Ms 10

DB 8 A SR

[ Azad )BzPﬁicﬁﬁéVEﬁb%nﬁL]ﬂlelﬁsz@yl&u-Arg(Me -Trp-NH;

(2S)-2-(3-1ndol I on on 3- phenyl pr opi onyl Leu- Arl&gNE) Trp-NH 2
Corrpou mlapunééé eaf@(ws( @nzzﬁis@m;hw agetwh%gg(lﬁéb%l“mim

(2s 2)% éizg oxy-@aﬂLg%FE}?%ﬁ}‘bn (MR TN e u- Ar g( Me) - Trp- NH 2 Conpound

No. 39Z:cdﬁ;§duhd No: Behdeayl rSD-m%d&Z@beﬁylﬁ[AQ(aWA@(Mebm MIOIMS10
Benzoyl - Al a- Azad y- Leu- Ar ;‘I{ -NH2 ound .
393: de PyrlingsarhenykPhes %%ﬁld QWN%(M rlA Me) 9, Tr r1 0] MS10

TR £
Tofhs %&M@ﬁé@%&&%é—%— OB b RN Eﬁﬁﬁ@f NS i 2
Corrpouqq%g\ﬂgn 1@&7@@& ieu%gﬁﬁ@%f%ﬂ?ﬁet hyl car banmoyl - [ AzaG@ y7, Arg(Me) 9, Tr pl
O Ms 10 Benzyl phenet hyl car banoy a@y-Leu-Arg(Me)-Trp-NH2 Conpound No.
421: des((dmﬁ)unBéhz 438: d¢sﬁl -W oA (6], Arg(Mels], Mp10]M8 HX oy | - Phe

Y(CH20. G4 nd No. 423:des(l-5)-Benzoyl-[6

v7, O g‘% @%&f@ Y(NHCO) G y- Leu- Ar g( Me) - Tr p- NH 2
Rk (NHCO) G y- g(Me) - Trp

COWPOU'EBn’ﬂQ)und No 439:des(1-5)- Cyclohexaneca.rbonyl [AzaGly7, Al\%gMe)9 ,Irpl0IMS10

428: des( | -'6) - Di benzyl am nocar banoyl - [ Aza y7 Arg( 9, T 0] V510

Di Bénz y&lﬂhﬁmcthﬁmﬂdPhAz@@(%IYﬂ@u-Amg@WWbﬂ"rpFNﬂz NH2 Conpound No. 431: des(
L9 e AT RO BB e B T s

Phenylacetyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 441:des(1-5)-Benzoyl-[Pya(2)6,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Pya(2)-AzaGly-Leu-Arg(Me)-Trp-NH;

20  Compound No. 442:des(1-5)-Benzoyl-[Pya(4)6,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Pya(4)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 443:des(1-5)-2-Methylnicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
2-Methylnicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 444:des(1-5)-5-Methylnicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10

25  5-Methylnicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 445:des(1-5)-6-Methylnicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
6-Methylnicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 446:des(1-5)-Pyrazinecarbonyl-[AzaGly7,Arg(Me)9,Trp10]MS10
Pyrazinecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

30 Compound No. 447:des(1-5)-Cyclopropanecarbonyl-[AzaGly7,Arg(Me)9,Trp10]MS10
Cyclopropanecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 448:des(1-5)-Trifluoroacetyl-[AzaGly7,Arg(Me)9,Trp10]MS10
Trifluoroacetyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 449:des(1-5)-Benzoyl-[Cha6,AzaGly7,Arg(Me)9,Trp1 0]MS10
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Conpound No. 432:des(l -5)-3-Pyridinecarbonyl-[Azad y7, Arg(Me)9, Trp 10] M5
3- Pyri di necar bonyl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2 Conpound No.

434: des(lw@)roididresysy| ani nocar banoyl acetyl - [ Arg( Me) 9, Tr pleCitNB3009/071919

Di benzyl am nocar barmill acetyl-Leu-Arg(Me)-Trp-NH 2 Conpound No:

435: desRenmyl- Ohmyvrdinbearnsdf)-T y7, Arg(Me) 9, Tr pl 0] NBéONo e
AR T e e S L i S el

4- Pyr i dieieghPhenyhGRhEeAAa&iIVe) Tap-NHg( Me) - Tr p- NH2 Conpound No. 437: des(|
-5) - Propi onyl -[ Aza@ y7, Ar g(
Pr opi onyPmpprndedd) desll- %r qimromcmy&[%&;ﬁaaﬁw Arg(Me)9,Trp10]MS10

f‘i’ﬁg‘dfi%i%ﬁéé%?%%% L

439I dﬁs(lbmﬁburﬂ%mbmma(eefe)r(ﬁoﬁyltydid;%aﬁnﬁh p NﬁﬁBZT cg | 0] wglgb 5

210: dodr %? YA OISt 7 A o(Ve) 0. T 7 1o Mo

w0 ey LRy 2??%%5*0? f{?‘ PoRG Lt GAPRINGTE.

Be nzoyl C@;ng@&)é—bﬁa@ﬁeb(é ;15)%4?( ﬂy%yyfﬁobutymHZAmﬁlpamg(lNé?)f/gfg 10]MS10
oylég)'a%%?"e E\ }J% YVE %ZMA)\I%%WM No. 443 :des(l

- 5) 2- NesAps I8 'msdes([lész)aﬁwréncaﬁs Wa(ﬁyﬁ &%W@9%10]M310

2- Met hyl ni coti noyl - Azad y- Leu- Ar Conpound No. 444: des(|
-5) - 5- nkfhgahmrbmylfﬂiwm{a&da@eyAreﬂ‘éé)vEmNHzf | O] V510

e SRS B AR R b A N RN 440
6- Met hypydleDidaeddnyPPRe-AzaGlyWE &£ Mr Mk( Msp-NHf - NH2 Cormound No.
446: des(| -5) - Pyrazi necar bon I-[Aza Ar?(l\/e 9, T f LNBlO

Pyrlazi rleemp o.420-das(d 63)yt-Irpigazd Aap MM A7: des(|
o A AT Gheo
448: desCodmpountirNé.| 460rdeades)yd- P{media@awon&r-g@a)lw T/ats ABMINTrp10]MS10
Trifluoroacetyl - Phe- Aza@ y-Leu- Arg(Me)-T f - NH2
4-Pyridinecarbonyl- Phe AzaGly-Val -Arg(Me)-Trp-NH,
Compound No. 461:des(1-5)-4-Pyridinecarbonyl-[AzaGly7,Arg(Me)9,Nal(2)10]MS10
20  4-Pyridinecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Nal(2)-NH; '
Compound No. 462:des(1-5)-6-Hydroxynicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
6-Hydroxynicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 463:des(1-5)-6-Chloronicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
6-Chloronicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
25  Compound No. 464:des(1-5)-6-(Trifluoromethyl)nicotinoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
6-(Trifluoromethyl)nicotinoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 466:des(1-5)-2-Azetidinecarbonyl-[AzaGly7,Arg(Me)9,Trp10]MS10
2-Azetidinecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 467:des(1-5)-Dimethylcarbamoyl-[AzaGly7,Arg(Me)9,Trpl O]MS 10
30 Dimethylcarbamoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 468:des(1-5)-1-Azetidinecarbonyl-[AzaGly7,Arg(Me)9,Trp10]MS10
1-Azetidinecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 471:des(1-5)-4-Pyridinecarbonyl-[ AzaGly7,Arg(Me)9]MS10
4-Pyridinecarbonyl-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
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Compound No. 449:des(!-5)-Benzoyl -[ Cha6, Azad y7, Arg(Me)9, T f
| 0] M510Benzoyl - Cha- Azad y- Leu-Arg(Me)-Trp-NH 2 Conpound No.

450: des( |lwb)ofangsk- [ Azad y7, Arg(Me) 9, Tr pl 0] M510 PCT/JP2009/071919
Benzyl - Phe- Azad y- Leu- Arg(Me)-T f -NH2 Conmpound No. 451: des(|

-QE/S) I Q/chppmpElri‘é@b T3aley(l- Q)G?Aﬁllﬁﬁbﬂﬁlwﬂ [?E&N?_ngp)zﬂggmll\mgo o

Cl opr ancaro a- -1rp- oun .

452: dgs%%“@j‘ WM%M%%& I - FAzaG y7, rrRrg(l\/E)Q,Trp 10] M8
10 (R Lo Conpound
No. (4%3@"‘?‘3%‘2"5“ o QRN LR R 3 k7 AL GBI T IQRIND CoroL
2- Hydr mgbmt@lb’ nﬂYéPAzmaﬁll-éﬁuMQ(N@)T@HﬁHNH 2 Conpound No.

454 desthnlaintarancarhonu -t Azadlr RS, TR RS ovis1o

455 deswno'ié 3%&3&&@& AZhOBNY Eu- Ay Me) 9, Tr pl 0] lVBlO
Pyrrol e- 2- car bonyl - Phe- Azad y- Leu- Me)-T t -NH2 npound

459: desq:qamgqmwcpnﬁéid@s@csarPommeﬁeza@wlAqu%ymeMpmmm Msm

T S RIS Al Y Corpoun o, doo:des(

4-Pyri dmﬁ arriaanyml?m@sma ?yl‘{dihca%ﬂga(nlyﬁ JAZaGly 7,00, Cp1ppusdo No. 461
des(l -4- Pyridi necar bon LAzaG Ar (I\/E)9 Nal (2) 10] M510
%@wm nYIaﬁbeAzza Y@w&%— Nal (2)-NH 2 Conpound No.

R AT LA PRl
463: des4- Pyﬁdméeﬂsdnyl-@he-@daGﬂp}Lbu—[[—I%zd@ NHzAr g(Me)9, T f |0] M510
464 desgImEg g o ATP Gl RO ECo N eraie P ERMBBABPONS 10 o] hs1o
N
2- Azet | dompaerddm 80 es(] A dGiridatine-4Acagiduy)-f AzaGly NAZg(Gbayp dup tDIMS 10
36&? ﬁyﬁg %Erlo %ﬁ: ﬁi\g éé%llivgﬁﬂgé‘%‘ﬁﬁ 1%111}%) 9N-II—-|2f Ci)r?{:)(l\)/ﬁ ﬁg No. 468 :des(|
DR cmu i S e
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu- Har Trp NHz
Compound No. 486:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,0rm9]MS10
20  D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Orn-Phe-NH,
Compound No. 487:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Lys9]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Lys-Phe-NH;
Compound No. 488:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Har9|MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Har-Phe-NH,
25  Compound No. 489:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Har(Me)9]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Har(Me)-Phe-NH,
Compound No. 490:des(1)-[D-Tyr2,Pya(4)3,AzaGly7,Arg(Me)9]MS10
D-Tyr-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH;
Compound No. 491:des(1)-[D-Tyr2,D-Pya(4)3,Trp5,AzaGly7,Arg(Me)9,Trp10]MS10
30  D-Tyr-D-Pya(4)-Asn-Trp-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 492:des(1)-[D-Tyr2,D-Pya(4)3,Ala4,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Ala-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 493:des(1)-[D-Tyr2,D-Pya(4)3,Thr4,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Thr-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
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Compound No. 471:des(!-5)-4-Pyridinecarbonyl-[Azad y7, Arg( M) 9] M510

4- Pyri di necar bonyl - Phe- Azad y- Leu- Ar g( M) - Phe- NH 2Conpound No.

472: des( lwbB)odyoAsson0benzoyl - [AzaG y7, Arg(Me) 9, Tr pl 0] MS1@CT/JP2009/071919

4- Am nobenzoyl - Phe- Azad y- Leu- Ar NH 2 Conpound No. 473
des( 1- Sypmaod N@r@ms@mf{aﬂyﬁﬁ)&@mm@mmmw T OIS0

4- A | L NH2 Co d No.
474mdggl§ef3%§ﬁ %3’?‘?‘31% rgﬂ %B@ﬁy‘ze %i%‘g&% ir\/g)g Tr pl gf lc\)/ggo

rr ol e€dmpaurdoNy.) 49BRR 6Ty CrFnog1do. 475 : des(|
I3)5/) rim gl ne- 4Ncar bo:ﬁ(ﬁm?ggngxg%)9 Trp Of flIn et o
Pyrim dDriBﬂiPY@éﬁ)thﬁy‘T&Z ELAuxaeMeETRNGMe ) - Tr p- NH2 Conpound No.

27 Z’ys(rj e?ilé!r)l%lg o nyl 9% ?((i ﬁ@%&,&ﬁ?@%ﬂ@&&%@ @d%ms }\% .

478: deSDLT)&)D-LPyEMDJ&nr&@«ﬂhbémlyLLe{uAAfg@/Le}mrb-ﬂ\H{zT f 10] M510
4- Pyri di_necar bonyl -

479: desErmpgurd No. 494 mé(lM@ﬁ%@?ye{(ﬁ%@g@Awwg@ﬂwﬁml GMsEDo
NH2 Co d No.
750! QoD B30 Nendeh S Az Nk LA AT P e P
Pérl ((:Ii'i)zC([mpdundaNZ dnmmtdei(hga{ma@ %B%4§r1$w%myv ArhiNEe)SAnplo]MS 180, 481
es I r
d?%%’ a@%%& Il%ﬁ@%% Lqusfirgaife ﬂlrp 2 Compound No.

ot i L B RATVAR

487: desi-IPher[yﬂpr’ﬁproﬁyBAEin(:ﬂB& Aza(ﬂyyﬂcd.&xngﬁ-ﬂb-p—NHz

Pat? e P Be s Sogles i SRR tarp o G i hhtly 7, ARG frp s 10

DT Co d No.
489y3e??§‘é‘f@?§‘?§ B s Ay e o "

und Mg rp0%estes (R)rbD AbvalaDy P yai ) it MGH%AW)%‘E@@W&%

E‘f%?eié 1%52 &Kgﬁ&éé%%)@f%@ﬁﬁAﬁmﬁ%H 2 Conpound No. 491

des( ) €bipduidNE> D-Tyr2PAd@s3 KTadlK Ar b AMBINIS10
DTE )DB Mf Asnda'%f er Gl%( &x& @(@627 %-(MI?IHZ Compound No.

492: desPt )er ﬁfk)rl’zlatSzePJ?ae MGAY &au Aza@ﬂgf)?Tmrlg )9, T f 10] MB10

Compound No. 503:des(1)-[D-Tyr2,D-Trp3,Ala4,AzaGly7,Arg(Me)9,Trp1 0]MS10

20  D-Tyr-D-Trp-Ala-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 504:[Acpl,D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9]MS10
Acp-D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe-NH,
Compound No. 505:des(1-3)-3-Phenylpropionyl-[Thr5,AzaGly7,Arg(Me)9,Trpl1 0]MS10
3-Phenylpropionyl-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

25  Compound No. 506:des(1-3)-3-Phenylpropionyl-[AzaGly7,Arg(Me)9,Trp1 0]MS10
3-Phenylpropionyl-Asn-Ile-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 507:des(1-3)-3-Phenylpropionyl-[ Trp6,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Ser-Trp-AzaGly-Leu-Arg(Me)-Trp-NHa,
Compound No. 508:des(1-3)-3-Phenylpropionyl-[Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10

30  3-Phenylpropionyl-Asn-Ser-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 509:des(1-3)-Benzoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 510:des(1-3)-Ac-[AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
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D Tyr-D- Pya(4)- Al a- Ser - Phe- Aza@ y-Leu-Arg(Me)-T f -NH2 Conpound No.
493: des(l)-[ D Tyr2, D-Pya(4) 3, Thr4, Azad y7, Arg(Me)9, T f | 0] M510
DTyr-DRye(zdjwoﬂss%Ser Phe- Azad y- Leu- Arg(Me) - T f NH2C<9manmd9/bn919

494: des( | DTzrz D- Pya( 4) 3, Azad (Me)9, Tf | O M 10
D-Tyr - ma@ Nor 1pmsmé@mmrm3g%1me)ms Ao b, KrgYerBPLAIMS10

o Tyr - AU aﬁa%mﬁ%&%ﬁi’“? N MBI rpound o.
496: deSCbﬂa M?rd'lNdS X1B-dRy@ C?] ﬁhaﬁr@gﬁ%}&a@ﬂ |gt/ﬁe;sﬁ'rrplo]Mmo

D Tyr-D Asn- Ser Le Ar Conpound No.
497: desl@ﬁ)yw%bﬁg-&sz-%r%(@%a mﬁm )Igtwgl)zg Tr pl O]rrp Mslio

1 rT%@éﬁig@dlﬁ%ﬁe‘{efﬁwﬁ’ﬁ&lw@g%&a&? Tpieofgrptibudfy 50 - desC

DTyr ® (H—)F-rMbuLSce -FhseA AGIET pulsagMey TENHTr p- NH 2 Conpound No.
499: des(Il -3)- Phenyl pr.opi.ony

5 Pheny ORI S8 ARy ThrB AT A @éewémoxrgm@?qmrpzowaund No.

500 Al Me)O, T VB10

3- Pheﬁ;s/ pr ogljo-Pﬁ?flah%\I@é#ger'%ﬁ@ éa%:ﬁ 5%)@?\{7&; ggI'r p) NHzrgom?]ound No. 501
des(|)Copdyniay Ryalc) HBVELBIREI T34 M GIT ALIME U1 0MS10

G SRS T G

D-T !,llze[y d )

503y5e?%; b [DTI?}? gﬁg&;&?) %21@ A Azagg’;%g‘()A Col n’gj‘gd,éﬁjfle%fmﬁé?g DN‘CI)'yr- DT f

A e A e

rcp. D B I GRS nﬂq@ 9@2@3 TRBIY R AN TRIOSI ro. 505

des(| 3. BherdnfRoginy PAORERB L ARCy LIRS, T | O MSL0
3- Phenyl pr%lg}?lgnﬁ Xs H%B he- Aza Leu Q\/I {]MQI -NH2 Conpound No.

50615des@ma?ur@—lﬁheﬂﬁlqﬁs(d@)&wyheqymet@yﬁ ba g ST L INESD

S0 dort PhSPhRbenb bRt SEr CREO 6 ‘%'g@%)gi-Wg(NE)QN'?Zf Corveio
3- Pheny@@m mrub -ASteS@r3) TPHeanIAZét% AR E(MR)9, T?szBZoConpound No.
508: des 3- Phenyl Eb$p| on [ Phe 4F)6 AzaGI y7,Arg(Me)9, T f 10] M5 10

3- Pheny: Ipm mw\sm@qr- -AppGlyAFgu-Ar(MIe)-IretNHy g(Me) - T f - NHR
Compound No. 521:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7]MS10

20. D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg-Phe-NH;
Compound No. 522:des(1-3)-Benzoyl-[Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 523:des(1-3)-Benzoyl-[Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp1 0]MS10
Benzoyl-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH,
25  Compound No. 524:des(1-3)-3-Phenylpropionyl-[Pro5,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 527:des(1)-[D-Tyr2,D-Pya(4)3,Hyp5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Hyp-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 528:des(1)-[D-Tyr2,D-Pya(4)3,Pro5,AzaGly7,Arg(Me)9,Trp1 0]MS10
30 D-Tyr-D-Pya(4)-Asn-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 529:des(1)-[D-Tyr2,D-Pya(4)3,Tle5,AzaGly7,Arg(Me)9,Trp1 0]MS 10
D-Tyr-D-Pya(4)-Asn-Tle-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 530:des(1)-[D-Tyr2,D-Pya(4)3,Phg5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Tyr-D-Pya(4)-Asn-Phg-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

78



Conpound No. 509: des(l-3)-Benzoyl -[ Aza@ y7, Arg(Me)9, T f | Q M510

Benzoyl - Asn- Ser - Phe- Azad y- Leu-Arg(Me)-T f -NH2 Conmpound No. 510: des(|

-3) - Ac- [ AxeQbyw/a7ésog(Me) 9, T f | O M5 10 Ac- Asn- Ser - Phe- Am@wzdoe/u'flAmg(NE)-T
f -NH2Conpound No. 5 11:des(l)-[D-Tyr2, D-Trp3, Al a4, Thr5 5AzaG y7, Arg(Me)9, T
[ | O] VRIS NS sl heopsonsonsa i (B3 Ameiimpsetve SHmI B RUNG No.

D Tyr o B APl e RS Sk ONE) et o ound o,
513: dei(drﬂpduadm 83dds(f 3&3%&ylﬁi@ﬂ)ryﬂn[&€(@\5§maj&p%@k@@p Topmror f

- Abu- Ser - Phe- AzaGIy Leu-Arg(Me)-T f -NH2 CORPoun . 514: des I) [D-Tyr?2
D Phe3 ST beay HEGRPmp- ASrgh A bPHe-AZRG BB ATEME) Trp-NES

T ey SR BRI v SR st e
g}lg ae&ﬁmAcki\bﬁyﬁ?n‘B%&;ﬁ?a%G y7, Ar E&qg;)lg'rﬁ-NNIé%ng conpound No. |
é(1:7Dd Z onppoppd @sséﬁl eoam‘;ﬁagwgr y %Wf?%ﬁa No.

3- Phen;(F %%)l onyl - pé&g e-eAlz%@& Leﬁ- A@?@e?‘&’ﬁ*? NH2 Conpound No.
iy e it v et O

51é deé(']lg I%) ¥ A%&@%Tﬁcﬁﬁg 57&‘ Wé@l\ﬁ%‘bf | 0] MS10 w

Pheny! asfiatundai: Se6.Rhe I3 ) ww{@&wmg@«mﬁ@mmod No. 521

cdes(l)-[D Tyr2, DPya
D- Tyr - BAreyR{l4y-DABya(SpAsmiser-RhedizgGle LewAge(Mie-Tap- ¥HConpound No.

222 denl | A BRUERH AL T S T MR A LN At

523: de B2 D-Pyh(BARn e PhE) Srabiiy Qet\(?é.r VNI, f | 0] MS10
BenzoyISd(I%sn Thr - Phe 4F b]-I’Azg(';‘ly Leu- Kr )BN/EI%) " ound No.

5245de qumIZP)UnQ Nend Apg-tﬁﬁplmln?ﬂ)[@ﬂbgya(ﬁmlﬁ;@@g@ﬂ©9 p1Q1YNB10
527: Ao AT ﬁ@sﬁé"m@%ﬁg% S e T LT A
D-Tyr - @dﬁi}&dllﬂalN%S%W DA% e DY Frip8 VoS, 8 CAG]y 7 JA g (VYO No.
P28 e s Do At Val e ik Wehly-Low ArgMey Tipfly V) T 1 T 0T MBI
Compound No. 540:des(1)-[D-Tyr2,D-Trp3,AzaGly7,Arg(Me)9,Trp10]MS10
20  D-Tyr-D-Trp-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 541:D-Arg-[Acpl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Arg-Acp-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 542:D-Arg-D-Arg-[Acpl,D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
D-Arg-D-Arg-Acp-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
25  Compound No. 545:des(1-3)-Benzoyl-[Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-Asn-Ser-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 546:des(1-3)-3-Phenylpropionyl-[Ser(Ac)S,AzaGly7,Arg(Me)9,Trp10]MS10
3-Phenylpropionyl-Asn-Ser(Ac)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 547:des(1)-[D-Tyr2,D-Pya(4)3,Ser(Ac)5,AzaGly7,Arg(Me)9,Trp1 0]MS10
30 D-Tyr-D-Pya(4)-Asn-Ser(Ac)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 548:des(1)-[D-Tyr2,D-Pya(4)3,AzaGly7,Arg(Me)9,10¥,CSNH]MS10
D-Tyr-D-Pya(4)-Asn-Ser-Phe-AzaGly-Leu-Arg(Me)-Phe W (CSNH)NH;
Compound No. 550:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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D Tyr- D Pya(4) - Asn- Pro- Phe- Aza@ y-Leu-Arg(Me)-T f -NH2 Conpound No.
529:des(l)-[D-Ty t2,D Pya(4)3 5Tl e5, Azad y7, Arg(Me)9, T f | 0] M510

D- Tyr - D- Rye(2d)o/046896 Tl e- Phe- Azad y- Leu- Arg(Me) -T f - NH2 @omperungoiNo19
530: des(l)-[ D %2 D Pya(4) 3, Pth Aza@ y7,Arg(Me)9, T f |0] M510

D- Tyr - CCrpRewnd Ke rdSPrAC-PharealAaplyD-] Té'uﬂ&r FAzaGiiroetMef-EpipIMS B)

% gﬁzglyf‘propl %n%%&?@%%@%g@yéﬁ A&g@%)%g”*ﬁrﬁp!z go%oagd No.

532: desCompundNEIE52ID WapHiARPY,D- TFMGIDZ)@ mxaﬁl&w(ré@l&ﬁrﬁld M 18510
3- Phenyl propi onyl - Asn- Aze( 2) - Phe- Az -Leu- Ar -T_f -NH2 Conpound No.
533 deQ(IPapéyp%l -BreRy Tipr m@hw?hqézﬁ v ALy ( ) p¥He) 9, Trpl g Ms 10

3 PIET Bh RN DRI R Ie: e St 0Lty Lrawi¥h 8, epmeiad 10

%g I 32; me]g)e«t? bﬁL%ﬁ?&ﬁ%ﬁ;ﬂ%yﬂe&%@%ﬂﬁNw NH 2 Conpound No.

> Napht FEPPOREIN G ! ARG QeI RgIMS 10

Ao D T B Iarh) en G A RN SRR MY TENE 2 compound 1o.

537 Ar gC{EJ}A_;I)_gtIrmd)IEf )ﬁ524m)féﬁ’gﬂ-§)ehﬁl ﬁ!—a@tzﬂ? thg,(Ilmas_ Aza(ﬁkyvmwe)lgl:lrrgl(goMs 1 (?und -
WM Ll sl TR a e S T e Y o e v

Ar Ac eu-Arg(Me)-T f -NH2 Conpound No.
538 de?%ﬁ?%@%ﬁﬁ@%ﬁ%g?@gﬁ%& lI\J/le) 9g§|' f)IO] V510 DTy?pDqu

- Asn- VaTFPQHBHiz“@@}WKM(MﬁE(M)l 0IM$10 NH2 Conpound No.

" hon- seP AR S B R A A ﬁ&%ﬁaaﬁyoﬁwaﬁk%@@%%z >
: D-Arg-Cém burf&ﬂ’w%ﬂa]z\rg BAIRTH a1 A-gyiEDp9, T £ 1 0] MS10
D Ar g- Acp- hag%” DT f -Asn-Thr-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.

54215D- ATrgﬁli @zpﬁbﬁLAm(W)%Tml(ﬂMSm Thr5, Azad y7, Arg(Me) 9, T f |0] |v510

Compoursl B DR E DA ErPapuiDToR f{ﬁpﬁgﬁﬁﬁ‘%&eﬁ@”iﬁ BB TN e

Benzoyle&slpoﬁﬁrNEms(s%)s(w\mCﬂDﬁyﬂmr g,(AlyaGi LOoMOIMS10No. 546 des(|
-3) - 3- Phenyl ropi onyl - Ser 5, Aza@d 7 Arg 9 T f I O] M510
3- PhenyPph8p? diiHASAYer @F(A@@)?‘%PF(@U Azra g‘rl[@uN 2g(Me)-T f - NH2

Compound No. 559:des(1-2)-3-(4-Hydroxyphenyl)propionyl-[D-

20  Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
3-(4-Hydroxyphenyl)propionyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 561:D-Arg-[Acpl,D-Tyr2,D-Trp3,Abud,AzaGly7,Arg(Me)9,Trp10]MS10
D-Arg-Acp-D-Tyr-D-Trp-Abu-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 562:des(1)-Ac-[D-Tyr2,D-Pya(4)3,Thr5,AzaGly7,Arg(Me)9,Trpl 0]MS10

25  Ac-D-Tyr-D-Pya(4)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 563:des(1)-Ac-[D-Tyr2,D-Trp3,Aze(2)5,AzaGly7,Arg(Me)9,Trpl 0]MS10
Ac-D-Tyr-D-Trp-Asn-Aze(2)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 564:des(1)-Ac-[D-Tyr2,D-Trp3,Val5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Val-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

30  Compound No. 565:des(1)-Benzoyl-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

Compound No. 566:des(1)-Cyclopropanecarbonyl- [D-Tyr2,D-
Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Cyclopropanecarbonyl-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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Compound No. 547:des(l)-[D Ty t2,D Pya(4)3, Ser(Ac)5, Aza@y7,Arg(Me)9, T f
| 0] V510 D- Tyr-D-Pya(4) - Asn- Ser (Ac) - Phe- Azad@ y-Leu- Arg(Me)-T f -NH2 Conpound

No. 548: des(hide7bdds Tyr 2, D-Pya(4) 3 , Azad y7, Arg(Me) 9, 10¥ceabhddfridth
D Tyr - D- Pya(4) - Asn--Ser - Phe- Azad y- Leu- Ar g( Me) - Phe Y( CSNH) NH2 Comnpound No.

550: desChinpsund o 15,&731@(17 But@yIFD Sy BT p3, Thr i AleGH,7JA fz(Me)ED00]MS 10

D PR YBDr e Tt PR AL B e GRS 1 pl O] WBLO
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o, 552 B O G P e R N R 0o

D- Dap- AAp-IBATQ-ID DyﬂDbT@BAsﬂﬁm-Ph@AAz@m&emécg(Meg{MaNHx b-NH 2 Conpound No.

255D N SbSRD B Ay gﬁﬁ@@@m@wg}%}x&#@é%ﬁ%&o&a&&m No.

554: D- Ang-D-Thr-B- Bdp- ABh-THF-PhE¥( %{ Nepo, T £ 1 M 10
D-Arg- b-Ala-D-Tyr-D-T f -Asn Thr - he AzaGI -Leu % Trp-NH 2 Conpound

No. 555C0mpw1§llﬁg mbdes(elnﬂ\’t@rﬂé TDr2rDrTm3ﬂBv$AAz€tm7wr %x)pQO]MSI(P g M 10
DA DT f TP Me)-T f -NH2 Co d
No. rg5glwgaiﬁ§/ﬂ%‘qfn¢ ﬁ?%@y’?g@b{%?@&tﬁmgg y)7 A tg(Me)o, T]Erp oHn

| 0] M510CEmPSgrdNA 371 :des@Ad N D Trh3 TAS)ATAGI Pmage\zaﬁJMsueu Arg(Me)-T f

- NH2 Corrpound No. 557: D Arg-D Ar DArg e]%_PAbu D Tyr2,DT f
3, TH 5, AsABlyrDaFge pe)-dhrrPhe-Agpuitbe hedVil Arg- g- Abu-D-Tyr-D-T f

;-,’23F‘dli‘??@%gﬁf%%%@[%(@@m@ ﬁﬁt‘ég %?MPMM DT
- Asn- SeD-Rpd)Rya@) \AsheSer Ahg{AdaGly-Leu-ApMEcTiapeNHE No.
|55%] ﬁ/gi ogp%@d@@rﬁﬁgéﬁpheﬁi a)ég%ﬁ?,qrg%uk %afGI)?)'/' Arpgr(ﬁe,bg %rpl)6]7M§r18 (M)9, T f
DA ;h Acpl Y‘Sﬁ%}\i{’)‘?# Aggé‘%(%)ic’}zi%’ Nﬁk@?ﬁg) L 015 V10
D Aryg- ACpmpeund N®-5176fdes@puscSdd W%ﬁ)}n&%a@ly@(%ﬁm TriHO M Edhpound No.
i?zo‘.j?%' D B P G S A O ARR ST <A 2 Cmpound No. 563
T e
Ac-D-Tyr-D-Trp-Ser-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp NHz
Compound No. 578:des(1)-Ac-[D-Tyr2,D-Trp3,Thr4,AzaGly7,Arg(Me)9,Trp10]MS10
20  Ac-D-Tyr-D-Trp-Thr-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH, _
Compound No. 579:des(1)-Ac-[D-Tyr2,D-Trp3,Alb4,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-D-Trp-Alb-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 580:des(1)-Ac-[D-Tyr2,D-Trp3,Ser(Me)5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Ser(Me)-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
25  Compound No. 584:des(1)-Ac-[D-Tyr2,D-Trp3,Dap(Ac)4,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Dap(Ac)-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 585:des(1)-Ac-[D-Tyr2,D-Trp3,Dap(For)4,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Dap(For)-Ser-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 586:des(1)-Ac-[D-Tyr2,Thr5,D-Phe6,AzaGly7,Arg(Me)9,Trp1 0]MS10
30  Ac-D-Tyr-Trp-Asn-Thr-D-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 589:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Nal(2)10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Nal(2)-NH,
Compound No. 590:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Thi(2)10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Thi-NH,

-
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Compound No. 564:des(l)-Ac-[D-Tyr2,D-T f 3,Val 5, Azad y7, Arg(Me)9, T f

| 0] V510 Ac-D-Tyr-D-T f -Asn-Val - Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound
No. 565: dgehiBef¢oy! -[D-Tyr2, D-T f 3, Thr5, Azad y7, Ar geik)iP20bo/H71bd M510
Benzoyl -D-Tyr-D-T f -Asn-Thr-Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
S566: descbmp@ﬂmri?bahddamdﬂfwﬁ@mﬂm Az Rrag M Tyt] (IMR 1) 9, T f |

2 CorpUtaIND  BosapLbhe-Barbytey a(ﬁ%”fm% h?hféﬁé&??ﬁ?%%i o1
| O] VECa Aoy 9B dbu) R TLRToemm o s AsaGh A 1P G uh? oo

mpound Ac-[ D Ar T 5D Trp3, Thr5, Aza
Ac D Ar feD- Tyr-DEﬂ"fpr@SnAEhr- lTltrﬁr AE’#@YAIZ%LG’\yg(ﬂ_\@)-PAIeg(MHzTr p- NH2 Conpound No

569: e A0 T2 DT3B o 6 a&ﬁ%ﬁﬁ% Sirseaahifiie v

570 deSAEJDI’Y?rbDﬂyA& ThrlPRAAZAGH-Paa Ay M ., T f 10]M510 _
Me- D- Tyr - D- Tr p- Asn- Thr - Phe- AzaQ3 y- Leu- Ar NH2 Co ound No. 571
- des( | ) Copppumdmyo.t595 des(f )- 3Cﬂ|tm-3yﬂzla@rp3 Msg@/le)9 hal0]MS10

e A e
-D Pya(@a»mﬁsmdeeds -@b@eé{zﬁ@cy[ﬂ.%rmg(rw)rhiﬁ L AzA0HZ7 Bapae)od eOO]MS 10

573: desé‘ [)DTyrZ DT f ud, Azad y7 Arg(Me)9 Tf 1 0] M510
Ac- 18- Typed Fyr- DAbw A TrmBoord s - L AreAMEmNH: N2 Conpound No.

e 6&?@@‘?@% gL Ao B D EBSTA Db ARG MEMRIS TreoMs 10
f\Z?D"?S“E D Seciy ey T, o bond No.

S B e EP PO o FOBSers) )I'AFA@’ DD AT Ra s Ao IMaT Lo

£ o e D-Thr-pIfp: At TR e Ko BT N o O D Tyr - D Tt

-A B Se@elﬁpenn@zl‘d@l WQWﬂJM([%TyMD -Txp2, TBonPpeaGly 7 /bn9, Trp1 0]MS10
Ac- D TyRA FDALRAS ﬁq;%ﬂep%f@évéfé%ﬁm%%% % Nie. conpound No.
ig4l}d'el'3s/§bﬂ[1> é}gﬂdh% mb%eRg:AfC Hhe- Az aGI y- Veu- Ar ge?(ﬁ/l@'?%@@]ﬁis'ﬁb 01 MBL0
Ac-D-Tyr-D- Trp Asn- Thr-Phe-AzaGly-Leu-Arg-Trp-NH,
Compound No. 601:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,D-Phe6,Arg(Me)9,Trp10]MS10
20  Ac-D-Tyr-D-Trp-Asn-Thr-D-Phe-Gly-Leu-Arg(Me)-Trp-NH;
Compound No. 602:des(1)-Ac-[D-NMeTyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-NMeTyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 603:des(1)-Ac-[D-Tyr2,D-Pya(4)3,Thr5,D-
Phe6,AzaGly7,Arg(Me)9,Trp10]MS10
25  Ac-D-Tyr-D-Pya(4)-Asn-Thr-D-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 604:des(1)-Ac-[D-Tyr2,D-Trp3,ThrS,AzaGly7,Arg(Tos)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Tos)-Trp-NH,
Compound No. 605:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(NO2)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(NO2)-Trp-NH,
30 Compound No. 607:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me2)asym9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me2)asym-Trp-NH,
Compound No. 608:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me2)sym9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me2)sym-Trp-NH;
Compound No. 609:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Et)9,Trp10]MS10
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Compound No. 585:des(l)-Ac-[D-Tyr2,D-T f 3, Dap(For) 4, Azad y7, Arg(Me) 9, Tf
| 0] M510 Ac- D-Tyr-D-Tf - Dap(For)- Ser-Phe-Azad y-Leu-Arg(M)-Tf -NH2 Conpound

No. 586: dge(h100788s[ D- Tyr 2, Thr 5, D- Phe6, Azad y7, Ar g( Me) 9 p&fir/sdbder1dH
Ac-D- Tyr-Tf -Asn-Thr-D Phe- Azad y- Leu- Arg(Me)-Tf -NH2 Conpound No.
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cdes(l) - CAc- & DT:FE}?} Thr 5, AzaGI y7, Arg( r% Ty rI M510 Ac-D- Tyr-D-Tf

- Asn- Th@Olﬁh@lmdzI‘&G@l 1 sl MAt [y 2, DyRyaMﬁthbAp@tha mg(Me)9 Trpl0]MS10
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594 de )% - Ve
Ac- DT??é%é?rg[ﬁyThre% Tor @W@D@@@@Ms AZEGIWl&nl%ﬁpﬂebc?orrpou]nd No. 595

e- AzaGI Leu- Me) - Hph-
“des( | ForA-TypDrfrp Ao by Phe prga %QGA}R(%@)Q wENB2chal O VB10

SSe or R P AR oL 3y R P s

Ac- DTyIPro ]ipr- DT ﬂaermmekza(}l An@(ME-T NiH 2 Conpound No.

597: des Ac [ r2 DTrpS Thr5, D- P 6 Azad y7, Arg )9, Trpl O l\/BlO
a8 T e s ) AreitiaoB- Y 2o kb oy LS AT RHATR MR M

598: des T A D-T DT f
éégnfgﬁr%% %E}fby%lﬁm &laﬁﬁéﬁﬁ@%%@%ﬁ : m:];«lsrm D-T f

e Amd| e PagB MB0T
- Asn- Th%CEE'EQAéW%}}/ASp P%%%GRH#%S%W%@W&H 600: des(l)-Ac-[D-Tyr2,D-T
f 35ThrBYs g Thr - Phe- Azad y-Leu- Arg-T
f -NHZr&S}HB QUHIN NG 1 68041 SR%SKP Maﬁ%h‘?p his, AaGly7 th %Z[hﬁft%ﬁ/[sﬁfog(el'sfe);%f
| 0] M510 Ac-D- Tyr-D- T f %s hr - D Phe- y Ceu- A %u {M - NF2 Conpound No
602:5d e sft-PD-Ata-DEF a3y Br- BhéFAfzaGlyTllmEAﬁg(h/Ia)ﬁ‘ipNI@;( Me)9, T f 10] I\/SlO

603: destryeoye-AJFSeRpye U LesfDetpbi et A e ArERMGENGP SRR o) Nito
Ac- D- TyAe D P¥@ DA T80 ThE-PRe AREGAZ BRI -Krd @) ApNe) - T f - NF2
Compound No. 618:des(1)-Ac-[D-Phe2,D-Trp3,Thr5,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Phe-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
20  Compound No. 619:des(1)-Ac-[D-Nal(1)2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Nal(1)-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 620:des(1)-Ac-[D-Nal(2)2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Nal(2)-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 621:des(1)-Ac-[D-Lys2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
25  Ac-D-Lys-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 622:des(1)-Ac-[D-Glu2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Glu-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 623:des(1)-Ac-[D-Tyr2,ThrS,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
30  Compound No. 624:des(1)-Ac-[D-Tyr2,Pya(4)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Pya(4)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 625:des(1)-Ac-[D-Tyr2,D-Ala3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Ala-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 626:des(1)-Ac-[D-Tyr2,D-Leu3,Thr5,AzaGly7,Arg(Me)9,Trpl 0]MS10
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Conpound No. 604:des(1)-Ac-[D-Tyr2,D-T f 3, Thr5, Azad y7, Arg(Tos)9, Tf 10] M5
10 Ac-D-Tyr-D-T f -Asn-Thr-Phe-Azad y-Leu-Arg(Tos)-T f -NH2 Conpound No.
605: des( IweAcrfesbyr 2, D-T f 3, Thr5, Azad y7, Arg(NO2) 9, T PcCirQpdsd/071919
Ac-D-Tyr-D-T f - Asn-Thr-Phe- Azad y- Leu- Ar SNO2 -T f -NH2 Conpound No.

607: desmpmpfi-euyml@hrfPhe-azzrﬁbsLmA@ ArgNi2) asynd, T £ | 0] M510

605: co TP -7 S FAE D oD, ﬁ*a%;’l‘ﬁ%%%fm%%%%ﬁ%@i“”d o

Ac- D- TyAc-D-Tyit DmfenA?thTthhleeAza@ LT M T f -NH2 Conpound No.
609: deém% ACENQ r2, DT f 3Thr5 Aza Et)9, T f | 0] MS10Ac-D-Tyr-D-T
£ ash 28 Gl A Bk By i Thr NI Az B s @e)9. Trp1 0]MS 10

610 Tsi03 9, Tf 1 0] M510
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11 des (Compamd Ne. 52D-dBy(a DFnyr2, I 363, i SAM g ArdMe)oJIvBIGMS 10
Ac- Tsf([(})m a(4N(,FAsn Tﬁ &ﬁ)équa%?y Leu- {r I\/E)GI?}Z %I(ﬂl—\fz) Conmpound No.
612: dest-P- For Dplpysrys Thy-Hie-4 294 Ystécg(yge BtV o, T 1 0] MS10

F D-
513 desl e B B B R A g L AR P MY Vst
Pr o] |on§l¢—D§f D- GﬂuTAin—TlﬁtheTAza@lyeLd\zAfQ(Md)@upNI@( Me)-T f -NH2 Conpound No.

ol e CodadRatie 8 Aedl - Molraz b I D Th ATt ARER AR M Tl hIETA o

615 d F 9, T f 10]MBL0
Ac- Ty?slgé %’g&? R ieﬁgﬁ@ Ve M%}Z L NH2 CO]rrpound No.

616: desCompamd[N®. 4322561 FAL- [@-Twzammﬁrgxm TIug(Azady TTAFg(ME) /B 101 0]MS 10

CECaedte P PR R SRS o YT FETTEIE”
Ac- D- Le@m@p&nﬁ NA$I3:H68(1 fr’h@ [Bzy;ﬁzmmw 71\5@(159%15 Azat}slay'/f_l\_lk?g(l ) Ty INS10

618: des( | D Phe2, D r5, Azad NB10
e prhe-D P D o s Aa@iy Lo ar o TES N * 2. Oomaund No.

- D Ry TR BB O i 2 TS el TRl TR o
620: deSAd:DMD@MM&r@uTAEa@LyTEmﬁAMMM{ZQ(IVE) 9, T f IO] M510

Ac-D-Nal (2)-D-T_f -Asn-Thr-Phe- ound No. 621
des( | )Cobqund\Nes $3hdes(d)- écafprgsr/zzlaaywmﬁglz 6. quafslqummw rpl0]MS10

Ac-D-Tyr-D-Trp-Asn-Thr-Pya(4)-AzaGly-Leu-Arg(Me)-Trp-NH;

20  Compound No. 636:des(1)-Ac-[D-Tyr2,D-
Trp3,Thr5,NMePhe6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-NMePhe-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 637:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;

25  Compound No. 638:des(1)-Ac-[D-Tyr2,D-

Pya(4)3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Pya(4)-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 639:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Lys9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Lys-Trp-NH; )

30 Compound No. 641:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Ala8,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Ala-Arg(Me)-Trp-NH;

Compound No. 642:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Val8,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Val-Arg(Me)-Trp-NH;
Compound No. 643:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Phe8,Arg(Me)9,Trp10]MS10
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Ac-D-Lys-D-T f -Asn-Thr-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
622:des(l)-Ac-[D-Au2,D-T f 3, Thr5, Azad y7, Arg(Me)9, T f |0] M510

Ac- D- A u-wetofo/o7éa- Thr - Phe- Azad y- Leu- Arg(Me)-T f - NH2 pConypzuosyd71dio.
623:des(l)-Ac-[D-Tyr2, Thr5, Azad y7, Ar 9, Tf 10]M510 Ac-D-Tyr-T f
- Asn- ThAcd: @WAEMTIAPQQ-DG@)IG Phe-gIFﬂN@TﬁIDthﬁﬂz No.
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626: des@Pl)nP%nC{lﬁ)OT@ﬂﬁzie&lll‘é\B Drﬁys’z Rzkbop ﬁn%ﬂwg{wﬂ rpl0]MS10
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Ac- D- TyCoiﬂpB’llilﬁ}Ns r64'5|‘ties EhexcATR By, Deﬂpz’ﬂmmamyp sHdr(Me S0 Do ME 1150 A

628: des b Tyr2, D- Thr 3, Thr 5, Azad y7 (Me).9, Tr pl 0] M510
Ac-D- Ty C@TBHF AEFP- $meﬁ8h9x£&é3 ~LeynHap) EN/#P 2NH 2 Conpound No.

5 S DB SRR s

630 desAbaD-zng p;rfp,«Agp -DhPhS ABAG - Baa Sry(MF BroNEN9, T f | 0] M510
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Ac- D TyErPolT TAdn-Tirep N3, NH 2 Conpound No.
632: des(I%:)DAc}q[DT rAnghD Tr ph?%zg'%%i LILSHG W)[‘%JSAI’Q(M&)Q T f 10] M510

égst TyC?i)ﬁprpdrNs rb4Pbhe- L@méz ggzépmps Jhheft, magwmm)@mm (]Ilg

. aes r CTr

o b T ReAS TS D Ko TP R Gl LA ED B INE 3' Comotimg No.

634 desClpflind 9 BRATS R @mm@wﬁ%ﬂg@@ FTopSHH/S10
rp- NH 2

Ac- D Tyr - D- eu- rg npound .
63515despl-}'¥r;@ T[YDDF)TIQASJW Pbe?maﬁl Gpy¥Har g(Me) 9, T f | 0] MB10

636: dee PRI ORI AGIOTI4L %‘f‘éﬁéﬁ%&a@%&%@?@%ﬂq VE 10
057 o) LA O Ty 2 BT T 3 Thr & LA S Aea 7 Aral ey o, 1.1 -1 0] NBLo
((Jompoun 2 pGlu-des(1)-[D-Tyr2,D- Trp3 %h:S ,AzaGly7, Arg(g} )l'rpIO]MSIO
pGlu-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
20  Compound No. 653:des(1)-Ac-[D-Tyr2,D-Trp3,D-Asn4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-D-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Coinpound No. 654:des(1)-Ac-[D-Tyr2,D-Trp3,D-Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-D-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 655:des(1)-Ac-[D-Tyr2,D-
25  Trp3,NMeAsn4,Thr5,AzaGly7,Arg(Me)9,Trp101MS10
Ac-D-Tyr-D-Trp-NMeAsn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 656:des(1)-Ac-[D-Tyr2,D-Trp3,NMeSer5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Asn-NMeSer-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 657:des(1)-Ac-[D-Tyr2,Pro3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
30  Ac-D-Tyr-Pro-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 658:des(1)-Ac-[D-Tyr2,D-Pya(2)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Pya(2)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 659:des(1)-Ac-[D-Tyr2,D-Trp3,allo-Thr5,AzaGly7,Arg(Me)9,Trpl 0]MS10
Ac-D-Tyr-D-Trp-Asn-allo-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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653: destPTE R PORge S BPHe S Rd el SRSy ar o) 0. T 1 1 0] NBO
Ac- D Ty@or}})pa'urfd N&)ﬁ@;gmea'(r]rz)mmgeﬁaﬂb@ﬂy Arg(Me)-T f -NH2 Conpound No.
654: des{. % TAﬁ(ES- W2l yr7'2Ar[g)il\-|/-Ie)9 T3r?3[1)(-)]TMh§15(5 Azad y7, Arg(Me)9, T f |0] M510
Cyclohexanecarbonyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
20  Compound No. 669:des(1-2)-Benzoyl-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Benzoyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 670:des(1-2)-3-Pyridinepropionyl-[D-
Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
3-Pyridinepropionyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
25  Compound No. 671:des(1-2)-Adipoyl-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Adipoyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 672:des(1)-Ac-[D-Tyr2,NMeTrp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-NMeTrp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compoﬁnd No. 674:des(1-2)-6-Aminocaproyl-[D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
30 6-Amihocaproyl-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NHz
Compound No. 675:[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Tyr-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 676:Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-Tyr-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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Ac-D-Tyr-D-T f -Asn-D Thr-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
655: des(l)-Ac-[D-Tyr2,DT f 3, NMeAsn4, Th t5, Azad y7, Arg(Me)9, T f | 0] M510
Ac- D- Tyr -weofo/o7b8¥Asn- Thr - Phe- Azad y- Leu- Arg(l\/é) Tf NHZ/JEnmwaulacb No.
656: des(l)-Ac-[D-Tyr2, DT f 3, NMeSer 5, Azad y I\/E%QTf | 0] M510

Ac- D- Tyfompqurrd N JMMI)F[%TMa@mwhrwﬁé §\l Arg(¥p)9 % ONo .

657 deslL A6 DDA SR IR ML 1,0 V610 seD Tyr-

658: desCbhpé\erd Nb. Y‘ys AAEYBED)-Ty DD 3rp3, aﬁr‘w'(zdtﬁlg? IIM %Ig(Me)DCl]rf&'Bj]MSIO
Ac- D Tyr - Asn-Thr - Phe- Azad y- Leu- Ar - NH2 Conpound No.
659: deijDI&uthE%rpyASZI - porrPhe- ézaGIYOIl?Ws(M&) 7?99;1\? Arg(lve)g Tf 1 QM 10

560 oo TS G Ster T2 B %T@“@%@g‘ev%é%@%?b gund 1o
Age?( R/AHMAC 1%&03)@4%?;%?}1_?%?%?&% _Ig'rl'rlo NH 2 Corrpound No. 661
sc. D Ty BPBRY. e 8RS Gra- Gl Py Efﬁée‘}zaﬁlbl&% TS,

662 ' T MB10

Ac- D '?';((r}i}%cr?@%&sbgr%r - ﬁﬁhﬁﬁhe-%%y II?EEQA%% IVE?I'NE)I\%I rFZ) Cc?]rrpound No.

663 deS‘Cbr)lp(é\md[Nb B8p2etH FGbB;oldyl §DAP G -1 1%, Gl GTy T, AreiME2,0rp10]MS 10

664 desPlyFolRy-Priyiel- Typas Ay &) Ac- Tyr - Tf
| J(')" ) loAgs/ é’hfr Phepﬁﬁﬁfy %%&j@ﬂ’; %mgli% Conmpound No.

-Asn-T ; Ty l07 D-Tf
S e e KA gl AR IR0 T ¢

f - NH2 SoipdynD-No- A%Ehrdka( Az@tﬁlyﬁﬁh{ -BrgMe) T rriNE, Azad y7, Arg(Me) 9, T f

o7 destPEBKNG RSN RAS TR DR 7o By e ArbvipgiiRI " "

HexanoyAcD-Tyi-D- TR§H—?H@PhﬁA&§G -Lau heINf1, - NH2 Conpound No.
668: des I-2)ylf clr%a?e)xanecar bon %I’ ﬁ(ﬁé?mAzaG §/7 Ar I\/E 9,T f IO] V510

Cycloh m@%d%@}ﬁ%lde )-Acﬁ@w YﬁrDﬁm3 %‘h@lgﬁllyéiﬁrgﬂ\jq IMSTH
o] NB10 R TP BRTh SAlm R AR A A v T e ) Y a0 T f

Compound No. 688:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Pya(4)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Pya(4)-Trp-NH;
Compound No. 689:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Arg(Me)9,D-Trp10]MS10

20  Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-D-Trp-NH;
Compound No. 691:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Tyr6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Tyr-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 692:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Trp6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Trp-AzaGly-Leu-Arg(Me)-Trp-NH;

25  Compound No. 693:des(1)-Ac-[D-Tyr2,D-
Trp3,ThrS, Tyr(Me)6,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-D-Trp-Asn—Thr-Tyr(Me);AzaGly-Leu-Arg(Me)-Trp-NHz }
Compound No. 694:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Nal(2)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Nal(2)-AzaGly-Leu-Arg(Me)-Trp-NH,

30 Compound No. 695:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Thi6,AzaGly7,Arg(Me)9, TrplO]MSlO
Ac-D-Tyr-D-Trp-Asn-Thr-Thi-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 696:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Cha6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Cha-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No.‘ 698:des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,AzaGly7,Abu8,Arg(Me)9, Trp1 0]MS10
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Conpound No. 670:des( 1-2)-3-Pyridinepropionyl- [DT f
3, Thr5, Aza@ y7, Arg(Me)9, T f 10] M5 10 3-Pyridinepropionyl-D-T f
- Asn- Thr -wWbee10Awessby- Leu- Arg(Me) - T f -NH2 Conpound No. ®&¢1/JP2009/071919

:des(1-2)-Adipoyl-[D-T f 3, Thr5, Azad y7, Arg(Me)9, T f | Q M310 Adi poyl - D- Tf
- Asn- THe-PhlsrADdepAsnelhrAhegiaa6)ly-ribu- N@%“p@&%& No.

672: des{(l).- Ac, . f T. ,Azad y7, Arg(Me)9, T f | 0] M510
AC-DT%)WM&%%W%%@D% V. Leu- Arg(Me)-T f - NH2 Conpound No.
674: deqp3, hrAAGIHDIRRLOYS ALdOME)I, Tp10MS1622G y7, Arg(Me) 9, T f 1 0] M510
6- Am nocaproyl -D-T f -Asn-Thr-Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
675: [ 21 B IEP-ZAShy g, Y SUME)-L - MB20 Tyr-D-Tyr-D-T f

DAy 2 B eh)-iirp-Z\sunkts; PheaAgality-aMsleey g giMe)-Tor NE

3 Thr s RGO R AR DRAPDE Lt il FATBE R0 pffuffsn™ 2, BT

- Asn- Tidc-IPHEyrAZ-dep A sheThr Atg{Gls) ATb- Arg(MER Cepvpidisnd  No. _
677:Ac-des(|)-g\lDT r2, D-Trp3,. Thr5, Azad y7, Nva8, Arg(Me) 9, T f_ 10] M310
Ac- D- T§omporng NoaZQl des( Dppe-lR ke - Kkpd. rﬁﬁ@fﬂﬁagsrgﬂhﬂ%&ﬁ% ONo.

R e e L NTC

679: de<lom)ndiNod70Rid§sDHTARIDTIIEDAZad y7, Ar g(Me) 9, Tr pl 0] MS10 Ani di no-
D08 JaB SN es s e AR TG B €T G hs 10 G ycor oyl - T 1
- - Thy.- - f 81

:dAZgu ?{0655) ﬂﬁyéf%ifﬁ.’%‘é’%‘?‘?f %%""?’h%,”‘%ﬁ?g”,j%‘?aesGEy@,f%?E IVEI){ ,T f 10 MBL0

R amirstiiesiont ettt SRR T
no- D T PGSl T AR A AR o RFBRA T T 17 N Compound No.

685 de - 1e=1h B sBOMBYR (D e AL G AT M

Iefe%ﬁmgvslo
Ac- D- Tyr - D- Pya(4) - Asn- Thr - Phe- Azad y- u-Arg((Me - Phe-NH 2 Conpound No.
6865des(1)-Ac-[D-Tyr2 5D-Tf 3,d y4, Azad y7, Arg(Me)9, T f | 0] MS10

o0 don 1 ) e oGty Rl SRR B { s ey e
Ac-D-Tyr-D- T f XReXIhroPhacdz HiSyxXKeusAGa-Kx s XX - XA 0Gorpodiy, No.
689: des(l)-Ac-[D-Tyr2,D-T f 3, Thr5, Azad y7, Arg(Me)9,D-T f | 0] M510
Ac- D- TiF a saltrthereofis in the abetecformuley y- Leu- Arg(Me) -D- T f - NH2
XXO0 is formyl, C;.¢ alkanoyl (e.g., acetyl, propionyl, butyrl, hexanoyl; preferably acetyl,
20  propionyl, butyryl; and more preferably acetyl), cyclopropancarbonyl, 6-(acetyl-D-
arginylamino)caproyl, 6-((R)-2,3-diaminopropionylamino)caproyl, 6-(D-norleucylamino)caproyl,
4-(D-arginylamino)butyryl or 3-(4-hydroxyphenyl)propionyl, glycyl, tyrosyl, acetylglycyl,
acetyltyrosyl, D-tyrosyl, acetyl-D-tyrosyl, pyroglutamyl, 3-(pyridin-3-yl)propionyl, adipoyl or 6-
aminocaproyl (preferably acetyl);
25 XX2 is Tyr, D-Tyr, D-Ala, D-Leu, D-Phe, D-Lys, D-Trp or a valence bond (preferably
D-Tyr or a valence bond; and more preferably D-Tyr);

XX3 is Trp, Pro, 4-pyridylalanine, Tic, D-Trp, D-Ala, D-Leu, D-Phe, D-Lys, D-Glu, D-
2-pyridylalanine, D-3-pyridylalanine or D-4-pyridylalanine (preferably D-Trp or D-4-
pyridylalanine);

30 XX4 is Asn, 2-amino-3-ureidopropionic acid, NP -formyldiaminopropionic acid or NP
acetyldiaminopropionic acid (preferably Asn);

XXS5 is Ser, Thr or Val (preferably Ser or Thr);

XX6 is Phe, Tyr, Trp, Tyr(Me), Thi, Nal(2), Cha, 4-pyridylalanine or 4-
fluorophenylalanine (preferably Phe or 4-fluorophenylalanine);
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Compound No. 691:des(l)-Ac-[D-Tyr2,D-T f 3, Thr5, Tyr6, Azad y7, Arg(Me)9, T f

| 0] M510 Ac-D-Tyr-D-T f -Asn-Thr-Tyr-Azad y-Leu-Arg(Me)-T f -NH2 Conpound
No. 692: dee(2bjoioresopD- Tyr2, D-T f 3, Thr5, Tf 6, Azad y7, Ar gpiien®2009/H71b8)] MS10
Ac-D-Tyr-D-T f -Asn-Thr-T f -Aza@y-Leu-Arg(Me)-T f -NH2 Conpound No. 693
des( 1) - Ac- Agasslyyis @zaplycine3, Thr 5, Tyr (Me) 6, Azad y7, Arg(Me)9, T f | QM5 10
Ac-D Tyr-D T f,o-Asn-Thr - T < d,y-Leu-Arg(Me)-T f -NH2 Conpound No.
694: des(| )-A&fﬁiﬁ?&‘ﬁﬂ%@ﬁ%@%e@)e, Azad y7, Arg(Me)9, T f | 0] M510
Ac- D- Tyr - D- TXK9-if\ARg, in; of 23 dsymhai2) frefeddly Arg(Md)jian@onpound No.
695: des(1)-Ac-[ D-Tyr 2, DJ'ZI!?%((\%?)TM S%Ki 6, A;?GI y7, Ay}g(%(/la)égg,ﬂT f 1 0] MS10

Ac- D- Tyr - D- TXK10 asRherHirp, Rrpaphthytalgnine, 2-thiegy Mlaning, tyrosippofiperpptienydalanine
696: esépr%%-ﬁﬁp%s%r ,D-T f 3, Thr5, Cha6, Azad y7, Arg(Me)9, T f 10] M5 10
Ac- D Tyr- O LRSH- TR - cha- Azad y-Leu-Arg(Me)-T f -NH2 Conmpound No.

698: des( 1) - AThd édnipoudd Iepredented By the ArlRAAiNg cpdhindm@aide) 8, alsof suitable. .
| 0] MS10Ac-D- Tyr-D- Tr p- Asn- Thr - Phe- Azad y-Abu-Ar}%él\/eg)Q- Trp- NH 2 _Conpound No.
699: des{rR-A¥i-Pelrpyasn-bir-Phes Apaply-howrdrg(Me)yhve g s Canrovesi cNor5pP). O Ms10
Ac-DTyr-{i)é}aI{ -@@-Thr-Phe-AzaGl y- gMeLeu- Arg(Me)-Trp-NH 2 Conpound No.
700: des Py 2 AA R 2 D Trp3, Thrs. Al b8, Arg(Me) 9, T f 10] MB10

Ac-D- Tyr-D- Trp- Asn- Thr- Phe- d y- Al b- Arg(Me) - Trp-NH 2 Conpound No. 701

- des(1)-Ac- Tyr2, D-T f .3, Dap4,Azad y7, Arg( M), 9, Trpl O M51Q Ac-.D- -D-T f
e Ser - Prol AL elAStR desiiii] Lo ine ResenedrysBian thmetastn dertvaive (it of e
702: deséx’eﬁe‘n@‘ﬁ?vﬂ:ﬁho il gfﬁ.mé,gﬁ( NHWe) 4, Thr5, Azad y7, Arg(Me) 9, T f |0] M510
Ac-D-Tyr-D-T t -Asp(NH t)h-T r-Phe- Azad y-Leu-Arg(Me)-T f -NH2 Conpound No.
703 : des( | XX00-XKD2 TXX Q3-RK (F4- X XAS P XKe-Azd GHTRXD S AR @ -KK M0gidNe ) 9, TIHD), |

g Ms10 -D-Tyr-D-T f -Asp(NWe2) - Thr - Phe- AzaG y-Leu-Arg(Me)-T f -NH2 The
met asti W& vative (11) and/or (FV) is preferably a netastin derivative of

(e 1 050 O g SO0, W e,
acets/ |, SR, bminenropionylatraeasyoyl, pRfrerlsbeamiseloaproyps étPonyl , but yryl |
and mor g o SR rAC S ¥ i aroY Sh D SRS, BRI, tyrDs ARy B il 110)
D-tyrosyl, acetyl-D-tyrosyl, pyroglutamyl, 3-(pyridin-3-yl)propionyl, adipoyl, glycoloyl, 6-
" aminocaproyl, 6-acetylaminocaproyl, 4-[bis-(2-pyridylmethyl)aminomethyl]benzoyl or 4-
ureidobenzoyl;

20 XX02 is Tyr, D-Tyr, D-Ala, D-Leu, D-Phe, D-Lys, D-Trp or a valence bond;

XX03 is

i) an amino acid selected from among Ala, Arg, Asn, Asp, Cys, Gln, Glu, Gly,
His, Ile, Leu, Lys, Met, Phe, Ser, Thr, Trp, Tyr and Val which may have a methylated a-
amino group, ‘

25 ii) a cyclic amino acid selected from among Pro, Aze(2), Aze(3), Pic(2), Pic(3),

Hyp, Thz, Abz(2), Abz(3), Pzc(3), Pro(4NH;), Hyp(Bzl), cisHyp, Pro(4F) and Izc,

iii) an amino acid selected from among D-Dap, D-Pya(4), DL-Ala(Pip), Orn, Aib
and Tyr(POsH>), or

iv) a valence bond;

30 XX04 is Asn, 2-amino-3-ureidopropionic acid, Nﬁ-formyl-B-diaminopropiom'c acid, NP-
acetyl-B-diaminopropionic acid, N®-pentylasparagine, N°-cyclopropylasparagine, N°-
benzylasparagine, 2,4-diaminobutanoic acid, 2,3-diaminopropionic acid, His, Gln, Gly, Arg, Cit,
Nva, D-Asn or a valence bond;

XX05 is Ser, Thr, Val, NMeSer, Gly, Ala, Hyp, D-Ala, D-Thr, D-Pro or a valence bond;
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caproyl, 6-((R)-2, 3-di am nopropi onyl am no) caproyl,

6- (D-norl eucyl am no) caproyl, 4-(D- arginyl am no)butyryl or

3- (4- hydrweyptvarnysoppr opi onyl , gl ycyl, tyrosyl acetyl gl ycylp2eagetigid yr osyl,
D-tyrosyl, acetyl-D-tyrosyl, pyroglutanyl, (pyr| di n- 3- ylg ro i onyl ,

adi poyl or 6XX8finBeagyoylim,Firavie), bl Nai@htGha, Pya(t: threo-fer(3 IDHW)K erythrod a,

D Leu, Tf or _.a vaI ence bond (preferably D-Tyr or a val ence
bond,; %Fﬁ‘?@yﬁ?’éﬁgf% %W?S‘ y&ﬁs gS?Lﬂg[eé’ Pro, 4-pyridylalanine, Tic,
D-Tf , D Al aAzdgikeslaza ih% D-Lys, DDQu, D 2-pyridylalanine,

D- 3-pyridyl al ani ne or yridyl al ani ne (preferably D-Tf or D-4-
pyri dyl al ani #&P8 isdeen, N—ya,o&’hl orzﬁla@i’n)o 3-urei dopropionic acid, N

o RS05 9Pk kA 0 i L SUATLARA AR LS 6o BT

Tyr ( Me) whithimayNlsuBstitutethgand4- pyr i dyI al anine or 4- fluorophenyl al an| ne
(preferably Phe or 4-fl uorophenyl al anine); Azady is azagl ycine; XX8 is Leu,
Nva or Val mi%r%}l@ph@éﬁa anie(g-thienxladaniing, fyrosipe,mbeyylaianing whishep be

(pref ersqﬁl%?anh%%%ﬁophﬁ{]&h&mi}% sjaggtlm%ap, 2- napht hyl al ani ne,

2-thien I ne oSl ne or |'uor ophehyl al ani ne (preferably Phe or
Trp). ledl&gnppuﬁcbmmmmésmhm&ynm2007/0@299’79 conpound nunber is al so

swtabl e. Ac-D Tyr Phe- Azad y- Leu- Arg Tr.p- NH 2 ( Conpound
No.10550) , e mbaitn dbts. (IEF Af i @rerentaat o oa eIy Pﬁe%@eé &(A

presentdéﬁ@m&gm%fﬁ{g%\@&lgﬁtl n derivative (IIl) of the present i nvention
havi ng the for a XX00- XX02- XX03- XX04- XX05- XX06- Azad y- XX08- XX09- XX010- NH

2 (111), whelnghaaboxx@amga,f20X 00 tepreSeatg @n amitamteyinjnat ol dping gaorvpe ambXXPP,

o ( (R R B ERAR A, s ant 3510 camesmond Feesriypit i 2Bgsigh)

4- ( Dar g3 pydiféH, ﬂ%si@féh}’i iz!d)smo% 61)1)511&61’108( &Wb)p@%ﬁ@h‘aﬂd’ o p&itiGyds MBYDOSY! |
acetyl gl ycyl, "acetyltyrosyl, yrosyl, acetyl-D-tyrosyl, pyroglutanyl,

3- (Pyri Qhon_e 3-yl) pr op| onyl, adi poyI gl ycol oyl , 6- am nocaproyl,
o-acelylam e oL Sel PSR an T R B Sy, &
val encex®oBAXX09, XX10 and NH; in the formula XX00-XX02-XX03-XX04-XX05-XX06- AzaGly-
XX08-XX09-XX010-NH, has the following meanings. '
The valence bond “~” in the formula “XX00-XX02” indicates a bond between the group
20  represented by XX00 and the amino group included in XX02 (amino group at the a position).
Specifically, “XX00-XX02” indicates that the hydrogen atom in the amino group (NH3) included
in XX02 has been substituted with the group represented by XX00.
The valence bond “~” in the formula “XX02-XX03” indicates that the carboxyl group
included in XX02 (carboxyl group at the a position) and the amino group in XX03 (amino group
25  at a position) are amide bonded. The valence bonds “—” in “XX03-XX04”, “XX04-XX05",
XX05-XX06”, XX08-XX09” and XX09-XX010” also have meanings similar to the above.

_

The valence bon in the formula “XX06-AzaGly” indicates that the carboxyl group
included in XX06 (carboxyl group at the position) and the amino group in AzaGly
(azaglycine) are amide bonded.

30 The valence bond “-” in the formula “AzaGly-XX08” indicates that the carboxyl group
in AzaGly and the amino group in XX08 (amino group at o position) are amide bonded.

The valence bond “—” in the formula “XX010-NH,” indicates a bond between the
carboxyl group included in XX010 (carboxyl group at o position) and NH,. More specifically,

“XX010-NH;” indicates that -OH in the carboxyl group (-COOH) included in XX010 has been
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XX03 is i) an amino acid selected fromanong Ala, Arg, Asn, Asp, Cys, dn,
GQu, Ay, H's, He, Leu, Lys, Met, Phe, Ser, Thr, Trp, Tyr and Val which may
have a maybwhal@essg- am no group, ii) a cyclic am no acipgrapbRcHBI1d rom
anong Pro, Aze(2), Aze(3), Pic(2), Pic(3), Hyp, Thz, Abz(2), Abz(3),
Pzc(3), substiutediwid) ;NHy.p( Bzl ), ci sHyp, Pro(4F) and lzc, iii) an am no acid

3?' ?3; eg 52?’%@5‘3&9«5%3&@ %1%‘?3 @?Qiﬁ/f*dﬂa aﬁ%a%wsap%. onf%*eﬂsaa%lagpo Sre).

-fornyl borﬁ'deaHbMEzﬁﬁhékrﬁnﬁﬂﬁctb%osudesc"i‘i‘B@(tl Y¥boveb- di anmi nopr opi oni ¢ aci d,
Nw- pent yl'aspar agi ne, Nw cycl opropyl asparagine, Nw benzyl aspar agi ne,

2 4 di ani nobln the ebavedormylapXX00 iisfermplh a@p;zmikmlmlb (edlg., MeSyl 1@opiong, butyArlg
5 i.s Ser, . Thr

'S b Bexaliof deRhond; BEITHY 5 20 arlknney Ruriiesakst LtowAR or TR Bid RO o)
Thi, #&?&abl?ﬁ@etyl l%broﬁaﬁécﬁfbo'ﬁ‘?f 63(5’5@%)a1glﬁ§1}iﬁ1m&cap§ﬁﬂﬁ @-@1@%’3) or

phenyl al ani ne whi ch may be subst i f Ut ed; I s azaglyci ne; XX08 is Leu,

Nva, Va lamnnq@r@r(l@raﬂammﬂ)@prqyé Ga%mﬂmyhmmwcmyylbé (Mgmyiaennle@)buw% a\e

whi ch h t t

s 5 naphengr PR ate eREN PR s RSB B AR

be substyrdsyt, @glrdgnutmhyquppﬁ@mmquﬂsropﬁhypad@uiag lytotog 6- dn&nbcfh@r@ll QP of
conpounds nentioned In WD 2007/072997. The netastin derivative (111) of the

pr ekbnt aqefxlaninoeaprayls b [pis-( %wfléylmﬂlymnwmnm deenzoylgs Arwrardobenzoyly)  of t he
invent|

a1y Pisteratty BIeS 2RRYEA U BllBead i S ERLEREH AN IR SLIEE 1 o
corres ppynﬂyﬂmethgk)immh;ethyd)]bhhmﬂ, 4pasidobearroyl3 3p(dzlhyﬂrcmyphéhy|cb)pmm?xqﬂ orb5 ]
osition, 6 303|t|on |on 9 ition an osition o ove.
'FI)'he val BYfegluisgng; more Hfsiiew%i)h ogxgh 2 Gee " anszyéoasgw%w pwesnorm efgﬁé’é’é?
XX08, Xﬁiﬁgn % légd in'&s 66}€fef' l oloyl The following are also preferred
XX00- XX02° Ysgd s XX09Y XX0 10- NE2 thas “the

f ol 15w arﬂg)Ofﬁ&rﬁongjsl atheo a/lhmmyd;@yblopnbp&nébarhonylhé (ﬁmtyhm-algin@(mmmi‘oyl, 6-

| ndi cat F(ﬁ)-a,3b&gr%m%%trc\>lﬁgl?ylatuplﬁlogcagy£ll, 6-(D-norleucylamino)caproyl, 4-(D-

Al a,

arginylamino)butyryl, 3-(4-hydroxyphenyl)propionyl, glycyl, tyrosyl, acetylglycyl, acetyltyrosyl,
D-tyrosyl, acetyl-D-tyrosyl, pyroglutamyl, 3-(pyridin-3-yl)propionyl, adipoyl, glycoloyl or 6-
aminocaproyl; or formyl, a C;.;2 alkanoyl, cyclopropanecarbonyl, 6-(acetyl-D-

20  arginylamino)caproyl, 6-((R)-2,3-diaminopropionylamino)caproyl, 6-(D-norleucylamino)caproyl,
4-(D-arginylamino)butyryl, 3-(4-hydroxyphenyl)propionyl, glycyl, tyrosyl, acetylglycyl,
acetyltyrosyl, D-tyrosyl, acetyl-D-tyrosyl, pyroglutamyl, 3-(pyridin-3-yl)propionyl, adipoyl,
glycoloyl or 6-aminocaproyl.

In the above formula, XX02 represents Tyr, D-Tyr, D-Ala, D-Leu, D-Phe, D-Lys, D-Trp

25  oravalence bond; preferably D-Tyr, Tyr or a valence bond; more preferably D-Tyr or a valence
bond; and even more preferably D-Tyr.

In the above formula, XX03 represents (i) an amino acid in which the a-amino group
may be methylated (an amino acid selected from the group consisting of Ala (alanine), Arg
(arginine), Asn (asparagine), Asp (aspartic acid), Cys (cysteine), Gln (glutamine), Glu (glutamic

30 acid), Gly (glycine), His (histidine), Ile (isoleucine), Leu (leucine), Lys (lysine), Met
(methionine), Phe (phenylalanine), Ser (serine), Thr (threonine), Trp (tryptophan), Tyr (tyrosine)
and Val (valine); (ii) a cyclic amino acid (a cyclic amino acid selected from among Pro (proline),
Aze(2), Aze(3), Pic(2), Pic(3), Hyp, Thz, Abz(2), Abz(3), Pzc(2), Pro(4NH;), Hyp(Bzl), cisHyp,
Pro(4F) and lzc); (iii) an amino acid selected from among D-Dap, D-Pya(4), DL-Ala(Pip), Om,

91



represented by XXOO and the am no group included in XX02 (am no group at
the a position). Specifically, "XX00-XX02" indicates that the hydrogen atom

in the anypoofy@kde( NH2) included in XX02 has been subsipictypadomibiy t he
group represented by XX00. The val ence bond "-" in the fornula "XX02-XX03"

i ndi catAbaﬂdaﬂfyr(Hmehrob()iWhvglbmqbdndcl uded in XX02 (carboxyl group at the a

o ) A 00 oD U MRS o il ™
XX08- XX@a%o ﬁ@ a&%oﬁit Qéﬁeseﬁisﬁﬁ’pé&@ﬁ@ aﬁﬁaﬂb%g ?e'p?éﬁhis@t ip&ridiR&afRRYBe adi He

val ence bo - he fornmula " XX06 I ndi ca es t hat thé car boxyl
group i Ed])atmgresmts)@%3(dmmbqp¢yplogrmpd Q-Pyar(é) eppeseits #ayyidplal- atlztmnGrH}fpo

gro |n Az ci ne am de baonde The..val ence bond "-" in the
Por i apRsc Yl B Ruoled Iz Ashrosen RPRUiag K BUEHH RoaGl y and ¢ he
ani no 9&1ﬁiﬂ@15bﬁ1t39@§a&é%ﬂﬂ2}3ﬂe?tb@erﬁ§ 2 AniRsHenkz&18 hcid!l KbAB) ﬁ&gréa&ﬂggd- The

val ence bond "-" in the fornu "XXA ONH " indicates a bond between the

car box ymm@pb@momra@lda tedreprgsensanadqzetding &, tarbexsiis agid, leémipbwpr@ﬁms K2

> ooy ot Seigg, BrRay Fssshlt R iec b P el B ek %505,
XX04 anahnmm&mﬁm@mzy&tpﬁesantytﬂ plitsphdroRMine; Pno(miﬂgaemaée;ﬁtbaemlﬁm@&lm have

meani ngls{ simlar to those descri bed .above. In the ahove formula, XXQOis
f orify| . HepBzDzepraseantsisans-4ckengyloxypreling, ciskhypgrptesants @arfyhygroxynmbagoynd
decanoy yl such as acetyl, propionyl or butyryl;
and mr%roé%?éﬁé%ﬁ;@a@g?ﬁlfo algljégﬁ%pr opanecar bonyl ,

6- (acetyl - D-Alsgj inythapriessnt spgeifiation, Gmﬁc(sR)le@dCbthermse an amino acid may be either
di am nopr opi onyl am no) caprayl, .6-(D norl eug) yl am no) capr oyl ,
R

4- ( D- ar GF hyamiap aedni e Dramigo agig. ﬁ}mwﬁ Fithesicratagiag jof Brlaning. XX03 sy |
t vl | | | |t

3 oy Pk ARSI 85 0. 5 anBog Mo 102 ploc i gt .

aceltSy| afiipnDeEyr; DyPya(4); DeNde2a @m“dmbﬁmaﬂ:@du)@mmmmq Né‘nzoyl or

6. acot yPEIY FBLEBHBYRSS G S GryBins strbox i S8 FRED Biecs), Hyp, Tha

pyr|dyl i Qb
o o AR s, P SRR e o

Cl- 6 al damosIPzo@2).ddyc Blist§Me) @\mnthuﬂns;ldmeéf"EYTQHD#lza RT:Q%P&D EyndBe) ogisHyp,

S'r L or g s B D TR %f%%@tléh%a%&# By B Dol Sy ie DT, °°

metml}R@(cgl DLNMIeAla,mp eYAze(®), Aze(3g PIC(2) P1c(3) H%/p,'Ifhz Gly, Alb Abz(2)
(R) -2, 3-di am nopr opi on Iam no capro D- nor | eucyl am no) ca

4 ( Dar g$€ﬁyll&rﬁ/% Yblﬁlyr > T8, Warwﬁﬂm almng&bwa@lrg; ); Omyr osyl,

acet V! ol FRPULIN BRED LYBASY] cisBOR! Mopf Y aQaithee RH S AGK
preferably D-GIn, D-His, Aze(2), Pic(2), Hyp, Thz, Gly, Aib, D-NMeAla, Leu, Lys, Glu, Orn,
His(3Me), Tyr(POs;H,), Pro(4NH;), D-NMePhe, Hyp(Bzl), cisHyp or Pro(4F); still more

25  preferably Aze(2), Hyp, Gly, Aib, Leu, Lys, Glu, His(3Me), Tyr(POsH;), Hyp(Bzl), cisHyp or
Pro(4F); and most preferably Hyp, Glu, Hyp(Bzl) or Pro(4F). The following are also preferred
as XX03: D-Asp, D-Dap, D-Ser, D-GIn, D-His, D-NMeAla, D-NMePhe, Aze(2), Pic(2), Pic(3),
Hyp, Thz, NMeAla, Gly, Aib, Abz(2), Abz(3), Sar, Leu, Lys, Glu, B-alanine, Pzc(2), Orn,
His(3Me), Tyr(PO3H,), Pro(4NH>) or Hyp(Bzl).

30 In the above formula, XX04 represents Asn, 2-amino-3-ureidopropionic acid, NB-formyl-
B-diaminopropionic acid, NP-acetyl-B-diaminopropionic acid, N®-pentylasparagine, N°-
cyclopropylasparagine, N®-benzylasparagine, 2,4-diaminobutanoic acid, 2,3-diaminopropionic
acid, His, Gln, Gly, Arg, Cit, Nva, D-Asn or a valence bond; preferably Asn, 2-amino-3-
ureidopropionic acid, N®-pentylasparagine, N°-cyclopropylasparagine, N°-benzylasparagine,
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am nocaproyl; or fornyl, a Cl-12 al kanoyl, cycl opropanecarbonyl,

6- (acetyl - Dar gi nyl am no) caproyl, 6-((R)-2,3-di am nopropi onyl am no) caproyl,
6- ( D- nor Iwoyloamssye) capr oyl , 4- (D argi nyl am no) but yryl , PCT/JP2009/071919

3- (4-hydr oxyphenyl ) propi onyl ., glycyl, tyrosyl, acetylglycyl, acetyltyrosyl,
D- t yr os¥H-digmimohptappie yﬂl@lés%,g;dlqsym@gnonioalmc,ld,é{le,@lm & )hﬁggyéyt#ﬂtﬁp iDofign or a

adi poyl Y, gqg apr oyl,. th e .f ormul.a r.epresents
Tyr, D W?A %%k?,a%nd%ﬁ?_rgg , Bﬁ’e’?g r@y@#%?%ﬁ%%?@%F ggnlg e ngﬁgﬁ)%’ﬁgﬁr er abl y
D-Tyr, diyé pfertedvad|>exios Aﬁﬂ@%adﬁﬁb@-t&éﬂb@fc%&lrﬁc RidWP-formal-paligniaeplophsic and
even nore preferably D Tyr. In the apove fornula, 03 represents; i%\] an
am no aeqié N nacspildhdiaminaprepionie agid ol p-peatylasparaginey N aexdopranylasperagings Nd-

sel ecte I e i Sfi ' . M3l , Asn

(aspar ooz ibariind DO BRI B MR, 1 SIhPCRYE DAy BTt Sl -

(gl ut anueidoptapioniGhaid (W -forimyiliaminoprophiinid acid, N acetyddiamsimpeopionie hoid | N

(leucine), Lys (lysipe),, Met (nethioni , Phe (phenyl al ani ne), Ser, .

( ser i nepéutyiAsParaetice Bhrayelopropy fpsparpgipe.d b haFnZy 1asparaging ph 4 Ariligmihutgagic acid.
valine); (ij ] ' ' |4 ' ' ehec r mon

bro (prol i hef RaS ) o XR0S fuflessfis S 11, VA, NS GIS AR ISR, DLompIone

Pzc(2) , Ty, B¢-Bidtor2)valdagp bBzd; prefeiablyyThr, RMeS4F)Glandla, Hyp, D{Alaj P-Bm, RifAroor aci d

el Sy SR A O ey VAL S) R M LD O o T )

aci d, A7I6d BrefdrRIRIIRIEXYS SteThidVAE NMeSR! GRXWIA, HRL DA Zhr & WL 18R bf
pi pecolic acid, Pic(3) represents 3-piperidinecarboxylic acid, D Dap

represeMels D- 2, 3-di am nopropi oni ¢ acid, D-Pya(4) represents

4-pyri dyl - D-al ani -4~ hyd | i

(i oprof i ne, Th apess RUBwERKS Kb R, T & AAIS a5 e shadeRRe °
2-am ”W%r@mﬁhﬁ% W&Ser(ﬂlﬂéﬁ%ﬁ,ﬂh%h&glﬁﬁiﬁﬁemsy BE bubstifufed. F epr esent s
(- CERMPIos oA paiGRHREA Pal: b prsro e ShpiRains WBich e brsepietedei o
O'n'r bprenant s o L. 18 AR B ke R 8RR QANISROGNUT, 08 Bbstivient
Pro(4N repressleni“sS A-"5mm nc?pro P ) e.f§p<§‘§§’§) ereepresenﬁs“ y stituen

t r ans- 4GEepayhoxxpralogea atansS(elgn, fhwpihesildrines bomindiodiaN)y 04 o hlikpknedioty
Pro(4F) represents_trans-4-fl uoroproline. Also, in the present

h
speci f i €& Bethylsaediexy. stylenedionyl Wite cyang. Gurs Alsyhwhigh ,m% bsesubstitpied, Gare

Speci AL . e . ! s _
b o an iR yfcti B8y bk ABSIRAE S, afyBt R BE SBboitfba T A AB0M atich |
aci2), mapee sulistiGited, (- Hrg] whith maylbeTspbstititeBy@4. 4 aralb: N may be substituted,

D- Na- met hyl al anj ne), Q- NMePh - nmet hyl | al ani ne), Aze(2 Aze(3
gazet i g&h@glkg’eﬁ%@ﬁﬁ%@f‘a%a)t,ﬁteéﬁyg%%y?@ﬂy @?ﬁg%ﬁiﬁﬁg %%qmbﬁrlﬁl,(te =y-16 Z-( b?
ADZ(2) , arffR& okl wiiel mal 56 subsEithted; ¥ifercdphd! C, L Hikyl i Pwhieh mayVePsubMiYRRl 2667

arylthio which may be substituted, C.j¢ aralkylthio which may be substituted, amino which may

be substituted [e.g., amino, mono- or di-C;¢ alkylamino which may be substituted (e.g.,

25  methylamino, dimethylamino, ethylamino, diethylamino, propylamino, isopropylamino), mono-
or di-C,.¢ alkenylamino which may be substituted (e.g., vinylamino, propenylamino,
isopropenylamino), C,.¢ alkynylamino which may be substituted (e.g., 2-butyn-1-ylamino, 4-
pentyn-1-ylamino, 5-hexyn-1-ylamino), mono- or di-Cs._ cycloalkylamino which may be
substituted (e.g., cyclopropylamino, cyclohexylamino), Ce.14 arylamino which may be

30 substituted (e.g., phenylamino, diphenylamino, naphthylamino), C;.¢ alkoxyamino which may be
substituted (e.g., methoxyamino, ethoxyamino, propoxyamino, isopropoxyamino), formylamino,
Ci-6 alkylcarbonylamino which may be substituted (e.g., acetylamino, propionylamino,
pivaroylamino), Cs_s cycloalkylcarbonylamino which may be substituted (e.g.,

cyclopropylcarbonylamino, cyclopentylcarbonylamino, cyclohexylcarbonylamino), Cs.14
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al anine, Pzc(2), On, H s(3Me) (3-nethylhistidine), Tyr(PO3H2), Pro(4NH2),
Hyp(Bzl), cisHyp, Pro(4F) or a val ence bond; nore preferably D Asp, D Dap,
D- Ser, D\Gbrmldzwlfs% D-Trp, D Tyr, D Pya( 4), D-NWeAl a, DPeiiverioep71dme(2),
Aze(3) Pic Pi C(ys(zn@ Hyp, Thz, Ai b, Abz(2), Sar, lzc, Leu, Lys,
Gu, Tharyle h e wbstm@ﬂéngnéenzwlamlaq miaphthopamim), CGr n,

e Al CLR e B o SR 2, 100,
D- NMe Al 1Ny
yp( Bl o By o o7 SR Sty I mor e oy erer abty R?'%O‘Sf ey A

Leu, Ly‘yhlctsmay hql sslbgwéye (ergf, rrtisitey fonyaming ethylsul Hglgmmo ob4dF): and nost

or 05 Sl arpde PIRG4Sl P, 2520 S0 DTy o
Pic(2), ndﬂlhﬂ{y&)llfoirylamm'ﬂﬂ nabhﬂﬁ&ls&lfoﬁl&mmﬁb bfon‘hlyz(cﬂl)boxﬁtle(&)lkylﬁﬁbonﬂ%cﬂ_ys

A u, b-alanine, Pzc(2), On, H s(3We), PCI-EHZi99 Pro(4NH2) or Hyp(Bzl).
I'n the BBbHesybstified(e-goasatyl, @59@9@6{ @V?x@ﬁl) G eirictrgliglaarkanybphishitesi ke aci d,

N -f d,
R e e T s e S e
2 4 di amenhghyclahmytcaabmxyl) s &aiy]amnbnnydrwinclmmay ba«sulo:l;nt&tled;(e g3 benz&yly1- Arg,
Nv D- d; f bl y. Asn, .2-am no- 3-
ur ol GoprisgHahiEn ilﬂ}fpyi')f\kence%@on LbaR e MRk SE St Eh e dgpsi 3
Nw- beHZyAeﬂgp%Iﬁ&w éﬂﬁalﬂr' S%B&tﬁeteatsaw Snedftefbd l%téo&ycﬁ%mgﬁﬁnhanaﬁga&th&

Hi s D-Asn or a val ence bond; and more préferably
Asn or Qlalanarhon &omeﬁdmﬂrtorﬁ Isieroatagisdf o er fval Spwuemgalmtﬂi fadmenpmgfnitrogen, as

XX04: As id | - b-di.a

ia i Bl Pben e il RsBRBAADEPRCaiRE tembyl R momiaiaatsaEP! on' ©

| ST- CyCﬂhﬂﬁﬁ&?ﬂ 1%B%Gﬁlﬂn§ipél\&mbﬂ2}7eﬂb%ﬁﬂaB?:%l'i‘tﬁn—12y16ar961%ﬂ) e%ukﬂr\%eh afalyd,
Hl S, . am Nno- o- Urel Bf Opl onl ¢ acli d

- oSy | b estrriisgy mbztmma Vdn¢1dmawbe aestiftet], &vis abigytsy p@yilvclnalcmay bmubstltuted

pentyl aspar C O ben " ne or
ARG SR PR A e R R SR CL
Val, NMaes lsuﬁn‘yl g%ul ) CQ'lM@lsu@Eﬂibﬂ wHtiPmay 86 sﬁbs’biﬁit&fl(%Gg mﬂylsulfonyl
pr ef erably Thr D-Ala, D-Thr, D-Pro or a val ence

bond; nbﬂéplﬁhﬁéﬂéﬁml - @@hthﬁwfoayl) E/ean aafrlﬂlférwéﬁvmreazpb@msawgd (g The

foll ow } ) Hyp,
D-Ala oﬁ&ﬂg ffﬁlﬂ grgﬁ r%%ﬁ{h?%lﬁﬂla’?sz\é%’%%y%%@l d@e}@or n%'}{gﬁwg‘é% gsent S
Phe20 Tysubstltufed (d.gr, @bddxy, Propiomyadxyd) Cs. (adylcdrbar(ylgxy whick maPee(sabitioet Xe.g.,
eryt hr o- Ser (3Pheny] or phenyl al anj ne whi ch, may he substituted. Exanples

of ~ subsbsnzpdaxy na ywagbosiél%)e@mélk@xywbwlwm%max| & subgtitwted (a8 be
substi t i taﬁqoye@g}qﬁgctx?vapwc gzlgy?? @8%&{%&%85@4@@ At Earb By 10 hono-Ci .

(referre y "as
alkylcarbamoyloxy which may be substituted (e.g., methylcarbamoyloxy, ethylcarbamoyloxy),

di-C;.¢ alkylcarbamoyloxy which may be substituted (e.g., dimethylcarbamoyloxy,

25  diethylcarbamoyloxy), mono- or di-Ce.14 arylcarbamoyloxy which may be substituted (e.g.,
phenylcarbamoyloxy, naphthylcarbamoyloxy), heterocyclic groups which may be substituted,
sulfo, sulfamoyl, sulfinamoyl, sulfenamoyl, and radicals to which two or more (e.g., 2 or 3) of
these substituents are bonded. The number of substituents is not subject to any particulaf
limitation, although there may be from one to five, and preferably from one to three, at

30  substitutable positions. When the number of substituents is two or more, the respective
substituents may be the same or different.

In Substituent Group B, the “carboxyl which may be esterified” is exemplified by Ci.¢
alkoxycarbonyl which may be substituted (e.g., methoxycarbonyl, ethoxycarbonyl,
propoxycarbonyl, tert-butyoxycarbonyl), Ce.14 aryloxycarbonyl which may be substituted (e.g.,
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G oup B"): oxo, halogen atons (e.g., fluorine, chlorine, brom ne, iodine),
Cl- 3 al kyl enedi oxy (e.g., nethyl enedi oxy, ethyl enedioxy), nitro, cyano,

Cl- 6 al kywowhiozhesvay be substituted, C2-6 al kenyl whi chpomyrhwesubst it ut ed,
C2-6 al kynyl which may be substitut ed C3-8 cycl oal kyl which may be

subst i tmheedxycedwml)amgdl Cah mﬁqﬂwcn@ogmlb\ghmh oag e sapstit@edifeag-kyl whi ch may

be sub ed Cl- y be substituted, hydroxy, C6-14
aryl oxilsv{’%?'lto 9"“6’@ a%e?]ﬁi?ﬁcarga gﬁ 16 aral kyl oxy whi ch may be

substi t ut ed, InSbsafpes, Giobp B, eHekyd tshille/1 ™ 86 “ORyY. whibs fraky be e dbstitied dis
arylthio V\/mch may be substituted, C7-16 aral kylthio which may be

subst i t ereaplifigddy el csihypropsl, seprapyh busd lf‘lbu@’l segrHuE, temiwed pmtyi - C1- 6
al kyd a i stituted (e.g., nethylanino, dinethylan no,

et hg/S: aﬂségen%i &%ﬁgglagn{%{?ﬁoh%5i£ ropyl am no, i sopropyl am no), nonoor di-C2-6

al kenyl am nOInVS’ubGﬁItuBﬁ}GﬂO&p By tiet i@ l4talicbng . ig the ‘iﬁzmaﬂlaﬁyh@hlc]@m&mshbsﬁmd”

i sopropenyl am -6 al ky q yl am no whi ch may be substituted

2- but y riS|EX§BRkE mny emyw AISOPTRRFTHY, 2- Butﬁ’é)ly)H 4-pgmtenril yd pnd érdwzsen byl

di - G3-8 cycl gy it uted o
el onexsl anfi h@gﬁtl o EC ey o PShiasied 0] whRN ShAPSARKLATIERS
phenyl a‘me“mpmﬁ‘mmbmﬂeﬂ #rpphtynyl- Wﬂrﬂcﬁ)-he@il-IGylal koxyani no whi ch may be

B TR CU It e e
SUbSt | tdi8huleRr & exeRpREi¥d Bﬂ%@opr@ﬁ%ebmlﬁfﬂ &Rlo aﬁhﬁ%ﬁﬁﬁ/eﬁmﬂg&l’ 3-8

cycl oal kyl car bonyl am no substi1tute
cycl opropyl chrSnbﬁgrﬂuamﬂGm}lp Bythedﬁhm iyEain bMW@Wﬂnd) Wthh may be substituted” iS

cycl ohexyl car.b I 0% H%{)’ r.b anm.n i,ch y ed
O i A e e e TR SR A
substi taftedl.(e. g., nmethoxycar bonyl am no, ethoxycarbonyl am no,

propoxyca onyl am no, but oxycar bonyl am no) Cl-6 all kyl sul fonyl am no whi ch

maylSbe subst IntSRbéi!Itu(ﬂ@ (group Reth¢y1(‘su$ arg eyl imithe“C et h{ﬁﬂgdlwlmwllnah‘bﬁ o), C6-14

napit nyt SoHHER, oot Ris e B bHE i aEhochH, FRhbRasr oo P SRR o 1 6™
al kyl C afidphthyilmehiic D, 2@%&?@1@1&5@53-1311@5}@&'@% Ql—phergd'@lityl 5- dhé@ﬂ]p@ﬁyﬂ 2 pi varoyl),
- cycloalk | car bony. be substitut cycl opropyl car bonyl ,

cycl opebiphenyhrimstayl, 3- @9@1’6%&1911’6&%47%1)}16@ yimsthyl) cycl ohexyl car bonyl ),

2 napht oyl )™ GO A B eC AR Y e € f ko AR may'pe SRR

phey| aie ekymphﬁed pheethbyy, ppopry| opapdty) a»h{oyty,slecbiattbxw s&dbtoxy, pertyloxytaad ed
het er ocyc !c car bonyl including, other than carbon atons, from1l to 4
het er oat X¥f one or two speci es selected fromanong nitrogen, sulfur and

oxygen (e. .y subgﬁ&h (ﬁ{xlo% Qf%tll, g Eﬁ‘ﬁfé@‘)d(, ” iryfo%'wh[lchm

nnrphollnoca ony hi o | i noca pi peraz car nyI
pyr rol i siibstitited!” coexeoplifipd by @hémahyﬁy, \l\knaphthy’mycylaed ésrtaphuhy]oeyl car barmyl whi ch

may be subst téjutbgtqtuenct r((i)u;é;l 3 eSL& 16 Ql)elllkme Iyg r1]n H;a X 7?6 a'lsru og(gf%h?ql may be
25  substituted” is exempliﬁed by benzyloxy and phenethyloxy.

In Substituent Group B, the “C,.¢ alkylthio” in the “C;.¢ alkylthio which may be
substituted” is exemplified by methylthio, ethylthio, propylthio, isopropylthio, butylthio, sec-
butylthio and tert-butylthio.

In Substituent Group B, the “Cq.14 arylthio” in the “Cq.14 arylthio which may be

30  substituted” is exemplified by phenylthio, 1-naphthylthio and 2-naphthylthio.

In Substituent Group B, the “Cs.;¢ aralkylthio” in the “C7.j6 aralkylthio which may be
substituted” is exemplified by benzylthio and phenethylthio.

Substituents on these “C,.¢ alkoxycarbonyl,” “C,.¢ alkyl,” C,. alkenyl,” “C,.¢ alkynyl,”
“Ci-6 alkoxy,” “Cy.¢ alkylthio,” “C;.¢ alkylamino,” “C;.¢ alkenylamino,” “C,.¢ alkynylamino,”
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(e.g., nmethylsulfonyl, ethylsulfonyl), Cl-6 alkylsulfinyl which may be
substituted (e.g., nmethylsulfinyl, ethylsulfinyl), C6-14 arylsulfonyl which
may be suetioutresds( e. g , phenyl sul fonyl, 1-napht hyl sul PomyP2009/071919
2-napht hyl sul fonyl), -14 aryl sul finyl whi ch may be substituted (e.g.,

phenyl st 1f6|aH§qualllm¢ { ‘Fﬁlmﬂlﬂgdwrbw 7 “@+ aalkpisulonyd] r Cay kikylsalfinyl,” “Ci.6
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but oxycaéhd@qrxpma&xlyxy rmlh@tlteqntsarmemmplaﬁ ProfFPmanep fivh Shwnsetw&@tfmed

e. I | ox
(i 8 A SR AN G B GBI oain o0 bIAGREBRIRY, Py
nmono- Qﬁoﬁb o@ﬂ:-ﬂ:{ls ancylagﬁn@aﬂmd_ oxgh @éli&hylammobe:g §ulpdbalkylt €¢ls blkogy, Ci6
phenyl car banmo onyC ﬁlﬁy hyl car bam) on het ergcyclic groups which may be
1-§

subst i takkqxycarbonylel ltélHBgﬁFl 6%1&11?1} yéh - alkylspdomlohe : ag%\ﬁdnﬁramne% s to
whi ch técé)n?o ggbaﬁfcﬁn( Bk este?iffdll, ht 8{1 %@arﬁb&gﬁg I,h}b%tél B102048 %1 dBe

nunber stituents 1's not su to any p tlcular I‘'mtati
al t houghethhleaanmyl, bthyldatdmmyd, dleCfd alkylcarhampylde gy, aimnythfytoarhamgl to three,

b : nmb f b ' :
thd D afiubilcigngaRS et ARy mBY RS Shi-r- T CEPBTON Frf-Substi tuent
G oup %hehﬂ@arbﬁﬁf)?lo’fﬂ n‘gmﬂgﬁgrbﬁﬁlﬁ?de rﬁéﬁtﬁ?]e&ﬂbﬁ&oyl)%ﬁm bf b @l Ry7Cl-6

al koxycar bonyl e substitut met hoxycar bonyl ,
et hoxy aaetbergd hetpmpdlwqaabdnmw includéng, othet ;hmyadaolncmyhs, froBgonstto four

aryl oxy r ban i ch ma be su t ed enoxycar bon Cr-16
r oy SRR ) PR Y S et drege fistden RS S iehy t ' 1°
phenet |b5’|rig Léﬁﬁfahfb@}”ﬁ lcattasddyl, u QAR ltzhﬁu {caBoamhdsy|3- 1N the
"Cl-6 al'ky ? whi ch naypytgied?substltyut g%&ld% exerrg |f|eedr§by metdk%l et hyl ,

pr day| thlesﬂpwtbpylbyl)butyl i sobutyl, sec-butyl, tert-butyl, pentyl

|sopentyl Subsid t uen p> o "C2-6 al kenyl"
in the ' ge ;qou%% té?ntﬁm%%xnégpsgiéue’%ﬁl%t | tsmaer&foxy%arg | |‘6ed by vinyl,
prope nYZ{ralkyl%QWdﬂ&ﬁMf’ “czs ?jﬁﬁl@l'k}}l"Y‘bé 1A%rpﬁ°ni‘©{116lafalkyland36§4 &gm@-”l “(Ylig 1IN
Substituent G oup B, the "C2-6 a »dn the "C2-6 al kyn whi ch may be
subst i taselkpoxy,’s ﬁmlﬁluq, o azallﬁdﬂ% [‘Cy4 cychoaiefemino,™ ﬁs namlammo 38

5- hexyn; Sk »B ol |, Kyl e -
cycl oal § %i}ﬂulééﬂ’ ‘%5 bde:6 E‘%g};l‘f‘%% G- §6hag§<ue(§7%?t%f) ﬁg %a t%zc %dﬁl?eéé%
cy@oob Llieydrocybyic bﬁk}bﬁﬂj{l}dhclamﬁg,cothérﬂhrﬁmlrborﬂ dlorhklfedrhtite mtheﬁfro dni3, oﬂohe of o 14

aryl" in the "Co6- 14 aryl which may be substityted"” is exenplified by
pheny| ,SPeciphisitcteA from aﬁ&ﬁﬁ@mﬂgenﬁubfpbﬁ%%wn 3Csnqplspit g»mf 4C191113henyl yl

and 2- ﬁ'{j«'lrs&m’lg'l,” “Cs.3 cycloalkylcarbonylamino,” “Ce.14 arylcarbonylamino,” “Ce.14

arylsulfonylamino,” “Ce.14 arylcarbonyloxy” and “mono- or di-Cs.14 arylcarbamoyloxy” are

exemplified by from one to five substituents selected from among halogen atoms, hydroxy,

25  carboxy, nitro, cyano, the above-mentioned C;. alkyl which may be substituted, the above-
mentioned C,.¢ alkenyl which may be substituted, the above-mentioned C,.¢ alkynyl which may
be substituted, the above-mentioned Cj_g cycloalkyl which may be substituted, the above-
mentioned C;¢ alkoxy which may be substituted, the above-mentioned C,.¢ alkylthio which may
be substituted, the above-mentioned C,.¢ alkylsulfinyl which may be substituted, the above-

30 mentioned C,.¢ alkylsulfonyl which may be substituted, the above-mentioned carboxyl which
may be esterified, carbamoyl, thiocarbamoyl, mono-C,.¢ alkylcarbamoyl, di-C;.¢ alkylcarbamoyl,
mono- or di-Cq.14 arylcarbamoyl and mono- or di- 5- to 7-membered heterocyclic carbamoyl
including, other than carbon atoms, from one to four heteroatoms of one or two species selected

from among nitrogen, sulfur and oxygen.
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In Substituent Goup B, the "C7-16 aralkyl"” in the "Cr-16 aral kyl which may
be substituted" is exenplified by benzyl, phenethyl, diphenyl nethyl,

1- napht hywoebtwi76898- napht hyhnet hyl , 2, 2-di phenyl et hyl , p8TphEnybIOOPYI |

4- phenyl butyl , 5-phenyl pentyl, 2- bi henylylnethyl 3- blphenylylneth | and
4- bi phenyl yI hre‘ittlvyﬂltuentrﬁrsupﬁ exaraples dmpﬁrecychheroumwmdm Rayxye substitutes™ C1- 6

| k whi b b d .
sopor pePa SR ReRBER RS et M ey P aen ea iing
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be subsinhy bé @Lﬁbstltlﬁedeﬂﬁrﬂbbi/é eatibiyed @4 dulkdryl vhichtriyy b substittedpibletaboe-

| sopropylthio, butylthio, secbutylthio and tert-butylthio. In Substituent

G oup Bnentpned &g yli Which may besybstitetsd. the abayermensionpd Cps r¥gjoalleyl which

substi t It

2- naphtﬁgfg%ﬂb%n n Su sa{bgf)?%g%%ﬁ oup' Q}ﬁ }&ﬂ{é@?ﬁ%@%ﬁrﬂgmg‘?ﬁﬁﬁf& bov% t he
C? 16 memidny:dﬂyé alkoky ethichayaypbe smhsatdted;tl&chbovsn&nemﬂdl (fﬂMkyb‘gtndDWh&hl théy 0

PSR g RO LGSR O, ORGSR B ey -
"Cl-6 a.'n%ﬁ(tk&fza ¢ arafiegrRioalHi SN Ha 'Peréﬁbsumé@ tﬁe Aoy @Hérﬁ%&i)c - SkyRulfinyl
R {oh;

al koxyam no, al kyl car bony al kyl sul fonyl,
al kyl suwmchyma,y ‘be' sﬁhstﬁutad e abmtmnymtmmdu@,s 14 drgibukbingl Wb»chmaayﬂmwabstrtuwd the

alciogyg I sul fo‘g’/ég B%E%lsléf% égvgﬁqky%/l %ﬁ)ﬁ‘%}l‘qug{@yﬂleghavermenr@rfdé% 14

al kyl Ca&r?f%ﬁlf&ﬁﬂ%clﬁrﬁ@ﬁ bé suRAhie@ R MH60ERIdntibAY RYbdxyPIFHhRAGdyObd dskified,
substituéents sel ected from ampong hal ogen atons (e.g., fluorine, chlorine,

br ol necarba@@nyrhet)nocmzbmmﬂy momycﬁv‘1@@@}kyla¢rbmoylndjri9weoalknlpa1@4meyla moppaod dieCs-

T koy ol epPar e Aot AR S 5- o Fandifbeiid neseebeym® &Biboyisiding sitor ¢ ne

above- nipah taB6s atoaisPRIM onehd Edur Meerdiorfs besrel dredo sﬁ@i&%@mfﬂed fidm a@erpanoyl ,
nono- C1- 6 al kyl car barmyl (e.g., nethyl carbanoyl, | car banmoyl ), di-Cl-6

th
al ky| canigagesy ulfus agd oxm%tﬂwﬂeérad gugraples ingude i) ISc tor bémmbered (preferably 5-to

t hyl 4
ohemy o el Wtaic AR I8 forfls 0 3 I BRRR st Fnflic heterseaelic,
5- 200 Tgroupsyasd i) ineh@may grdups obtadyl remoingdhy one Bydioger fiem fedan AR to

atons, fromone to four heteroatons of _one or two species se|lected from
among nl§- fn@g@ﬁre dsterehridgad nagy&fﬁ e '@S-meznbered aromat?c heterocyclic group is

especially preferred. Illustrative examples include aromatic heterocyclic groups such as thienyl
(e.g., 2-thienyl, 3-thienyl), furyl (e.g., 2-furyl, 3-furyl), pyridyl (e.g., 2-pyridyl, 3-pyridyl, 4-
pyridyl), thiazolyl (e.g., 2-thiazolyl, 4-thiazolyl, 5-thiazolyl), oxazolyl (e.g., 2-oxazolyl, 4-

25  oxazolyl), quinolyl (e.g., 2-quinolyl, 3-quinolyl, 4-quinolyl, 5-quinolyl, 8-quinolyl), isoquinolyl
(e.g., 1-isoquinolyl, 3-isoquinolyl, 4-isoquinolyl, 5-isoquinolyl), pyrazinyl, pyrimidinyl (e.g., 2-
pyrimidinyl, 4-pyrimidinyl), pyrrolyl (e.g., 1-pyrrolyl, 2-pyrrolyl, 3-pyrrolyl), imidazolyl (e.g.,
1-imidazolyl, 2-imidazolyl, 4-imidazolyl), pyrazolyl (e.g., 1-pyrazolyl, 3-pyrazolyl, 4-pyrazolyl),

_pyridazinyl (e.g., 3-pyridazinyl, 4-pyridazinyl), isothiazolyl (e.g., 3-isothiazolyl), isoxazolyl (e.g.,

30  3-isoxazolyl), indolyl (e.g., 1-indolyl, 2-indolyl, 3-indolyl), 2-benzothiazolyl, benzo[b]thienyl
(e.g., 2-benzo[b]thienyl, 3-benzo[b]thienyl), benzo[b]furanyl (e.g., 2-benzo[b]}furanyl, 3-
benzo[b]furanyl); and non-aromatic heterocyclic radicals such as pyrrolidinyl (e.g., 1-
pyrrolidinyl, 2-pyrrolidinyl, 3-pyrrolidinyl), oxazolidinyl (é.g., 2-oxazolidinyl), imidazolinyl
(e.g., 1-imidazolinyl, 2-imidazolinyl, 4-imidazolinyl), piperidinyl (e.g., 1-piperidinyl, 2-
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pyri dyl car banmoyl , 3-pyridyl carbanoyl, 4-pyridyl carbanoyl,

2-t hi enyl carbanoyl, 3- thienylcarbanoyl) . In Substituent G oup B,

subst i t ueanDM76$96- 14 aryl oxycar bonyl ," "C7-16 ar al kyl exygezdogoybid' " C3-8
cycloal kyl," "C6-14 aryl," "C7-16 aral kyl," "C6-14 aryloxy," "C7-16

ar al kyopiperidinyls 3-pipeaidjnytl i4-piperidiayl).imperazinkl(etghi lopiperagidayB 2cpipdrazindyl ami no, "
"Co6- 14 ar ¥p|61a ] ngmi' "'Cn?f'sh cl oal kyl carbonyl ," "C6-14 aryl carbonyl,"” "C7-16
ar al kyl C8F 8!?9?, ﬂ’éo PR Menber ed het er ocycl i ¢ carbonyl including, other

t han car bon BiQiBstitueht0GroliptB) edahifiee 6 cRitaoyDd ivhdhem®y bd dsted arxhiRl €¢t ed
from anong nitrogen, sulfur and oxygen," "Co-14 arylsulfonyl," "C6-14
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abokPenelﬁIﬁth_aj gﬁﬂﬁmaahamﬂﬂ&ﬁwﬁﬁmﬁﬁ%ﬁ%%ﬂ)@&%bgﬁt \egtylqappamoyl (¢.g.
above- IRl LB ANt AelRY, 2Rt Riakidnkthl), GRABAGRAL 5- oY-RERLBRADY!

nono- C1- 6 al kyl car banoy al kyl car banoyl”,” nono-

di - C6- 1kerptyddictsarbapioyhimdludingpother thdin carbon atwons,; nehrodoechdiabaoms pf bag or

car banoyl includin t her than carbon.ato fromone taq four . heteroatons
of one B0 TRECE PRI TR Amang Ao, SR AR Pryash AImLS & P IBSOATRN 1
Substi t id§ca8RmEBy], £p3HRYRErbahoyNelseAAYAbhsodl IURISnYIBArBAMETY, 288 5- to 7-
subst i t%?gg"ﬁiencl ug}é 5- to&14- men%er.e'd f(i)ﬂm)noc cﬂc, _bicycli c?ﬁzr tricyclic)
hetlr ocypembered cyelpscarbrsnaid (g, 1-oyrrehdinilgarbonylh drpiparishinylcarbenyl.one to four
het er oat ons__af , one _or t eci es selected fromanong nitrogen, sulfur and
oxygen?llIl | ceﬁ"ygl;ern(%{%@o%é\grﬁ'?subst Ituted with a substituent, including a
hal ogen at onin $ubdfitueit Goup B examples 60:antiié MdicH gy BOISHRAL iitdhedt £alinbs

al kyl which may be substituted, the above-nentioned C2- al kenyl which may

be subswhichteay besybstitpied svithenes o eroups spehyanthe apavermentipnpd Co.qplkyyl whickd
t he aboye: ' - whi : i L
ool ERBAIR: e Brchonlonid LB pR LA v

above- nentirone ovenent oned
Cl-B al mentyonstiGzly aliyybehivh bsdyl Helsubditutedetha bbyse-metioned €4 s Cyeléalkylisyhithi o
whi ch may be substituted, the above-nentioned C6-14 arylthjo which may be

subst i t BEBAS SHRE e JRe A0V ERrBtoReA G4 YA MY R FRB DeATRsH e, el a At ut ed,
(1 SRS B A BB UGh BB HRity 1
substituted, the above-mentioned Cs;3 cycloalkylcarbonyl which may be substituted, the above-
mentioned Cg.14 arylcarbonyl which may be substituted, the above-mentioned C;¢
25  alkoxycarbonyl which may be substituted, the above-mentioned Ci.¢ alkylsulfonyl which may be
substituted and C.14 arylsulfonyl which may be substituted.
Preferred substituents include halogen atoms, hydroxy, C;.¢ alkoxy, C.¢ alkyl which may
be halogenated, C,.¢ alkoxy which may be halogenated, amino, nitro and cyano.
In the above formula, XX06 represents preferably Phe, Tyr, Trp, Tyr(Me) (O-
30  methyltyrosine), Thi (2-thienylalanine), Nal(2) (2-naphthylalanine), Cha (cyclohexylalanine),
Pya(4) (4-pyridylalanine), Phe(2F) (2-fluorophenylalanine), Phe(3F) (3-fluorophenylalanine),
Phe(4F) (4-fluorophenylalanine), Phe(4Cl) (4-chlorophenylalanine), aMePhe (a.-
methylphenylalanine), Phe(2Me), Phe(3Me), Phe(4Me), threo-Ser(3Phenyl), erythro-
Ser(3Phenyl) or D-Phe; more preferably Phe, Cha, Phe(2F), Phe(3F), Phe(4F), Phe(4Cl),
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above-nentioned Cl1-6 al kyl sul fonyl which may be substituted, the
above-nenti oned C6-14 aryl sul fonyl which may be substituted, the

above- menvoaoned7edsboxyl which may be esterified, carbawroylsp200bvonoar banmoyl ,
nono- C 1-6 al kyl carbanoyl, di-Iower al kyl carbanoyl, nono- or di-C6- 14
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|11 ustrati vendhaapavedormpalp, X¥O EQ repeasents 2-nephtbrlatapinee v1thieRylalanine) tygosine,

RS S X RARBTEY Ly SN PAOPRADN o o Bramis o
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2- napht éf‘éﬂeﬁ@d mkt)velmubgﬁtugﬁf@hp t@):?(')ﬂf qt?ﬁfo%gn atom (e.g., fluorine, chlorine,
bromine, iodine), C,.3 alkylenedioxy (e.g., methylenedioxy, ethylenedioxy), nitro, cyano, Cy.¢
alkyl which may be substituted, C,. alkenyl which may be substituted, C.¢ alkynyl which may
be substituted, Cs_g cycloalkyl which may bé substituted, Ce.14 aryl which may be substituted, C;.
16 aralkyl which may be substituted, C;.¢ alkoxy which may be substituted, hydroxy, Cs.14

30 aryloxy which may be substituted, C7.j¢ aralkyloxy which may be substituted, mercapto, C;.¢

alkylthio which may be substituted, C¢.14 arylthio which may be substituted, C7.; aralkylthio
which may be substituted, amino which may be substituted [e.g., amino, mono- or di-C;
alkylamino which may be substituted (e.g., methylamino, dimethylamino, ethylamino,

diethylamino, propylamino, isopropylamino), mono- or di-C,.¢ alkenylamino which may be
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het er ocycl i ¢ carbanoyl including, other than carbon atons, one to four

het eroat ons of one or two species selected fromanong nitrogen, sulfur and
oxygen atworo(0a76896 2- pyri dyl carbanoyl, 3-pyridyl car bameglrpr2009/071919
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Phée54F)Ci- ecailgxlqa@bqnﬂwémhernaph@emt;ute e -3H0Btyl, pmm@wlg)wamhlae@a-ssﬂ (3Phenyl ),

S TIROA Ly T ODTEE W OB, A -

t hr eo- ohl bonyl EY-HetHyRcyoRhe B 1aByhyl), Ts., Parfyitarb i WhicH®s baitatel

bhe. gl P%%)am ey Sk 4% yP%)e 4d) Phg(ﬁg:\/b R T
e

Phe ( 4Me:g-th§Rgayl sienqpswgr%rnapl@boy %ra@ke@nﬂn\yhlyh m@ﬁdpe ﬁﬁbﬁttmﬁﬁé fegabl y

e, rogrentgadt S Bbp THRhy, ditfantty st £ 3o 9 ARG Rl RS, A Sty
Phel(4F) incltig4 Other thian Cedrbe atoms,Hem 1Ty, heilélrcpatoﬂiy bf o) or tWhispedies defected@rem

Pya(4), Phe(2F) Phe(3F), Phe(4F) or Phe(4d In . the above fornmula, Azady
r epr es HRNEHRE e F‘Hé‘r apd oxyRen ARV By Wﬁ?taloquoélﬁ?ﬁés%ﬁ?@ L oylnw a

(norval Ilneﬁ))lollﬁ/&larﬁﬁyf‘lt}ﬁ&rﬁgfp\hohnocarbonyl, piperazin-1-ylcarbonyl, pyrrolidin-1-ylcarbonyl),
carboxyl which may be esterified, carbamoyl which may be substituted, C, alkylsulfonyl which

may be substituted (e.g., methylsulfonyl, ethylsulfonyl), C,.¢ alkylsulfinyl which may be

25  substituted (e.g., methylsulfinyl, ethylsulfinyl), Cs.14 arylsulfonyl which may be substituted (e.g.,
phenylsulfonyl, 1-naphthylsulfonyl, 2-naphthylsulfonyl), Cs.14 arylsulfinyl which may be
substituted (e.g., phenylsulfinyl, 1-naphthylsulfinyl, 2-naphthylsulfinyl), C.¢ alkylcarbonyloxy
which may be substituted (e.g., acetoxy, propionyloxy), Ce.14 arylcarbonyloxy which may be
substituted (e.g., benzoyloxy, naphthylcarbonyloxy), C.¢ alkoxylcarbonyloxy which may be

30 substituted (e.g., methoxycarbonyloxy, ethoxycarbonyloxy, propoxycarbonyloxy,
butoxycarbonyloxy), mono-C;.¢ alkylcarbamoyloxy which may be substituted (e.g.,
methylcarbamoyloxy, ethylcarbamoyloxy), di-C;.¢ alkylcarbamoyloxy which may be substituted
(e.g., dimethylcarbamoyloxy, diethylcarbamoyloxy), mono- or di-Cg.14 arylcarbamoyloxy which |
may be substituted (e.g., phenylcarbamoyloxy, naphthylcarbamoyloxy), heterocyclic groups
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(cycl opropyl al ani ne), and preferably represents Leu or Ala(cPr). The
followng is also preferred as XX08: Leu, Nva or Val. In the above formula,
XX09 reprweam(mnamglﬂl ne whi ch may be substituted, |ysireToR2oMon@pw be
substituted or ornithine which may be substituted. Here, the substituent in
the ar gWhJChénwhecwbstaytede%ﬁQbsﬂfatrwédulﬂn}movib sum@moah;anéea@mwwmlede
orni thipe which S r ut.a er f Cl-6
al kyl g?o%%rse (fg gﬂ 84 331%{ ﬂlléP gub%ﬁm?&s Srreobﬁ)fll é)l E@epr b@ ro Bﬁ?S?henﬁ lsffitsu ec‘f
groups {oeang part mymtaﬁb@mlmeu h)theﬁ@iﬁ@y bERbBSRRIS fipe, anﬂrp@é?fbﬁébl?r%m Ghé to

(ornithine), L (Nw et hyl argi nine), D-Arg or Arg(asymve (asymmetric
NW m di HEechgt salbgitma ke)positigpe ngredmwbe;\pésuhﬁg THIEMs)is Byo QILIA?TQ; ARPPESEYe

m)r pr following is also preferred as XX09:
% ﬂb@ﬁﬁ%%@?§%€qﬁ\r g% %%Hﬁl n the above formula, XXA O represents

2 napht hyl al BvSubstituént Groap Y, detithrb@xyl whiok niag, behrefificd’ Brexamplificchy Gy be
substi ta%ed or tr pt oghan whi ch g be substituted, anpl es of
subst it Wf}gcaltbﬁay BEY hssubstitwied (g2 methomesybenvhrhreyitibewlmay be

substit ﬁgxa%&bto'ﬂ tr%@&t?&éf}%&rb%&lﬁ *bﬁ?gplr?cg:g%%%h&lt%eﬂn{ ﬁe%ﬁ&t&%@%é&é uent.s

sel ecte m ano l'owm ng”(re to collectlv y as 't uent
Gr oup Cbl)enomyuarbomyl)aﬂm@éﬂmatalkyl@chrbpnﬂ winich ney belsubstituted (dbg.om ne, i odi ne),

enedi o e ene |oxy, et hyl enedi oxy), nitro, cyano,
%HZY mﬁf’(@;@g @B’g‘s - C2-6 al kenyl which may be substituted,
C2 6 aI kynyl ivdiivett @HtYGI*?ﬁ @Jlﬁ%"d taﬁgﬁl” {m3h8 “Cy.ShIRF ¥iich Wy sIBMithed” i
substi tuted, nCG- ¥ \ME| 1 be "substi tu%/gd C7. 16 ar alsky 1V\/m clﬁ may

be subseiemplifidd b&:lneﬁh)dl %bﬂypmb’b FSOHBAPYb dutylsebiutylt sse: -butyldtensdyutylQsenty,

aryl oxy. vvh| stituted, C7-16 aral kyl oxy which may be
subst i t GPRH! h’éﬁ%’ﬁlbt%an%% §1t al kyl thi o which may be substituted, C6-14

aryl thi o whi msymitues: Giobs C, e ‘€. aliendP iAkd ‘@zl sldkeayvhieh nli@ybetk@bstltuted”

substituted, am no which nay be substituted [e am no, nono- di-G -6

al ki3 arisiesemplified biayingle papeyli ISQETQECI(Yé» Zgbu'teh'étﬁy‘ﬂ'@ﬂiltm-l JduanétSHngnlné
et pytam no. SR G B AT ARy SRRLRA ATAR) whilR8s, O o laic®

al kenyl am no pr op

ISOprOpsrexérﬁphm)bymuﬁjnam yymﬁeamnnpymdcsahm p91 subst i t ut ed (e g ,
2-butyn-1-yl am no, 4-pentyn-|-ylam no, 5-hexyn-|-ylam ng), npno- or di-

3-8 eycl oal InJubsiifventésrouh quﬁF ‘Be 8§M6‘9@]ikb’ht1€(ﬂhf( Ly cyc@g&qybwhwbymafnbeno

YoMk oSBT A BT TR, 1y b

sulddt it ut ed IneSubstitusrt Groxip @yithed':Cqal AGXYiarthatCs. praoyi ewhietningp be substituted” is

Subst | [ Py POt A, 2 BHESR Y P aeRE L3 ER Sy e Hpperg and 2

cycl oal ir bonyl ami no whi ch may be substituted (e.g.,

cycl opropylcar bonyl am no, cycl opentyl carbonyl am no,

cycl ohexyl camdSubgtiarentGioup G thed Gy hatkylibmythaCnge avdikydhwhielymag bsubst i t ut ed

(e.g., substituted” is exemplified by benzyl, phenethyl, diphenylmethyl, 1-naphthylmethyl, 2-

25  naphthylmethyl, 2,2-diphenylethyl, 3-phenylpropyl, 4-phenylbutyl, 5-phenylpentyl, 2-
biphenylylmethyl, 3-biphenylylmethyl and 4-biphenylylmethyl.

In Substituent Group C, the “C;¢ alkoxy” in the “C,.¢ alkoxy which may be substituted”
is exemplified by methoxy, ethoxy, propoxy, isoporpoxy, butoxy, isobutoxy, sec-butoxy,
pentyloxy and hexyloxy.

30 In Substituent Group C, the “Ce.14 aryloxy” in the “Cg.14 aryloxy which may be
substituted” is exemplified by phenyloxy, 1-naphthyloxy and 2-naphthyloxy.

In Substituent Group C, the “Cy.16 aralkyloxy” in the “Cs.j¢ aralkyloxy which may be
substituted” is exemplified by benzyloxy and phenethyloxy.

In Substituent Group C, the “C,¢ alkylthio” in the “C, alkylthio which may be
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benzoyl am no, napht hoyl am no), Cl1-6 al koxycarbonyl am no which may be
substituted (e.g., nethoxycarbonyl am no, ethoxycarbonyl am no,
propoxycawbanmlltﬂu'mo but oxycar bonyl ani no), Cl-6 al kyl secfromrydognime whi ch
may be substituted met hyl sul f onyl am no, ethyl sul fonyl am no), C6-14
ar yl sul Substitpigey mxmipbgew misthydthiss ethy dpl(oeylghlo lpmnwlﬁm,fwm@nsn@r

2- napht 1-napht hyl sul fonyl am no)], foraiyl, carboxy, Cl-6
al kyl ca%ﬁy({) Lgvd:%hab %e substituted (e.g., acetyl pr opi onyI pi var oyl ),
C3-8 cycl Oa|Ih)Sub§titbéHt}Groub@ﬂleﬁ@é 1P@yRhiB3 in ﬂl@f@li&rm«o which may be

cycl opropyl car bonyl clopentylcarbonyl cyclohe carbonyl

| -net h VEP@%W&@PB%?@WP henglthio, imaphthyisagnd \:Mﬂaﬁ abiobe substi t ut ed
(e.g., benz n “ may
be gubst i tu?éo?“k’%‘ftg‘?‘?t%%% ﬁlcee:[t)%] g}gmﬁﬁheny ‘r%gp{g{’)h@ﬁﬁ‘?@%tg%hf ?%%Q
subst i tsubstitutad” iscexémpshﬁb@bﬁdemlthroom;iq)hem:eth)dﬂ]ﬁmnyI i ncl ud| ng, ot her t han
carbon atons, from1l to 4 glgﬂ f on(g‘ or_two_ spec dfrom

among ni t r ogBPsLEEnts gp ﬂ%ﬁ?ﬂ Yk'e” 6 alkeyle dezs ny ”I“S‘ oyl ,
thenoyl«c f gL ocC I»0 e
pi peraz: n- % grl%ny Bi;g)rro Wam{’ﬁl&car onyi % ca ooxg%/é a\ll\llhifmcylan[r%lm?o be
esteri fitad alkoay:hmmny’l “%laﬂtylmlyorb'é” S‘Gbs alkylstléahyl, Cl‘Oﬁi.e alkivlsulinyl, 8 ¢} ¢ V\/m ch
nay be stjtuted. onyl ,,.eth Gl

001 s ARG PO s e s %W gy Crs

et hyl s Wity iydrbonyidieyl 4@ ydiRoH v b yhy 16k € PmBRY- @ “di-Cy ¢
phenyl sullt}?onglon nap@alt%yl sul fony M'% nIinlpht %I sul fonyl ) y%é/( 14 arlyl 1suI finyl

whi ch milyylm @n%doxx”wbam(lemgare epbplified by frmyll oneto fizp hmbs;mmtstchyted from

2- napht hy] | bstit ut ed

acet oxyosedpl s G yhuctics oGk BERAR ol SRy B By Bl ©
(e.g. da&n%tmt onmemrmldi@&pﬁwlagﬁﬁa C393cyéloalklyp>ofl6faﬁ<ro&9rm HXy which may

be substltute yg met hoxycar bonyl o et hoxycar bonyl o

pr déox;ﬂi@’@éﬁbpm balkpithie tamllyyls»lgiylyl Gon@lkmuléorml,ktye @bmam}tmw whi ch

oy AR B S sterlly Vo SRR TR bmoft oS L MBI oty 1 °
di et hylmahﬁammowkthymmm@t) di-emamﬂcafomh@ﬂr(b@tmmhahylcmaﬁi@ynay be

substituted (e phenyl car banmoyl oxy, napht hyl car barmyl gl),%) , heterocyclic
gr oupsviHgt bﬂcwﬁymeél siyinethyicaameyl) fraoncs or dafreyd arylsabpinazkfyg-,  sul f enanoyl |

and ra e bt ents are
bonded. @ﬁ&léarb%g&l ‘f\t}‘ éﬂ@g{%ﬁ uen léﬁgagﬁ%y?cafba}-i@ )%E‘lotngbﬁlé pgzrflt ?ctﬂw
|'i rA0t athenberad héteroghclicherieanimy inntuding wtien thaneaftionatons) dropt efietodbly from one

to three, at substitutable ions, When the nunber _ of ubstltuents |s
two or hesreat oqﬂﬁ.e? ?lefswéw S\Pég% ¢otad {50 amerg nﬁfé’gteﬂesuéf&ﬁé“‘ﬁ?xy&?fl? g5 n

Substi t e xenpl i fied
by Ci- ygﬁ(ﬁ car% :7' %ﬁg%wg %Zﬁ%l?iﬁé?ggyl §tﬂ%h}tlbﬁgﬁgx cgr bonyl ,
et hoxydhtehyingmbampyk)poxycar bonyl, tert- butyoxycar bonyl) C6- 14

aryl oxycar bcinsgubstltlugrpt (Elr%}ip %(,a su %gtsl}elrlgslétll 6-14 a-1’910’?(}’0a’mbonyl’” “Cr-16

25  aralkyloxycarbonyl,” “Cs cycloalkyl,” “Ce.14 aryl,” “Cy.1¢ aralkyl,” “Ce.14 aryloxy,” “C7.16

aralkyoxy,” “Ce.14 arylthio,” “Cs.1¢ aralkylthio,” “Cjs.g cycloalkylamino,” “Ce.14 arylamino,” “Cs.g
cycloalkylcarbonyl,” “Csg.14 arylcarbonyl,” “C7.1¢ aralkylcarbonyl,” “5- to 7-membered
heterocyclic carbonyl including, other than carbon atoms, from 1 to 4 hetero atoms of one or two
species selected from among nitrogen, sulfur and oxygen atoms,” “Cg.14 arylsulfonyl,” “Ce.14

30 arylsulfinyl,” “Cs cycloaikylcarbonylamino,” “Cé-14 arylcarbonylamino,” “Ce.14
arylsulfonylamino,” “Ce.14 arylcarbonyloxy” and “mono- or di-Cs.14 arylcarbamoyloxy” are
exemplified by from one to five substituents selected from among halogen atoms, hydroxy,
carboxy, nitro, cyano, the above-mentioned C; alkyls which may be substituted, the above-

mentioned C,¢ alkenyls which may be substituted, the above-mentioned C,.¢ alkynyls which

102



phenoxycar bonyl ), and C7-16 aral kyl oxycar bonyl which may be substituted
(e. 9., benzyl oxycar bonyl, phenet hyl oxycarbonyl). In Substituent G oup C,
the " Cl- 6wel2kpld7es98 the "Cl-6 al kyl which may be substi Patraeioods71919
exenplified by methyl, ethyl, propyl, isopropyl, butyl, isobutyl,

sec- but JaRy be sibstifted; the aheme-yentip 7t gicloafietpwhich mayre suéwuted,l the above-

Subst i t 6. al ke be
ubst | ¢ BRI B ehasd Aftied i inkioe pbfbulegmeleays-Bptiiea GRSIOUAR .75,
4- pent efudichisyhiah tha F-bb sxisstituked khe dBdvOuGtiohetEO] s Akl fi: F'l fabiRals %ﬁl mbkypey!
in the "C2-6 al ky whi ch may be substituted"” is _exenplified

2- but ynquS‘ﬂutedélﬂE pwmr:ntyqneér?d ssligydsulienyL rpdicals whighymay be é‘l‘hStlt'Jt% BeC, the

exerpl | 108 isticotd bl il e nl bl il oL bt bibpe
Subst i tﬂﬁglﬁlkﬁcémbamﬁyl ihe; ¢ ﬂﬁy]]:drbamy)b/l monot bledl Chry Jiﬁ}’léa’rbdmm lafdh noRy- bredi-

substituted" is_exenplified by phenyl, 1-naphthyl, 2- naphth I
2-bi phedryiPyfmemb ﬁqeghsﬁ%gﬂcwhc oo digals iipding aibe thenthan canban afems; fromerne

Goup Go hlifhetrdarbhsd @t)é(&l fwo éiSe&Q?sil&ze fod ﬁ"gﬂc{ﬁé %eny ity taﬁcg?xygen

substituted" 1s exenplified by benzy enet
1- naphthyhmethyl 2- napht hyl net hyl , 2, 2 dlphenylethyl 3- phenylpropyl

BT P RIS BRAEY it o IR e i G R SR, S
al koxy il SWI@ﬁeﬁB@&H'(&HB&Q’chb Soi&yeRiEPor tﬁbf‘dilcpHet@i%%?@i&ygro@ﬁshﬁé‘lﬁdmg,

propoxy, isoporpoxy, butoxy, Isobutoxy, sec-butoXy, pentyloxy and heXyl oxy.
| n Subsothentban cz@cmptom,s, ﬁrdma chegoe fiotr hcﬁ;tqat«yﬂs q)ﬁmtem tW@Gperdesacly:bT@d yromwhi ch may

be substitute |f|ed h X

- napht PEGToRi sTHEARY GEres né%% Vel Bibhipe iy SR AR B Sispbtineentcr. 1
ar al ky| gghadimy £hal hﬁnsftyaﬁﬂ té&r intr tHI ¥o | ©Yalid Gvhich
phenet hyl ox§,/Hgl In déﬁﬁsat i tuent 86K 8,/ @&?&HU ea%gv’éllt ﬁ?g&zdidn the ™ Cl1- %

al K\ t hingy bR selstifrigd, lﬂw!mg@-memlemed Cxs aik@:yb whiqhedasb substitjatedhthe abeveny| t h| 0,

ropylt ro | t C rt t
Subst i ¢ Hefiorsh s S Ry e b iR R ey i Lo LGl
be subsinay bt eﬁbstmﬁecﬁ;wabbvé h%dubxyem@mbfl Ritich Ishayl 89 bmmhitéd theadbdve-
2 napht hyl t hi o. In_Substituent G ou Cr-16 aralkylthlo in the

C,
" C7- 16 wentionediChis@lkopy evhichapaybe §!h§gﬂn@daf}ee&bowg-n@%§ﬁwd €i- aeaikﬁgluva| B o

a|ng Fhegeecé.ﬁ%{lﬁlwothe%\i&éqt %%th&{eﬁk )9 ﬁ4 %@ﬁﬁﬁ) wlgzl.ﬁ ﬁxa@lblé%ﬁgﬁﬁﬁ@&) QMJ: above C1-6

20 mentioned Cy.j4 aralkyltluo which may be substituted, the above-mentioned C.¢ alkylsulfinyl
which may be substituted, the above-mentioned Cg.14 arylsulfinyl which may be substituted, the
above-mentioned Ci.¢ alkylsulfonyl which may be substituted, the above-mentioned Ce.14
arylsulfonyl which may be substituted, the above-mentioned carboxyl which may be esterified,
carbamoyl, thiocarbamoyl, mono-C;¢ alkylcarbamoyl, di-lower alkylcarbamoyl, mono- or di-Cs.

25 14 arylcarbamoyl, and mono- or di- 5- to 7-membered heterocyclic carbamoyl including, other
than carbon atoms, from one to four heteroatoms of one or two species selected from among
nitrogen, sulfur and oxygen atoms. Preferred examples include (i) 5- to 14-membered
(preferably 5- to 10-membered) aromatic heterocyclic groups, (ii) 5- to 10-membered non-
aromatic heterocyclic groups, and (iii) monovalent groups obtained by removing any one

30 hydrogen atom from a 7- to 10-membered heterobridged ring. Of these, a 5-membered aromatic
heterocyclic group is especially preferred. Illustrative examples include aromatic heterocyclic
groups such as thienyl (e.g., 2-thienyl, 3-thienyl), furyl (e.g., 2-furyl, 3-furyl), pyridyl (e.g., 2-
pyridyl, 3-pyridyl, 4-pyridyl), thiazolyl (e.g., 2-thiazolyl, 4-thiazolyl, 5-thiazolyl), oxazolyl (e.g.,
2-oxazolyl, 4-oxazolyl), quinolyl (e.g., 2-quinolyl, 3-quinolyl, 4-quinolyl, 5-quinolyl, 8-quinolyl),
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"Cl-6 al koxy," "Cl1-6 alkylthio," "Cl-6 al kylamno," "C2-6 al kenyl am no, "

"C2-6 al kynyl am no," "Cl-6 al koxyam no, " "Cl-6 al kyl carbonyl," "Cl1-6
al kyl sul fwoyb106/076$94 - 6 aI kyl sul finyl," "Cl-6 al kyI car bonyanrmoyH719(31- 6
aI koxycar bonyl am no, " "Cl-6 al kyl suI f onyl am no, ". "C1-6 al kyl car bonyl oxy, "

"Cl- 6 alseaslar (s @yl mqumolyhﬁn@oqquolﬁ 4iisopninelylatrispauinglyls praziayl,C 1- 6
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nono- or d| -14  ar | am no, . C3-8 cycl gal ky Cl1-6 al koxy, .Cl-
al koxy cRIF#eky] 4 4-pyrezglyh) Ryfdaginy] (e pmlm@w 4-pyiydazinyd), 603}1@13&&? gohyl , the

b b |,
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al Ey: Calﬁdga?tbm}zg]@lg bg?z)'o[ﬂ]thﬁehﬁ)(k gaQb&nﬁq{liLthﬂhﬁl} B—}Hegﬂf[b]miblyj'l) benzo[b]furanyl
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ity aemtagngms, P GemEn et g perit) RS g s dpingrerin,

aryl OXyzlng&Eiﬂyl) mo o]-nﬁo%@'tlﬁéﬁh@fﬂﬁ@ﬁﬁd)onw "C3-8 cycloal kyl," "C6-14
aryl 16 aral ky -14 aryl oxy," C? 16 aral kyoxy, " " 06- 14

ar yl thi o, "igBubstitaert] Clhy}llplﬂ ozca!mplesoii?‘ ethaimoyl wWhichmayobe'substuted” amoludgrtino, "

57 Lo HRSEY BE RERRRy et YRR R il T bE R I B or.

from 1 geOsubstit@icq O;.A¢yRIBalIB] whith Bhy bé/\éhbﬁﬁ@l@éde& ﬁix?p\mdhhidymeasﬁaﬁﬁuted
nltrogen sul fur and oxygen atons, -14 aryl sul fonyl Co6- 14

ar ylsul &ndrwtbamoywhszhdy@{ b%ﬁubﬂﬂ@tﬂdbﬂﬁy# hetpregyclic' g;eunﬂnahmyy baswstiutedti no,

" C6- 14 yl 0x - C6- 14
aryl car@gﬁ%@%oxy fraelgllI{t;-,&;i:uedrfr:pCIaI%m l%&a&%‘iﬂrﬁ%ﬂ migngfcl\?e u%gt%‘%%?ogﬁe)ﬁﬁg sel ected
f r om anmegylkaibagenl, aﬂ@mrbalﬁy@ﬂpaycl @ﬁkﬂ@é&ﬂ‘)amﬁyl (., dietglcatbagnoyl,
above-nentioned Cl-6 al kyls whic e substitut ed t he abovenenti oned

C2- 6 al fethylcarbamoyh e@p@@y@a@mwi%@ alkfd Cab alkexwesarhamayd (@2. 6 al kynyl s

subst 1 CHP R okl Bbhon, M AGRU IR0, imdno Al IR K Teabnfh PR, B
Ssukx i tpheﬁyﬂpaxﬁ)hmw]bdwmphmmdafhaﬁﬁymz-xﬁphi JdatBainyl yadionad sr dahﬁcﬂo Tamgmbered

substi t ut ed, bove ment ioned Cl-6 al kyl sul finyl frad| cal s whi gh may be
subst i tlaﬂt%acy lﬁé Byl pehndingseerthag cay R@/P@H}Sf %‘i‘ﬁ/‘lo purReterPatomsio Hn?ra’y be

substi Ty %eﬂ&@?elé&?é&’ﬁorﬁ%ﬂidng ,géﬁ‘ﬁiﬁﬁhﬁxcar n‘M"dg(‘gh IBYridcabdnisyif | ed,

car banoyl | ocar bano i~ Cl-6
al kyl cai-ppmdyttarbarnoyd; 4{pyrldylcﬁbam4yla2ylhle@rlbabm;abylahdlnamrloarbmoﬁb,-and 5-to 7-

membered cyclic carbamoyl (e.g., 1-pyrrolidinylcarbonyl, 1-piperidinylcarbonyl,

25  hexamethyleneiminocarbonyl).

In Substituent Group C, examples of “amino which may be substituted” include aminos
which may be substituted with one or two groups such as the above-mentioned C,.¢ alkyl which
may be substituted, the above-mentioned C,.¢ alkenyl which may be substituted, the above-
mentioned C,.¢ alkynyl which may be substituted, the above-mentioned Cj.3 cycloalkyl which

30  may be substituted, the above-mentioned Cg.14 aryl which may be substituted, the C,.¢ alkoxy
which may be substituted, formyl, the above-mentioned C;.¢ alkylcarbonyl which may be
substituted, the above-mentioned Cs.3 cycloalkylcarbonyl which may be substituted, the above-
mentioned Cq.14 arylcarbonyl which may be substituted, the above-mentioned Cj.¢

alkoxycarbonyl which may be substituted, the above-mentioned Cy.¢ alkylsulfonyl which may be
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5- to 7-nenbered heterocyclic carbanoyl radicals including, other than
carbon atons, fromone to four heteroatons of one or two species selected
from armrngorzi)tovmwn sul fur and oxygen atons. |n Substi rgenpr20@/0up1C,
exanpl es of "heterocyclic groups which may be substituted" include 5- to

14- nenb‘élbé@tu(md@M mlsulfowwhldl may b@ﬁﬂbﬁylﬁ-lt@d;) het erocyclic gr oups

i ncl udi ng, r_than 0 N& 4 f et eroat one or
two Spectes BarEaiY FERTNERAC Fipett A8 iy Gt Rih s - e bichinan
groups behal&genated St 4@&@@ \Mhlbﬂﬂnﬁyﬂiébﬁldg‘éﬁ&ied,,arﬂlﬁ@ Inkteld ave @yahal ogen atom .

hydr oxy, car nitro, cyano, the above-nentioned C -6 al kyI whi ch may be

substi t ut ed, XNQXO mﬁéntﬁﬂmfﬁr@h]éfd’l@ T Rreanpthylatanine, ﬁﬁbﬂ%ﬁl LT BT & he
P Pt M B TS PR S5 T 5, o0 e

whi ch may be substl tuted, the abovenenti oned C-6 al koxy \/\hi ch may be
substituted, the above-nentioned G -6 al kylthi o, which may be substituted,
t he above- neﬁqefe&?éﬁomémfwmf the, pBovRrATe Mmefasin gerivainey ¢fithe fymula,e

e SR o e,

above- nmusahnhde@whérem'yl sul finyl which may be substituted, the
above- oned C -6 alk on h may be substituted, the
SboE. DD SiiEchecs falamé*@ cillargay pr iRy I bmy be substituted, the
above- ngybgqﬂﬁgseﬁgr[p_qwgr Pdiehemngbe esterified, carbamoyl, thiocarbanoyl,

mono- C1- 6 al Kyl carbamdyl, di-| ower al kyl car bam)yl nono- or di-C6- i4

aryl carKXﬁBWpreants Awms(id)s Hpp, Gliys Atb, lteo, Eysqﬁh&éﬁle@Mﬁéi’Eyr&Qd{z)d{meBMyl

i ncl Udlg}l% t her than carbon atons, fromone to four heteroatons of one or
two spe E sel ected from anong nitrogen, sul fur and oxygen atons.

Pref er r g08*&iFeRl AU 208ninb)3-reidoprotorieadigr ed (preferably 5- to

10- menber ed) "aromatic heterocyclic groups, (ii) 5- to 10- menber ed
nonlax on¥X08 remsessnisSeel The ogAdaps, and (iii) nonoval ent groups obtained by

renovi one ro, f red heterobridged ring.
O thes ?rﬁseeﬂl;?éﬂigd@liaﬁgﬁﬁ@ﬂ Pﬂlg@ﬁb@}eﬁﬁ S’P”E‘@fs especially preferred.
11 ust rgﬁa(ylgr@p@agm{s%a lpsihetde aromatic heterocyclic groups such as thienyl

(e.g 2-t hi enyl t hi enyl furyl (e.g., 2-furyl, 3-furyl), pyridyl
(e.g Ipioﬁyenrwmsl@upyﬁldyi’r) 4-pyridyl), thiazolyl (e.g., 2-thiazolyl,
4- thlaz I a yl (e.g., 2-oxazolyl, 4-oxazolyl),

qgui nol i %b’raﬁesteg{s%g&r&rga@é) élgcli nol yl , 4 qui nolyl, 5-quinolyl,

8- Qo no)@(lO)OkémévdnﬂS(Phybr Tep.g., 1-isoquinolyl, 3-i soqui nol yl, 4-isoquinolyl,
5-isoqui nolyl), pyrazinyl, pyrimdinyl (e.g., 2-pyrimdinyl,

4-pyrimdinyl), pyrrolyl (e.g., 1l-pyrrolyl, 2-pyrrolyl, 3- pyrrol'yl)
d | yl =i | yl
i m dazoly (ﬁtogci g)/rle?er%glcgﬁl%maﬁknﬁ ?f t&g]agé\Zeoir%( lr1 a%ﬁﬁ Hérﬂ%a%sx!)t)th Mﬁﬁé) y

(e.g., 1l-pyrazo razo pyrazo pyri dazi nyl e
3- pyridazi nyl , X¥0@XX02aXKAFIXX04- QQ((HI-XXOBylkzaGéy-@XQSS)OCOQdDm HI_ZNH;éJ ),
IS-SiO)r(lgéf) 5saﬁt2hgreof Whlerse?ri<azol yl), indolyl (e.g., 1l-indolyl, 2-indolyl,
25  XXO00 represents acetyl or glycoloyl (preferably acetyl);
XX02 represents D-Tyr;
XX03 represents Hyp, Glu, Hyp(Bzl) or Pro(4F);
XX04 represents Asn or 2-amino-3-ureidopropionic acid;
XXO05 represents Thr; ‘
30  XXO06 represents Phe, Cha, Phe(3F) or Phe(4F);
AzaGly represents azaglycine;
XX08 represents Leu or Ala(cPr);
XX09 represents Arg or Arg(Me); and

XX010 represents Trp.
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benzot hi azol yl , benzo[b]thienyl (e.g., 2-benzo[Db]thienyl,

3-benzo[ b]thienyl), benzo[b]furanyl (e.g., 2-benzo[b]furanyl,

3- benzo[ bibuhkdes and non-aromati c heterocyclic radi cakg/prpbloasio
pyrrolidinyl (e.g., 1-pyrrolidinyl, 2-pyrrolidinyl, 3-pyrtolidinyl),
oxazolidinyl (e.g., 2- oxazolidinyl), imdazolinyl (e.g., 1-imdazolinyl,
2-imdazolin 4-im dazolinyl), .piperjdinyl. (e.g., 1-pi eri%igbn ..
2-pi peri di ny !th@lﬂ&@%qneaowﬂg in -}bﬁb@ﬁab?wfryi}cg&dp%wﬁ ﬁ@f?s . .>,ytLe various
1- pi per gaiudyd are 2ombiiel ¥ iy Wy miAPbe BRitdblPudaths il ARRSRD @ vafve (), preferred
Substituent Goup C, exanples of” "carbanoyl which may be substittted”

i ncl udecoBipadind$ lngludethash repagsehted asibotmppundNos.GB8G0 PR enmWO AP0 HOTA98Y. BF

bstituted, C2-6 al | which substituted, C - | oal kyl _whi ch
ooy e bt heompgindsieitesiled By MR Yol RE S bpbUi RS e iip S Brefimd T o o
ey be cHBpbuddNE 08t deb(15-ARetRT Jﬁrﬁ3,@‘h£&,'ﬂzé@l§?,m%92‘?rpiﬂﬁlﬁs ut ed.

10
Il lustrative exanpl es i nclude carbanoyl, thiocafbanoy nono-C 1-6

al ky| cafedhdyt-De ErpgAsn-khr-Ble-daaGlyntosu-D- Argafipe®Hpanoyl ), di - C1-6

ot ! e RPN oS TR  D A AREL Y TBRIERRY e o,
nmet hyl (Aewgﬁxmﬁq&feb@igqny,LeatﬂgtMeptﬁmecar barmoyl ), nono- or di-C6-14
aryl car banmoyl (e. henyl car bano 1- napht hyl car bano

. I, I
2. 1k ht RomeasENyILp:derdnd-Dernail 155 Az iy vhib@ded. Mel UMM | ¢ car banoyl
i ncl ud|ﬂgcgpgil?g%)_?B%ph&g%g@{}_ﬁéuggﬁg%ﬁ@g_grﬁgﬁgur het er oat ons of one or two

speci es e m anong ’ni ut fur® and oxygen atons (e.g.,

2- pyr i dgbmpolaringy. 7123tepil -2 )d\Wep 3y Tiasipwh Gy, Asp(MEYd, Tep 1038 Y0 |,

2-t hi enyl car barm)f)l , 3-thienyl carbanoyl and 5- to 7- nenbered cyclic

car bamodfP-Genghr-Pheryzaldy-Laiyredeh H> 1- pi peri di nyl car bony! ,

hexamet | IR r Y- _ u i ' of "am no
whi ch ey BaR S BRI At By TRl A AP IARRNE ea w th one
or ISwo Ac-AupsAauThr-Blse-AbaGhhkloaneArgéMe)-dnedNH;L- 6 al kyl which may be

substityted, t ve- ti d -6 al kenyl which may be substituted, the
abovemﬁ?@BﬂW@ﬁgaﬁ%ﬁ%&@&W’.' y be substituted, the above-nentioned
C3-8 cy%gqigﬁmm)qm&g@ﬁ%g%?dgﬁggiOﬁ\tﬁl@bove-rrentl oned C6-14 aryl

whi ch may be substituted, the y which may be substituted, fornyl,
t he abofeDépt-DohpdANGIReh)\f he BhdyAngGlywhéwe Argide)blepNBst i t ut ed, the

above-nention 2 al carhbonyl which may be substituted, the
abovemﬁ?@BﬁWﬂ%zé¥Qb'&Fﬁ%hﬂi]§hi Zh may be sﬁbsti tuted, the
aboe- n‘P@Bi%@dHé&}r)@,Tgl}ﬂéﬁl%éS@?}?%gQ?M%mrﬁfO]mObe substituted, the

u y [

above-nenti oned -6 ch may besubstituted and C6-14

aryl sul Aol Tywh:-Tip-Asy(NbicPe)iblt Pheapealily fhreat Ara(Me) JupNHz uent s i ncl ude
Cr- o ol RN RS ISy, i no. nitro and cyano. XG0
: ;;r)ggisﬁg@g;gﬁgmghﬁhmmaﬁjyp,mgfmapmrbyd)]:Mgm ne, 2-thienylal ani ne,
Ac-D-Tyr-D-Trp-Asp(NHBzl)-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; _
25  Compound No. 71 7:des(1)-Ac-[D-Tyr2,D-Trp3,Alb4,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Alb-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 718:des(1)-Ac-[D-Tyr2,D-Pya(4)3,Alb4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Pya(4)-Alb-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 719:des(1)-Ac-[D-Tyr2,D-Trp3,D-Pro5,AzaGly7,Arg(Me)9,Trp10]MS10
30  Ac-D-Tyr-D-Trp-Asn-D-Pro-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 720:des(1)-Ac-[D-Tyr2,Aze(2)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Aze(2)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 721:des(1)-Ac-[D-Tyr2,Pic(2)3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-Pic(2)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

106



fl uorophenyl al ani ne; nore preferably Phe or Tip; and even nore preferably
Tip. Preferred conbinations of the above are netastin derivatives of the
formul a XX0Qe 02398 X03- XX04- XX05- XX06- Azad y- XX08- XX09- ¥K&K@bO20ubloA9190r a
salt thereof, wherein: XXOO represents formyl, Cl-6 al kanoyl or %ycol oyl ;

XX02 r eperapeundNe- 729 des(d )-Acv)- Wé’ePiie@BrﬂT GlepAcg@t)8, T EIMS10Hyp, Gy,
Ai b, Le r ) or Pro(4F); XX04 _
represe‘&n? DLX%P‘Gwz“%‘m no- ure(%!1 0 eu-%[% e?ﬁ%@% XX05 represents Ser, Thr
or Al a;Comfpéunidays. g8 les( 1 PAe, [DCar2, Is3 Pirb Azlahnjﬁﬂg(lv%)@(rﬂﬁ)omsmhe( 40 );

AzaG@y represents azagl ycine; XX08 represents Leu or Al a(cPr); XX09
represe‘?&‘f' - HMPA@PdﬁWé}he -ArrblyckoncAig@e:dEnNEbPhe or Trp. More preferred

ox00 o Nk R AR T RO R ORI

t her eof Ac-BhEyeThz- Ammwmem-aemgwepﬁpgmgol oyl (prefer abI y acetyl);
e RN L N I IR
et cacm - N e o K N aéﬁ%‘ ao
r epr es ebampdund. M. ﬂﬁémlgi;(l)mlc [DoTp@y@Glys, ThnS WaaGly 73 Arg(MbYSVErpil OfMS Hl ed gr oups

o8 2SR BeriheRon e Phe A0S LA ArSOIPE Rt Compounds | nél ude those

repr esendipod N& WQ?‘&@&UM% [DZ@?IQt&lbg 995, R 082K (RERIBp1 oS idese, the

conpounds represented by t |'6wi ng conpound’ ndnber$ are nore preferred.
Conpoundc-ReTyr7a- Aee(lm-PheA[zaGT}yLeu-Brrﬂﬁ\fl@ TipeSHAzaQ y7 D-Arg9, Tf | 0] MS10

Compound No. 728:des(1)-Ac-[D-Tyr2,Abz(2)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Abz(2)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
15 Compound No. 730:des(1)-Ac-[D-Tyr2,Aze(3)3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-Aze(3 )-AsnfThr-Phe-AzaGly-Leu—Arg(Me)-Trp-NHz
Compound No. 731:des(1)-Ac-[D-Tyr2,Sar3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Sar-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 732:des(1)-Ac-[D-Tyr2,D-NMeAla3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
20  Ac-D-Tyr-D-NMeAla-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 734:des(1)-Ac-[D-Tyr2,Izc3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Izc-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 735:des(1)-Ac-[D-Tyr2,D-Asp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Asp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
25  Compound No. 736:des(1)-Ac-[D-Tyr2,D-Dap3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Dap-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 737:des(1)-Ac-[D-Tyr2,D-Ser3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Ser-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 738:des(1)-Ac-[D-Tyr2,D-GIn3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
30  Ac-D-Tyr-D-Gln-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 739:des(1)-Ac-[D-Tyr2,D-His3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-His-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; ‘
Compound No. 740:des(1)-Ac-[D-Tyr2,D-Trp3,Dab4,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-D-Trp-Dab-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
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Ac- D- Tyr - D- Tr p- Asn- Thr - Phe- Aza@ y- Leu- D- Arg-Tf - NH2 Conpound No.
709: des(1-3)-Ac-[Thr5, Azad y7, Arg(M)9, T f | 0] M510
Ac- Asn- ThwoRhaysga@ y- Leu- Ar g( Me) - Tr p- NH2 Conpound No. PCT/JP2009/071919

Z)égaggj omoniTRo B e AL Lo GV R Az MO BTIBIMS 10

712: 7. A MB10

Acp- Agflgjl;hr ﬁkﬁqﬁg‘gﬁ@:%%@ r%%Zf@hQ%und No.

713: desCbmapurCND AL des éﬁbrA%r[@-as&yﬂelﬁrnﬁs/mz&mym@gavﬁ;@nplO]Ms10

Ac- Acp- Asn- Thr - Phe- Aza Leu- Arg(Me) - Tf -NH2 ound No.

714: des{r K&-PQJWMT@ h b%—mw{.iﬂme)rﬁ%N}s@aG y7, Arg( Me) 9, Tf 1011 MB10
T No.

75 ee PPk S ARIR) AL T S s Ak TN D s NIRRT 105 10

Ac- D- TyAeD T&rséﬁAélNﬂhPPhe-MaGHhEe e) Brp-MHg( Me) - Tf - NH2 Conpound No.

716: des I)-Ac r2, DT f 3, Asp(NHBzl) 4, Thr5, Azad y7, Arg ).9. Tf 10] M5 10
Ao D Ty Eompaed Ne olrsdss(l) Aenlis BHE. %SMGM&W%&H% Sihpound No.

717: deSAE)D"l\?rLgfgbéﬁzrh?@hyAz% ?fgumgg@z?g}q@wg(wem Tf 10] M510

Ac-D-Tyr-D- T Thr - Phe- Az Leu NH2 Conpound No.
718 destmpMIﬂb TZA|621e§([D)-nga[(DL)[31;ZAGhﬁ , THuS 2\ zaGHA, i (Weifl, Mp)l 9]M$10 0] M510

ot espa D R Hon s Arpl o e S F B ve) o T 107 MBR0

Al D-T No.
D PN ing ST P, AT S N Thga D oo

Ac- D- TyACMmﬁ-MsmSﬁhThﬂm-M&m'MeﬁlgNWQ%pNﬂz -NH2 Conpound No. 721
- des(1) ~Ac- % Tﬁr |c(2)3 Thr5, Azad y7, Arg(Me) 9, Tf | 0] M510
Ac- D Ty oBP XsHBThr - Phe- AzaQ y- Leu- Ar g( Me) - Tf - NH2Conpound No.

722: desfds|t)Ac- 7.B- P (1hr 8 PREUE1)6 204G Y7, Ak 9 TrpTopM&h 510
Ac- D Tyr - I)C(%LT)TE Thr{fgge- y-Leu- Ar};(l\/e %p 20}Conpound No.

723t XesfryDR-Ayr-Pel oy Asn- %th(HEB Aogality-Frustag(\Me)-9rrrNE20] MS10

Ac-D Ty Phe- Azad y- Leu- Arg( Me) - Tr p- NH2 Conpound No.

724 des??&gﬁ%@[s% 'Iﬁ‘rgz Thz3, Thr5, Azad y7, Arg(Me) 9, Tf | 0] M510
des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Phe(2F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe(2F)-AzaGly-Leu-Arg(Me)-Trp-NH;

Compound No. 750:
20  des(1)-Ac-[D-Tyr2,D-Trp3,Thr5,Phe(3F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-D-Trp-Asn-Thr-Phe(3F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 754:des(1)-Ac-[D-Tyr2,Lys3,Thr5,Phe(2F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Lys-Asn-Thr-Phe(2F)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 755:des(1)-Ac-[D-Tyr2,Glu3,Thr5,Phe(2F)6,AzaGly7,Arg(Me)9, Trp10]MS10
25  Ac-D-Tyr-Glu-Asn-Thr-Phe(2F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 756:des(1)-Ac-[D-Tyr2,Lys3,Thr5,Phe(3F)6,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-Lys-Asn-Thr-Phe(3F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 757:des(1)-Ac-[D-Tyr2,Glu3, Thr5,Phe(3F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Glu-Asn-Thr—Phe(3F)-AzaGly-Leu-Arg(Me)-Trp-NHz
30 Compound No. 758: |
des(1)-Ac-[D-Tyr2,Lys3,Thr5,Phe(4C1)6,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-Lys-Asn-Thr-Phe(4Cl)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 759:
des(1)-Ac-[D-Tyr2,Glu3,Thr5,Phe(4Cl)6,AzaGly7,Arg(Me)9,Trp10]MS10
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Ac- D- Tyr- Thz- Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2 Conpound No. 725 :des(|
)-Ac-[ D Tyr 2, NMeAl a3, Thr5, Azad y7, Arg(Me) 9, Trp 10] V510

Ac- D- Tyt -wWbkMo7é®8- Thr - Phe- Azad y- Leu- Arg(Me) - Tf - NH2 @ompezuogoNO19

726: des(lé SIA%'DT yr2,d 3 Thr5, Azad y7, Arg( ’[)9 Tr pl 0] M510

Ac- DTyAC- -JymGiu-Ksn-Thhe ﬂ(ﬁé?@&zt@lulmum Fipp-NER: Conpound No.

Ao o TorerpBA-vb Sea A I ?ﬁ‘iz%‘;@éﬂﬁé’% Sremhionesto

728: desAd-D-Por-PEy(TAcn-MhE PRe-AzAGIBLAL N#g)9, T f 10] M510
Ac- D Tyr - Abz%r)R(Asyn Thr - Phe- AzaGIyE Leﬁ‘%\(?% )

- Tr p- NH2 Conpoun
O eGP B He b B T2 Ly Eany A i AT R rpI0]MS 10

13 AR B dotin i e dzAgior et dhafielpTiug e Compound No. 73
Ac- D- TyCorips unﬁSNb mndek(e)-Azca[G Tyltzenpmgfsvphe(mﬁ)s AR 1ED PReIE)9 Nep] 0]MS10

732: des D- Tyr 2. D NVeA! 7. Arg(Me)9, T f 0] MBLO
Ac- D- TY&Q' R AP %%Rhﬁ@ﬁk%@@ I,ﬁ{é{g(h&/eg{livg _NH2 Conpound No.

SR T b ARl g
735: deszgct-p-lr\pr-ﬂma TPysnZTHD Phe(iF) TS AL a @ Arg(Me s TIENSLT | 0] MB10
A0 omm RS Tobesiy o TR RS B S b YoM T R rp'\POIMSW

Ac- D Ty e : H2 Conpound
737: deg“%(l:)g %&?‘%?E}‘;’-Frgh ngg?g)z%%%wg%he% MA‘??E )QJ\IT 0] o

Ac- D- TyComip@exd-Me 76Thr - Phe- Azad y- Leu- Arg(Me) - Tf - NH2 Conpound No.
No.

F2E e R B B SO LB g1

739: desA¢-D-Por-Hbp-Wen2rHP-PiefdGC 1T INZaGAZ BEA-K MQ( 2] f 10] M510
Ac- D- Tyr-D-Hi s- Asn- Thr - Phe- Azad y- Leu- Arg% NH2 Conmpound No.
74d5desQ¢r)1p¢\md[N3° 782, D-T f 3, Dab4, Thr5, AzaGI y75Arg(Me) 9, Tf | 0] MB10

742 aeemD A T S IS PR BT AN b TR0

Ac- D- TyAc-B-ByASip-ABi-TRAPhé@EH- XzA@y-TAUCA eM e TEH-NiE,2 Conpound No.

743: des I) Ac-!DT r2 ;Leus, Thr5, Azad y7, Arg(Me) 9, Tr pl 0] M510
Ac-D- T Phe AzaG y-Leu-Arg(Me)-Trp-NH 2

des(1)-Ac-[D-Tyr2,Gly3,Thr5,Phe(4C1)6,AzaGly7,Arg(Me)9,Trp10]MS10

20  Ac-D-Tyr-Gly-Asn-Thr-Phe(4Cl)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 770:
des(1)-Ac-[D-Tyr2,Aib3,Thr5,Phe(4Cl)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Aib-Asn-Thr-Phe(4Cl)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 771:des(1)-Ac-[D-Tyr2,0m3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10 -

25  Ac-D-Tyr-Orn-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 772:des(1)-Ac-[D-Tyr2,Thr3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Thr-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 773:des(1)-Ac-[D-Tyr2,His(3Me)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-His(3Me)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,;

30 Compound No. 774:des(1)-Ac-[D-Tyr2,DL-Ala(Pip)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-DL-Ala(Pip)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 775:des(1)-Ac-[D-Tyr2,Tyr(PO3;H,)3,Thr5,AzaGly7,Arg(Me)9,Trpl0]MS10
Ac-D-Tyr-Tyr(POsH;)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 776:des(1)-Glycoloyl-[D-Tyr2,Hyp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
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Compound No. 744:des(l)-Ac-[D Tyr2, Ser 3, Thr5, Aza@ y7, Arg(Me) 9, Tr pl 0] M510
Ac- D Tyr - Ser - Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2 Conpound No. 745

- des(| ) -wo-2pid/ofys9d, Lys3 , Thr5, Azad@ y7, Arg(Me) 9, Trp 10] WBTH02009/071919

Ac- D- Tyr - Lys- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Tr p- NH 2 Conpound No.

746: desOiycolnyl-PeX sy ep-disn3Uhrhhs; Avebily1 Pushag(Me)-SrprNph 0] MS10 Ac- D- Tyr-d u-

R 15 S e i) (0 D
b- Al a- Aap-] -HM—R@@M&M@W-B& Oorrpound No. 748:
des(l)-Ac-[ D Tyr2, DTrp3 Thr5 Phe(4(:|%}\‘_’1,i :\ég'SNE)Q Tr pl 0] M510
¢Z 9D ggflomp i 789rsles@hrécalE- yRaRIe(4N o3, T zrsil‘f';)(gg 2 %}{F\/BI\?O
Tyt p-NH 2 Conmpound No.
B Ty ??PP%?*WA%%%J TR TR A ;
750 de€6mpeuint Nd>7BY rdesD)-AcpP- WHyIE(IM()SH)hGS AzaGlyy Arf(de)%) g1 0Nes 1 M510

Ac-D Tyr-D- Tr p- Asn- Thr - Phe( 3F) - Azad y- Leu- Ar (I\/b) Trp-NH 2 Conpound No.
754: destP Rt PwimpA sy d5-Phis2ehbr by e rsl4e Ty ve) 0. Tr pl 0] MBLO

755: desg TP 78RR %E?QW?%%%E“%)&EEE&%WWMO

Ac- D TyAe@-TyAPANViePh&iAshZHir- PheadtaGli - dwuAkg(Me)-11p-NHoNH2 Conpound No.
Z\Sf‘l[si’%{f A %Trfﬂé‘ @Eédrxi\?é«%ﬁ #%%&%%g&w%ﬁjakﬁk@sw
ho D Ty o A O NP5 TN 2 compound No. 756
des( 1) Comppundiyoe.8dydes(1)-Per[B)-Phe, AB3) ByrS Rhe(@F Y67 Az 1y T M OMaE)P AL rp 0 TMES 100

0 DA S AL G R 2 oo o 7o

%gé\cdg}s?ﬂ)ﬁ @ﬂ&é%_& 'Ir?frngHeIS:‘ T 541? )rzﬂé@ 321”&1*5 ‘gh@(’m%\@laﬁ %5@ Ah%l\%gmp@ﬂmw

Ac-D TyAc wdin-Tinr-PRRGF rally-Lew-Ang ek I:pﬁﬂ 2NH 2

Compound No. 786:des(1)-Ac-[D-Tyr2,Aib3,Thr5,Phe(3F)6,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-Aib-Asn-Thr-Phe(3F)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 787:des(1)-Ac-[D-Tyr2,Hyp3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-D-Tyr-Hyp-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;

20  Compound No. 788:des(1)-Ac-[D-Tyr2,Glu3, Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Glu-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 789:des(1)-Ac-[D-Tyr2,Lys3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Lys-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 790:des(1)-Ac-[D-Tyr2,Gly3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9,Trp1 0]MS10 |

25  Ac-D-Tyr-Gly-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 791:des(1)-Ac-[D-Tyr2,Aib3,Thr5,Phe(4F)6,AzaGly7,Arg(Me)9, Trp10]MS10
Ac-D-Tyr-Aib-Asn-Thr-Phe(4F)-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 794:des(1)-Ac-[D-Tyr2,Hyp3,Thr5,D-Phe6,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-Asn-Thr-D-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;

30 Compound No. 797:des(1)-Ac-[D-Tyr2,Hyp3,Thr5,AzaGly7, TrplO]MSlO
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg-Trp-NH;
Compound No. 800:des(1)-Ac-[D-Tyr2,Hyp3,Alb4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-Alb-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 801:
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Conmpound No.

763: des(1l)-Ac-[ D Tyr 2, Hyp3, Thr5, Phe( 2F) 6, Azad y7, Arg( Me) 9, Tr pl 0] M510
Ac- D- Tyr -wippoAsuesbar - Phe( 2F) - Azad y- Leu- Ar g( Me) - Tr p- NH 2cCarpogmntioNo.
764:des(l)-Ac-[D-Tyr2, Trp3, Thr5 ‘SPhG&iFLG’ Azad y7, Arg(Me) 9, Tr pl 0] M510
Ac- D Tysesti-5)-4ABis-CeHvriybspetiyDampiamythy Bheroy MaaGly b ARV B3 pOUMS 1Ko,

pe- b RS e Mo R A LAY AL T 6o
766: desCohpéend DO.TW?deIﬂp%cT -DyPIey B NMeSe efA YaGIAT NrMN(O)9.Trh10]8{SVB10

Ac-D- Tyr-T f -Asn-Thr-Phe(3F)-Azad y-Leu-Arg(M)-Trp-NH 2 Conpound No. v767:
des(1 )Agd-Toxr-HypAsmyNsleSenPhe-Aralplyci.qusAr Np-MAy(Me)9, T f | O MB10

A e e e R e R e VR T
60 o) e T Gy gy b oatt 7. av ol ML oL f 101 N6 10
Ao~ D> Ty orapYaneEiie R KR PG 1P RIR YR G S G SEMORD EIMSIana No.770:
des(1)- AL D3 TR 5 . Me)9, T f 10] MS10
Ag-SB)Ty?Q?'E't?Y%fK? ﬁ"ﬁﬁeﬁ%@é@“&%@uﬁw ‘&@%9% f)- NH2 Corr%)ound No. 771
Ades( |T) Cmp@ﬁhleo.$ 1@nd@s(T mg;[gmmmagmgyz%@mmm > rplollzl’lslilg

c- [ - - - Thr - - - Leu- Ar - - oun :
7721%%“(‘*?)3&8%%’25%@; Y 3&%&3@7&% T f |0]er MS10

Ac-D-T 1K, s Yoo - . o

7(7:3: deg??gﬁ?g\c- [ D?T@dega?%% )%?ﬂ%hrg, A]gé%ﬁg’&ﬁﬁ}& Ne) é T f’qfﬁg]@l/%%o

Ac- D- TyAciR-3y8Hyp-AerDPiln-RhheAagdGEleulirogMegTiveNHE f - NH2 Conpound No.

ro- D Tye i e e vl AR NG At . Erea RS no
775: deSAL DAY EOp TG AT ARBHZ) 2 FREOMAZRELNI, AT O(ME) 9, T f 11 0] NS0

Ac- D- Tyr- Tyr (PO 3H2) - Asn- Thr - Phe- Aza@ y- Leu- Arg(Me)-T f -NH2 Conpound No.
776:3d e sCompamdcto- 33 et Fyyea D5 Ry v G lndz Beb ywagl g, g (Me)9, T rp1 0]MS10

No. 777 e R AL e AR MES 7 Dl o het0”
Compound No. 844:des(1)-Ac-[D-Tyr2,Hyp3,D-Asn4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-D-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

Compound No. 845:des(1)-Ac-[D-Tyr2,Hyp3,Cit4,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
20 Ac-D-Tyr-Hyp-Cit-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 846:des(1)-Ac-[D-Tyr2,Hyp3,D-Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-Asn-D-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 856:
des(1)-Ac-[D-Tyr2,Hyp3,Thr5,AzaGly7,Ala(cPr)8,Arg(Me)9,Trp10]MS10
25  Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Ala(cPr)-Arg(Me)-Trp-NH>
Compound No. 860:des(1-5)-4-Ureidobenzoyl-[AzaGly7,Arg(Me)9,Trp10]MS10
4-Ureidobenzoyl-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 861:des(1)-Ac-[D-Tyr2,Hyp3,Arg4,Thr5,AzaGly7,Arg(Me)9,Trpl0]MS10
Ac-D-Tyr-Hyp-Arg-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
30 Compound No. 862:des(1)-Ac-[D-Tyr2,Hyp3,Gly4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-Gly-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 863:des(1)-Ac-[D-Tyr2,Hyp3,Dap4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Hyp-Dap-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 864:des(1)-Ac-[D-Tyr2,Hyp3,Dab4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
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Ac- D- Tyr - Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.
780: des(l)-Ac-[D-Tyr2,Pro(4NH 2) 3, Thr5, Azad y7, Arg(Me)9, T f | 0] M510
Ac- D Tyr -Woe( e} - Asn- Thr - Phe- Azad y- Leu- Ar g( Me) - Tr p- Ret2prtoospnamd No.

el M TS e T SN
s TSR B S et o

783: desAbD-Ror-Hipp sn2TKe oM e PHdI A Ba BRI 2FA fix( -RNHY g( Me) 9, Tr pl 0] MS10
Ac- D- Tyr-d y- Asn- Thr - Phe( 2F) - Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.

784: desCompandNe. B7P2 A b3, Thr 5, Phe( 2F) 6, Azad y7, Arg( Me) 9, Tr pl 0] MS10

Tesne st DACTR T BT RE TH R R A A AN Y s M BT P G o
Ac- D- TyAe-B-YyrAHgp-Rih- iR MAL AChGlyLlesir- AFgM Trg-NHy NH2 Conpound  No.

786: des(1) - Ac- [DT_ﬂﬁrZ Ai b3, Thr5, Phe(3F) 6, Azad y7, Arg(Me) 9, Tr pl 0] M510
Ac- D- Ty¥ompenddye Phe( 3F) - Azad y- Leu- Arg(l\/b) Tf - NH2 Corrpound No.

o, D TR Ty e P e L R R b MR poting R

788: desAb D—Z\yr—HIQa mmmammmm&mmmmmy Me) 9, Tr pl 0] MS10

Ac- Thr - Phe(4F) - Azad y- Leu- Arg(Me) - Trp-NH 2 Conpound No.
78 I}IP%HI o, Lys3 Thr 5, Phe(4F)6 Azad y7, Ar g(l\/b)9 Tr pl 0] M510
Ac- DTy npound No.
790: des(l ?mr y3 Thlﬁg Phe(4F)6 Aza%%)[? Ar (I\/b) TrpI 0] M510

Ac- D- TyAe-G TyﬁHmp'Pksm "th(mFéMA)z-A@(yLyHeQn-Arng@-)TiﬁM{zl\lH 2 Corrpound No. 791
:des(| ) ‘%—%@ﬁ %ﬂ Ai b3, Thr5, Phe(4F) 6, AzaG@ y7, Arg(Me) 9, Tr pl 0] M510
Ac DTy Phe(4F) - Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.

794: des&ésf_’y% [Iﬂ‘r?a g@%m&ﬁ@;&»ﬁh@%@nﬁ;@ﬁzéﬁwg&%}{@?@ JTrpPh RIS 0

Ac- D- Tyr Azad y- Leu- Ar Conpound No.
St LT T Aol G T (A S

Ac- DTyé I-%@“@\E ‘gggl Phe- Azad y- Leu- Arg- Tr p-NH 2 Conpound No. 800: des(|
) - Ac- [ D% 3 b4, Thr5, Azad y7, Arg(Me)9, Trp 10] M5 10

A S B SN0,
yr-Hyp-Asn- erythro Ser(3Phenyl) AzaGly-Leu— g(Me)-Trp-

Compound No. 886:des(1)-Ac-[D-Tyr2,Hyp3,Nva4,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10

20  Ac-D-Tyr-Hyp-Nva-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 887:des(1-2)-Ac-[Hyp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 888:
des(1-2)-3-(p-Hydroxyphenyl)propionyl-[Hyp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10

25  3-(p-Hydroxyphenyl)propionyl-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,
Compound No. 889:des(1-2)-[pGlu3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
pGlu-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 896:des(1)-Ac-[D-Tyr2,cisHyp3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-cisHyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH>

30 Compound No. 897:des(1)-Ac-[D-Tyr2,Pro(4F)3,Thr5,AzaGly7,Arg(Me)9,Trp10]MS10
Ac-D-Tyr-Pro(4F)-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH;
Compound No. 899:des(1)-Ac-[Tyr2,Hyp3,Thr5,AzaGly7,Arg(Me)9,Trp1 0]MS10
Ac-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH,

The compound indicated by the following compound number is especially preferred as
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4-[ Bi s- (2-Pyridyl net hyl ) am nomet hyl | benzoyl - Phe- Aza@ y- Leu- Ar g( Me) - Tr p- NH2
Conmpound No. 809:des(l)-Ac-[D Tyr2, Hyp3, NMeSer 5, Azad y7, Arg(Me) 9, Trpl O M
10 Ac-D'Ryozhlwmwé@n NMeSer - Phe- Azad y- Leu- Ar g( Me) - Tr p- Nelcz/s€ompount No.
810: des(l)-Ac-[ D Tyr 2, 3, Hyp5, Azad y7, Arg(Me) 9, Trpl 0] M510 Ac-D Ty

t - Hy p- ABRTRgiEstIleTiRRtiE )_aasilqa\r(&()ve) Trp-NH 2 Conpound No.

no- D Tyrei SR R AR TSRS ARG i . 1P
814: des(|) - AThé ﬁ}eﬁyﬁﬂ détrpBvAIa9 ,oﬁﬂ&@rysknﬁhﬁéﬁ@rﬂ(ﬂﬁ@i ia¢ IW8dstmetastin

Ac- D- Tyr-Hyp- Asn- Al a- Phe- AzaQ Leu- %NE -Trp-NH 2 Conpound No.
815: des@qr)va vy (. £} ands({1]); sblse vip Nr@/emegcmmm he compound

a6 seel RSP AR I ﬁ%?n%%% BT sl Bl wo

Ac- D-Ty2()(]-4y(|’163lﬂi2$ szmmmmwmmwv@may Tf -NH2 Corrpound No

843: des(I) - Tyr 2, Hyp g@g n4, Thr5, Azad y7, Arg r&l\/éé? Tf t

Ac- D- Tyr - Hyp- H gorpound oE theypresept W@‘(Wé‘)ls PregeNn edprm el atlonal
844:d ghf%&} Y

PR _?_;%{)I)ﬂels% dleteTé(cfrgerW@ ot Gncsb tilLl_g Llﬁ%\'r%é?gz%ﬁ beﬁ?&ﬁ%%?tﬂ_e Jeg d_P{%O&Qd

845 despurifymg- rp@nwesznblycpsbmmda’m@a Au a@illiyign Avlpnby eorfrpdunu@]fmmesent
t - Thr - Phe- Azad y-Leu-Arg(Me)-T f -N
46t ioolerF IR EoRiG Tiign B ST B GBIk A RB oS mPT OPR&RR entional

Ac- D Tyg t{d\épwg@m médns Phe- Azad y-Leu- Arg(Me)-T f - NH2 Corrpound No. 856:

des(I) - [DTyr2 Hyp3, Thr5, Azad y7, Al a(cPr)8, Arg(Me)9, T f | 0] M510 )
Ac- D- Tyr- Hy Wnsmmwmmsylytw MmupdAf thensgsemt inventjieR, e ppesemtdnidntion

860: des dobenzo 7. 9 T f 10 I\/S 0]

a-r e OBLRS G oh U BEFSM AR A OHr s cof.

861: des(1) - Aﬁra{dalt-Bhr &eb‘Mﬁﬁolﬂiﬁgﬂ tHdppresenE ﬂﬁeﬁt_forﬁlhﬁﬁ bR Be Eydraie@]oﬁ/ﬁéﬂ-hydrated
Ac- D- Tyr - Hyp- Ar g- Thr - Phe- Azad y-Leu- Arg - NH2 Conpound ;No

862} Xes hg compqund pj e, nagssat @vsmlcmmmalﬂz hd%'??leﬂl\r”@'(h\ﬂ’él) isotapq (e @) 1L, »°S),
Ac- D- Ty L= Hyp- G y-Thr-Phe- Azad@ y-Leu-Arg(Me)-T f -NH2 Conpound No.
863:des'%f:) Ac-[ D-Tyr 2, Hyp3, Dap4, Thr5, Aza@ y7, Arg(Me) 9, T f | 0] M510

Ac- D- Tyr - Hy pThiepgHdt i wpedfiastion; thepepliddsdeg reprdsent®ltzh accordance with the

conventional way of describing peptides, that is, the N-terminus (amino terminus) at the left
hand and the C-terminus (carboxyl terminus) at the right hand. In the peptides, the C-terminus is
20  usually in the form of an amide (-CONHS,), a carboxyl group (-COOH), a carboxylate (-COO"),
an alkylamide (-CONHR) or an ester (-COOR) and the amide (-CONH),) is particularly preferred.
Examples of R in the ester or alkylamide include a C,.¢ alkyl group such as methyl, ethyl, n-
propyl, isopropyl, n-butyl, etc.; a Cs.g cycloalkyl group such as cyclopentyl, cyclohexyl, etc.; a
Ce.12 aryl group such as phenyl, a-naphthyl, etc.; a C7.14 aralkyl group such as a phenyl-C;.-alkyl
25  group, e.g., benzyl, phenethyl, etc., or an a-naphthyl-C; ,-alkyl group such as a-naphthylmethyl,
etc.; and pivaloyloxymethyl group, which are widely used as an ester for oral use, and the like.
Examples of salts of the compound of the present invention include a metal salt, an
ammonium salt, a salt with an organic base, a salt with inorganic acid, a salt with organic acid, a
salt with basic or acidic amino acid, and the like. Preferred examples of the metal salts include
30  alkali metal salts such as sodium salts, potassium salts, etc.; alkaline earth metal salts such as
calcium salts, magnesium salts, barium salts, etc.; aluminum salts; and the like. Preferred
examples of the salts with organic bases include salts with trimethylamine, triethylamine,
pyridine, picoline, 2,6-lutidine, ethanolamine, diethanolamine, triethanolamine, cyclohexylamine,

dicyclohexylamine, N,N'-dibenzylethylenediamine, etc. Preferred examples of the salts with
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Conmpound No. 864:des(l)-Ac-[D Tyr2, Hyp3, Dab4, Thr5, Aza@ y7, Arg(Me)9, T f

| 0] MS10Ac- D- Tyt - Hyp- Dab- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2 Conpound No.
868: des( IweAotiiesbyr 2, Hyp3, Thr5, aMePhe6, A2ad y7, Ar g( Meperirplo®)hei0

Ac- D- Tyr - Hyp- Asn- Thr - aMePhe- Azad y- Leu- Arg(Me) - Tr p- NH2 Conpound No. 870:
des(|) -inergpmchgids inglyds, saks mthﬂlef(lmvglpﬁc;azlddlxdro glievedid, nitrp @fdvsalduric acid,

des (1) PSR s, PAKRRT prifR i th Bl ey iRl 7

Ac- D- Tﬁ[md"‘zi@et&%&rd“ﬁﬁﬂﬁh@io%ﬂ@hcﬁzlﬂﬁlélrcla‘éi& AirBdrieacid loxait bl d GanBlasd, Walei8 74
des(1)-Ac- [DTyr2 Hyp3, Thr 5, Phe(4NE)6 Azad y7, Arg(l\/b)9 Tr[i)l 0] M510

Ac- DTy@Cl(HVﬁHAQﬁ Tevecipiceacidvimalisagic, esnf pm)c penzcpesaliopiepsidan- No. 877:

V‘ﬁ
FS]S( O%CL%U%r - ﬁyl_%p%gﬂiyf%b}r%]r eo0- zéer ?ﬁgh ?aﬁg g%% aLAgsq g%%/%a;[t-s %mfh - NH2

Conpoundgiine, BSie, ornithine, etc., and preferred examples of salts with acidic amino acids include
des(l)-Ac-[D Tyr2, Hyp3, Thr5 eryt hro- Ser (3Phenyl )6, Azad y7, Arg(Me) 9, T f
| 0] M510Pake WEhAypartig ACid<glUtRRYC afidust§-o- Ser (3Phenyl ) - AzaQ y- Leu- Arg(l\/b) Tf

155 oo S G TS RIS,

887: desdompdund\hay ddyqr3did urkctidaa Group, AroggM) ﬁlﬂ' sfich 43] aﬂBﬂﬂmetal salts (e.g., sodlum

Ac- - Thr - Ph -Arg(Me)-T NH2 No. 888: I
g)ll‘_)'yp(ﬁﬂ t?ayalt%%ygfﬁéﬁé ‘pi&hﬁa 18h W‘ﬁbsasﬁﬁn(%g Asajéﬁgvs PP RENTSUR %atgs(q M5 10
3- (- Hydaxyaiend ) A Rﬂéxﬁ{ﬁ%'sﬁffb’ Bncf‘ﬁié 1mrmé§@fm9 WHeR i &ﬁ%ﬁﬂad]&aéab&“i@
Conmpound No. 889:dés(l-2)-[pdu3, Thr5, Aza@y7, Arg(Me)9, T f

pd u- Asﬁundttmmpgteup;zsatﬂi yithénergamj¢ m)is Juch as Nkmoéhinpo acid, Noirobromlc acid, nitric

o e R B R ML el A o i

897: desﬁlhﬂan@\ﬁch%ﬂ_a)hk?acﬁr RArAFY 3@1@%5&1%2&@ ¥ifriEadid Muk8inie dcid, Shédvelesulfonic
Ac- D- Tyr - Pr o( 4Fj - Asn- Thr - Phe- Azaaé/ l;,eu Arg(Me)-T f -NH2 Conpound No.
T

89d:5d e sgeld, pAcluemssuifonig@gidTpicsarap leArg(Me) 9, T f 1 0] MS10

The prodrug of the compound of the present invention is used to mean such a metastin

derivative that is converted into the compound of'the present invention by reactions with an
enzyme, a gastric acid, etc., under physiological conditions in vivo. In other words, the prodrug
of the present invention refers to the metastin derivative that undergoes enzymatic oxidation,

20  reduction, hydrolysis, etc. to be converted into the compound of the present invention, or the
metastin derivative that undergoes hydrolysis, etc. by gastric acid, etc. to be converted into the
metastin derivative of the present invention.

Examples of the prodrug of the compound of the present invention include metastin
derivatives wherein the amino group in the compound of the present invention is substituted with

25  acyl, alkyl, phosphoric acid, etc. (e.g., metastin derivatives wherein the amino group in the
compound of the present invention is substituted with eicosanoyl, alanyl, pentylaminocarbonyl
(5-methyl-2-o0x0-1,3-dioxolen-4-yl)methoxycarbonyl, tetrahydrofuranyl, pyrrolidylmethyl,
pivaloyloxymethyl, tert-butyl, etc); metastin derivatives wherein the hydroxy group in the
compound of the present invention is substituted with acyl, alkyl, phosphoric acid, boric acid, etc.

30 (e.g., metastin derivatives wherein the hydroxy group in the compound of the present invention
is substituted with acetyl, palmitoyl, propanoyl, pivaloyl, succinyl, fumaryl, alanyl,
dimethylaminomethylcarbonyl, etc.); and metastin derivatives wherein the carboxy group in the
compound of the present invention is substituted with ester, amide, etc. (e.g., metastin

derivatives wherein the carboxy group of the compound of the present invention is converted
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Ac- Tyr - Hyp- Asn- Thr - Phe- Azad y- Leu- Arg(Me)-T f -NH2 The conpound i ndi cat ed
by the foll ow ng conpound nunber is especially preferred asthe netastin

deri vat i weo(biogresad/ or (FV). Ac-D- Tyr-Hyp- Asn- Thr - Phe- Ma@mﬂb/eusvﬂr ag(Me)-T
f -NH2 (Conpound No. 723L The nmetastin derivative (1V) of the present

i nvent | B mmlwhestmplam estRTt @xb@wnepéhylxﬁam\d@getbylpmmqmgthxdrmte(| 1) ;

or esent P BT B Peridy OBLERRIB TGRS rpfighF ITRIUAL B 13-
descr i béigxalen-WGTRRAKYIG6RR 2§ cloMEy20664B0RISMy Destdn2 Y BnATS 28F; andhae likbe

conmpound of the present invention is present in the formof a
conf i guFhese Bistastip derratives,ca b&ﬁreﬁi@@ﬁréxom the copmermbef the prosed ipyepEon PY®RT can

be issol qt eparating and purifying nmeans descri bed above, if

desire @%@ﬁﬁét?(?%sﬁ when the conpound of the present invention is

racemc, it ’Elaerprbérugepﬁﬂlatcempomdnofahe Presamigvendon may bR thase wenvebted ihte the

conventi onal g}l cal resol vi ngugﬁan steric jsoner in the
[

. Ve |
conpourPTHOUR 8T (e REeSRL INKEALiR ﬁeh&l@e@ﬁ# ‘ioﬁ%‘ﬁfl?f qs‘f@?eéd%s both of
these i 990RkSeAiQIRAALHAA DSRIBRHRNDT ToEN DRsy lpHE& {351R0bubiled
addi tion, theconpound of the present |nvenf|on nay als be hydr
non- hy df¥0ey. Hifdkawadtyblishiog €0. t he present invention may al so be |abel ed

Q)an i sotope (e.g., 3H, 14C, 35S), etc. Throughout the specification,
the1 peptides are represented in accordance wth the conventlonal way of
descri b PopsPictidaherapbitic Agont F61eA Mrb SIPINALSendamY CHACE RSBy FRbsthte | eft
hand and the C-term nus (carboxyl termnus) at the right hand. In the
pepti desancetle C-terminus is usually in the formof an amide (-CONH2), a

car boxyl gr r an
coter L+ corr e camPadRl S B} e S kL R Bk Snb B B O
Rin thm rRGERE with aﬂhlb‘gh@-mdéﬁeﬂdéﬁi M@eﬁp@lﬁﬁbl@ atél emsr)sluﬁss RPwWRkidity.

et hyl, npropyl |so ropyl, n- butyl, etc. cycl oal kyl group such as
cyciSopeand few sideafishxy| , etc.: a Ob-12 aryl group such as phenyl,

2-naphthyl . Bldetond g}gifl\tén%@mﬁgo&{d% BsHER PR Dha Rl 5gém%9up,

e.g., benzyl ran a-nap up ‘Such as

a- napht dmilrcsgehhudlepeﬁd@t carﬁad(pmﬁ!@blwﬂromue&tamdr) @matmaledie.g) hh&m&somﬂmk&yws ed
as an ester for oral use, and the |iKke. npl es of salts of the conpound

of the %v@ggmeeﬁ, sResht dogs. miteend &ty R‘Fﬁtﬂ%larb’ahtlma%ﬁ) ammoni um salt, a salt
with an .Orgalg'tﬁe Sént ni"v.egt%ﬁ B drBod Qﬁé?ld tach%héjeir(ﬁr ?egatrl wotsﬂ 1P Beghe acid,

a salt with basit or acidi¢c am no aC| erred exanpl es of
t heOmet mfersml dancarrpiefiteblp pkatate cmtceﬂ) vﬁad:lt Bassremiquﬂsd aability ts gkdve folfpatiagsi um
salts, etc.; alkaline e rt h rret al . such as lglal Ci dsIaI ts, nesi um
salts, tSEHPP{i’ﬁX suppressiop of th § ilifsby ’é‘OPPEén PR EPFion or

function through some form of therapy, such as orchiectomy or hormone therapy. “Suppression
of the tumor growth ability” refers to a state where the suppression of tumor growth or
amelioration of ostealgia is observed by a decline in the prostate specific antigen (PSA)

25  concentration in the blood or by a method such as computerized tomography (CT), magnetic
resonance imaging (MRI) or ultrasound in a cancer (preferably prostate cancer) patient who has -
received treatment to inhibit androgen production or function by some form of therapy such as
orchiectomy or hormone therapy. A decline in the blood PSA concentration refers herein to a
blood PSA concentration of, for example, below 5 ng/mL.

30 | As used herein, “reacquired an ability to grow” signifies a state where tumor growth, the
emergence or aggravation of ostealgia, or new sites of metastasis are observed by a sustained rise
in the blood PSA concentration or by a method such as CT, MRI or ultrasound in a cancer
(preferably prostate cancer) patient in which the tumor growth ability was temporarily

suppressed by androgen production or function-inhibiting treatment. “Sustained rise in blood
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exanples of the salts with organic bases include salts with trinethylam ne,
triethylamne, pyridine, picoline, 2,6-1utidine, ethanolam ne,

di et hanolwoi2nmyo07689% et hanol am ne, cycl ohexyl am ne, di cyclpcligryiosnine,

N, N - di benzyl et hyl enedi ami ne, etc. Preferred exanples of the salts

wi t hi noP§Arvioacentriatien | reitts de a stater wheak the Hoeld BEAIconcantratipnlis, foy ¢xanplend ¢ aci d,

nitric acid, sulfurli I phasphari,c L, etc, Preferred ex | es of
ool 1 s PRt s SRl RSP I RGeS A epfieirallisghi el IRE s bt
trifl uoperasided festsaci d, phthalic acid, fumaric acid, oxalic acid, tartaric

acid, maleic acid, citric acid, succinic acid, nmalic acid, methanesulfonic
aci d, benzenBstliePersert iBysngonyapdreeatindependent eaarer, (Peaferablymsesiate sancenanpl es

: It ui N . . . ) p Lyei
o o7 Bt A0 OISO S e, LU Ok MBSy
i ncl udeasdrbgen-indépgendananiidee (prefechblypprobtate caneer) df thetpeesef¥f intditivn canhlss delay

phar rracgluti cally acceptable salts are preferable. For exanple, when the
conpounthepseerassiondrom androgen-fensadeny cansst (Prafsraphn prostaty ¢agcer) Hio grdrageay| |

nmet al sad%éen%lgl}tggb?{lcezgﬁlje%ﬁﬁg{ogtaté)%@&zi umsalts, etc.), alkaline earth

metal s ciumsalts, magnésiumsalts, bariumsalts, etc.),
ammoni um salts, and the |like are preferable. Wen the conpound has a basic

functio oup, s wi th inorganic acids such as hydrochloric acid,
hydf(i)br2‘%@%&?‘8‘?“%%@@%‘%?5&&u_ri c acid, phosphoric acid, and salts
wi th organi CTH@b%hﬁH&ﬁ/ﬁéraﬁ@ﬁk'dégeﬁﬁogm&Bé&%ﬂEpe?aﬁbﬂ;caﬁ%ﬂeférﬁ% frostaxdl i ¢

acid, tartaric acid, nmaleic acid,” citric acid, succinic acid,

met haneearicén 0f thegquesgnt pvendlonaan baufahincombimition ith acancpmétesrdrg. eBy The
prodrug of..the conmpound of . the present.invention.s ysed to a ch a
et ast | FOREPEAET BoPhylar G beRBris s hittoess-RdrprdRY ros RehrRlEn,

i nvent i pryshe dafed) EeHisiniglthe ARe@RZYSpoand a$the latiACingredRIn€ with AdBEomitant
physi ol ogi cal conditions in vivo. In other words, the prodrug of the

pr eEent diugy/baandiegerindependont cancardpredarably peostage canger) tphetentinglandoesting

enzymat | xia?]1 ti rgﬂ ction, hydrolysis, etc. to be converted into the
corrpoun%iﬁ%cgs? iepfﬁlglsleerne 2|’L}hc\‘?e’nti on, or the netastin derivative that

under goes hyThetitEomitadt drug Bynddastijedt@o agy partiCilgr litn@atich. CRuPeRahpId, isdtngayt he
metastin derivative of the present invention. Exanples of the prodrug of
t he conpomade of onerps more daug selasied from amons homeonsab agests (preferaplyex hesnegssak ei n

the am . i . { Qv i i:5. substituted

W th ac@?,yﬁgﬁg%%n%ph%gagﬁgg?@&g%}@%’ argp gﬁ%@’.ﬁg@()tlﬁgtrgglﬁti n elra?’vati ves wherein
t he2tam imemgnathgrapeutic hgerta rpd dag:s avhichmhibiethe attiomofaetligaswihsfactoizshidt ut ed

wi th ei cosanoyl_, al anyl, pentylam nocarbonyl (5-nethyl-2-o0xo-

1, 3- di OSFRIASALYNY ¢ 8% tCiaF8BNy| , tetrahydrof uranyl, pyrrolidyl methyl,

pi val oyl Oxymfhé'yﬁorﬂ-‘%ﬁélta‘ BALY g?&@éieiﬁ{oﬁraﬁe%ﬁ}skéatrgf Gl bS8 ShBkdriddi&ne,

hydr oxy group 1 n the coffpoun ent 1nventiron s substituted wth
acyl , ahlegtoxyplogespérone acetate,onegestrol acetaiegdchletntadifanegcetateptgadterond acétataf i ves

e el o e CgRtriabnt, Toesactiey Mo ferte, SRl SAFNE, e PoreelaxdiBne, anti-

25  estrogen agents (e.g., tamoxifen citrate, toremifene citrate), pill preparations, mepitiostane,
testolactone, aminoglutethimide, LHRH modulator (such as LHRH receptor agonists (e.g.,
goserelin acetate, buserelin acetate, leuprorelin acetate) and LHRH receptor antagonists (e.g.,
ganirelix, cetrorelix, abarelix, degarelix)), droloxifene, epitiostanol, ethynylestradiol sulfonate,
aromatase inhibitors (e.g., fadrozole hydrochloride, anastrozole, letrozole, exemestane, vorozole,

30 formestane), anti-androgen agents (e.g., flutamide, bicalutamide, nilutamide, RD162,
MDV3100), Sa-reductase inhibitors (e.g., finasteride, epristeride, dutasteride), adrenocortical
hormone preparations (e.g., cortisol, dexamethasone, prednisolone, betamethasone,
triamcinolone), androgen synthesis inhibitors (e.g., abiraterone), retinoid and retinoid

metabolism retardants (e.g., liarozole) and ER down-regulators (e.g., fulvestrant (Faslodex®)).
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IS substituted with acetyl, palmtoyl, propanoyl, pivaloyl, succinyl,
fumaryl, alanyl, dinethylam nonethyl carbonyl, etc.); and netastin

deri vati wee 20fvar76898 t he carboxy group in the conpound ofctriye2qoyesemt
invention is substituted with ester, amde, etc. (e.g., netastin
derivatives krmplesofithe "allsylndng agents! chb#detfhtéogﬂ!i@‘éﬁ!ﬁf mfrogmnps*t@@eh{tomde
[ nvent| v n t ar.ho

ester, ct%‘rlw maﬁér%ﬂ%w ééjgfo %E)H%I va %f>a<1?/n n(get y?tgé% 1(:2 érrbf)&ugn%, fﬁfﬂr% Elﬁf{an

et hoxycm;baeytbuswai fmyrhuaﬁfeeiydrqohlohaé lrdmbbreﬁltcﬂ;me hala®! dayarbdzify @ahimdstine,
di oxol en-4-yl )net hyl ester, cycl ohexyl oxycarbonyl ethyl ester, methylam de,

et c) Bgampgine sreélurmwwe stertEgthyleneraelpmage, carmustng, lempsting LEatoEeS t he
t f
C ol hgs, R5ARERLCA AL Ophie AEoBEAIRAIRE MRS PR AR O® ©

conpou mitretﬁmiﬂee ambaﬁasttne; mbmsmdunn hytdiechlbhée g miustireg predhinmatide, tpubtisepas
descri bed i n "Pharmcey cal sear C vel opnent Vol . 7, Drug
Desi gn, payisting igmozejgmi i@@%&‘%ﬁ?ﬁ%%@ﬂﬁ@éﬁﬂ?& eipoggore,

Pr ophyla%gélgglﬂ'h?g@ﬁﬁ%ﬁecbﬁgggﬁl E@r Androgen- |ndependent Cancer (preferably
r

Prostate Cancel e inventive conpound is highly effective in that, along
vm th suppr e sExampl¢suofithe Ymetabdlid antgganises isclvdet theraamtopgae; Gmmecancer

pr.efer ostate ca It ha .a low toxicity and few side effects.

ThelDlf GRS RIS i, PSSt ST ST S bR e Aot |
agent f m@ﬁﬂfrﬂﬂeﬁﬂﬁ&ﬁgﬁ(@@ NruGBimasil, bgirel OrabiyxinnAshal@rpsfeer) in
manmmal s humans, nonkeys, chi npanzees, sﬁeep dogs mce and rats;

partic Lgailpclyabmm mngyeﬁlrl, ntCt)mmppptsen,tlemqwenn calnium, aa’cdmdg@rtemn@l dplemade nt

t f t f er abl t at
cancer ) i ieRatelplt SRS sTRROH MrdgahS sbBe RBRT vt EhAmk, ) 0t *
suppr esﬁdnﬂﬁtaﬁh }Blﬁ&ekilﬁmidoyﬁfrﬂ‘iﬁd"n@ﬂ@ghdzbﬁe i a difhiring, mnbdaﬁm@ﬂn@fetoandr ogen

production or functi on t hr ough sone formof theraIOY, such as orchiectony or
horldone ther@WnpleSSlfﬁb¢ eysicanrepantibietiosy mludgra@mqmmmagtmovmm@ to a

state o algiais
observ\é@ﬁérgﬁ/y%ngzéc%; ine i&?%g ié)lre és?‘? l@é&g%\é@%fla bg%%% Q.El%g%)pgé 3{3% ration
in the imllmddzﬁfmmblﬁn iﬁ?ﬂﬂwhﬂoﬁdé fdo&ﬁnmwﬂfph&c&mtmeﬁhet, acagbaphiydrédhloridggnet i ¢
resonance i nagi a*%hmgeor ultrasound in cancer (preferably prostate

Y

cancer ) PiFghigiAh s Pipicayhydrachl ?ﬁ*}iﬁ NeQSAIZHMISKILN, BHBTAHYSHL STSEMYEMon

A dect 1 e nop g AR, B R R B R B MR TR a7

corﬁﬂentlmlroahtbmfe géldunaﬁmnpk@aniyeirmle ng/rrL As used here| n, "reacquired

an abili signifie statfe where tuno r owt h
E}/( le%J o?the "piﬁt alkalo?dsﬁl include etoposide, etoposgdegphosphaie vm%lastme sulfate,

vincristine sulfate, vindesine sulfate, teniposide, paclitaxel, vinorelbine, docetaxel,etc.
Examples of "immunotherapeutic agents" include picibanil, krestin, sizofiran, lentinan,
ubenimex, interferons, interleukins, macrophage colony-stimulating factor, granulocyte colony-
25  stimulating factor, erythropoietin, lymphotoxin, BCG vaccine, Corynebacterium parvum,
levamisole, polysaccharide K, procodazole, cancer vaccine (GVAX™), Sipuleucel-T
(ProvengeTM), Lapuleucel-T (NeuvengeTM), DCVax-Prostate™, ONCOVEX GM-CSF ™,
PROSTVAC-VF™, and PROMUNE™, etc
The "cell growth factors" in the "drugs which inhibit the action of cell growth factors and
30 receptors of the cell growth factors " can be any substance so long as it is a material for
stimulating the cell growth and, normally, peptides which have a molecular weight of 40,000
(preferably 20,000) or less and bind to their receptors to exhibit the actions in a lower level can
be used as the factors. Specific examples are (1) EGF (epidermal growth factor) or substances

having substantially the same activity as EGF [e.g., EGF, heregulin (HER ligand), etc.], (2)
117



energence or aggravation of ostealgia, or new sites of netastasis are
observed by a sustained rise in the blood PSA concentration or by a nethod
such as GVQ 2hRlo76896ul t rasound in a cancer (preferably prosuatmeecancer)
patient in which the tunmor growh ability was tenporarily suppressed b
andr ogensphin gusibistences havipg sebsgantialy thsi samegctivida aniasulin fegugnsiline Gl (igguling

concent 1 BT ELRRETGEAEEN o) Rof (IS EbRIELE, kb uifarmentoving i (e

bl ood P&ifbsetialeyhe 3hme Activityls FOR Rk, | 4tidib EGFOBasICFOF, KEFi (Retafindcy®d growtin t he
present invention androg n-i ndependent cancer &preferably prostate

cancer) factqr IFGHe k0, etk (Ot sﬁlégr%rtarf@cterarie &r CShtlaysimplyingdecton. EBAcer) .
ihe & blcinf 9N @l dRd50 960 (PELEIARD bachRN PHIGH BISLERLABkegPr oSt at e
sen can

cancer) e pr I nven eIay é pr og essro rom
andr oge grodah ﬁbﬁ&ﬂﬂ@lﬁh@&hsﬁbﬁﬁ@fg@i@@ihyfaabﬁ B), HGF (lmpatetyteighdvoth factor), VEGF

andr ogeni nd ent_.cance preferably prostate cancer). 2. Conbi nation
with Cob@8 O@F]&ﬁ gﬂf@ﬁ?ﬁ%y@t&&ﬁ“{?}l@ﬂ%ﬁapeut ic agent for

andr ogen- |nd e r "

vention can e Hay P R A e o R REREDE,

t he pr obimdirgdd mlua’aeﬂi@rez\pﬁenfaaorsa@mﬁbeﬁmbom;dndgpmiﬁampmw EGErrcmptor
(prefer bI rostate cont ai ni the I n I ve CO
bot e Persbul ehivton GRS et aieh BFE brecphe Kkie et RAEDE rehic 2ancer

(prefergly prostate cancer) preventing and treating effects can be further
enhanced. The concomitant drug is not subject to any particular limtation.

For exanpl e, “Deugs meychbishibitdbe aftionrad coll grayvth fahtony” sreleaemplifiéd oyrantiodips

oot agonpuhds Hikd Bihodles frd SRt B AP P R P S acripade o
agents, (BB&uQ@ﬁQ&tMEG‘F AnfiBbdIES (et ebe@ﬁ&h@rﬂa@tA%hh@Q)réh‘ﬂﬂ\l’EGFRtaﬁﬁﬁocﬁ&d

receptors of the cel rowh factors. The "hormonal agents" are exenplified

by }osf bsesieg km@ﬁeenlrrbrt@'p‘ |sucrbea§t1m@tlmbdh¢saiaé@,N%F%emiebltqrecﬁ@&& pvbieoss @-®ne
acetate r ol hl or at e t.er one,acet at e,
ons oo erdifth Phirpya @ e G R Th it B AkBo DHBRIGIONE KRG 5 1 o

| evor meimbitoe)) @umﬁﬂiblWm&ptmm}ﬁﬁc@tormmbslﬁemrﬁsd inBibitor)} surefehibene
citrate), pill greparatr ons, i tiostane, testol actone, am_nogl utethim de,

IBHRH rrloﬂgrlespérrhl dpr alkR EﬁJHlPSF BICCRI9ENI Btnip4tygosinedenase dnhibitorder all e
(g o YRR PRUREapld:r B AEERIPenG AR b STOOA NN A s,

epi 20 ostrARNIA dmghmmﬂymadwhichssubﬁmmhe expressiad afseelligadwihi factoss apé tigeir
fadrozol e hydrochlorrde anastrozol e, |etrozole, exenestane, vorozole,
for rrest%‘fél? OT3ant i - andr ogen agents (e.g., flutam de, bical utanide,

nilutam de, BPIRtion to the above, there are also used L-asparginase, aceglatone, procarbazine

hydrochloride, protoporphyrin-cobalt complex, mercury-hematoporphyrin sodium,
topoisomerase I inhibitor (e.g., Irinotecan, Topotecan, etc.), topoisomerase II inhibitor (e.g.,

25  Sobzoxan, etc.), differentiation-inducing agent (e.g., retinoid, vitamin D group, etc.),
angiogenesis inhibitor (e.g., thalidomide, SU11248, etc.), tumor vascular targeting agent
(Combretastatin A-4 Prodrug, 5, 6- MeXAA), a-blocker (e.g., tamsulosin hydrochloride,
naftopidil, urapidil, alfuzosin, terazosin, prazosin, silodosin, etc.), serine-threonine kinase
inhibitor, endothelin receptor antagonist (e.g., atrasentan, Zibotentan etc.), proteasome inhibitor

30  (e.g., bortezomib, etc.), Hsp90 inhibitor (e.g., tanespimycin), spironolactone, minoxidil, 11o-
hydroxyprogesterone, bone resorption inhibitor/bone metastasis suppressor (e.g., zoledronic acid,
alendronic acid, pamidronic acid, etidronic acid, ibandronic acid, clodronic acid), ispinesib (a
kinesin inhibitor), lonafarnib (farnesyltransferase inhibitor), deforolimus (a mTOR inhibitor),
RANKL antibodies (denosumab) and CTLA-4 antibodies (ipilimumab), as concomitant drugs.
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MDV3100), 5a-reductase inhibitors (e.g., finasteride, epristeride,

dut asteri de), adrenocortical hornone preparations (e.g., Cortisol,

dexanet hasonelo/@s®dni sol one, bet amet hasone, triancti nol oreXxyrzngnngen
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Py oo HOBPTHLEt Gehecin e SRR KRR pRiasiog sogfiitaloR eggre, for
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vincristine sulfate, vindesine sulfate, teniposi pacl it axel

vi nor el the pencogviant drus togsther atihg spne §mef (2) isimnl o pus adpunisirationefriwerdopagel ude
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et Sl S Sp A e b Ol Al ARE T o g e am
colapny s:bumibﬁidnnglshaﬁbmr@) ﬁhl)ihﬁtrﬁ@@i sfttive, ddsygetbarhOptepareBeEparatelyi fidn the
Corynebact eri um parvum | evam sol e, pol ysaccharide K, procodazol e, cancer

vacci neln(@y}s(y(@g%t)and gpemﬂné%gmtm%t@g@ﬁgé@w}ewggggp%y same route for

gwgu;ée ?&%3 IPgalsagﬁn“?]he ' cel‘?%nrnmrsz)r\a}\ﬁ:lll actors éésfc %g)epépﬁg%@;ymﬁ&gh I nhi b| t

t he acttheinvehtiveddengaminhb cbﬁnbhm’aat dmg through dlfferent routes for administration, (5)

administration of two dosage forms prepared separately from the inventive agent and the
25 concomitant drug at certain time intervals (e.g., administration of the inventive agent followed
by the administration of the concomitant drug in this order, or administration in a reversed order)
through different routes for administration, etc.
The combined use of the inventive agent and a concomitant drug exhibits the following
excellent effects.
30 (1) The dose can be reduced as compared to the dose when the inventive agent or a
concomitant drug is administered alone.
(2) A drug concomitantly administered with the inventive agent can be chosen depending
on the condition (mild, severe, etc.) of a patient.

(3) A concomitant drug, whose functional mechanism is different from that of the
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receptors of the cell growth factors " can be any substance so long as it
is a mterial for stimulating the cell growh and, normally, peptides which
have a noleculoaressei ght of 40, 000 (preferably 20,000) owrclrasmosmnmibi nd to
their receptors to exhibit the actions in a |ower |evel can be used as the

f a(t:) t or sanspﬁﬁlagﬁld, w;hemhegenaﬁ%th@tla) tr@@nelqten@nqé earabe get bowgkr. f act or) or
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basig a:%tjﬂﬁﬁ tinocyte growmh factor), FG-10 etc.], (4) other cell
growth ac S gg CSF(col ony stinulating factor), EPO (erythropoietin),
IL-2 (interleukin-2), NGF (nerve gromh factor), PDGF (platelet-derived
grow h factorP) TGFb (transform ng growt h factor b), HGF (hepatocyte growth
factor) TPRERGPar endothelial growth factor), etc.] and the iike. The
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ki nase ¢dhlférmﬁegg&fls SdpBiallly Fden 0\{5@-‘100%: (,,Zr- 2/ PDG- receptor/Kit tyrosine

ki nase i nhi bitor sorafenib (kinase inhibitor for all Raf ki nase/ VEGF

recléptors), Suitab qﬁxgm@le,s 10d Shergosagantesm af il ipverdivefdoug when m&@ad@ﬁéﬁmds
PDGF rece b, and c- Ki t and tisense dru RNA drugs,
i rva i eae ol RE S shen ROGORA LRRIRE, b and oL, MR AhigC

f act or sfoamd whee birefitefellytadfrinistered slebht ds@trdvenbuyey, stistvieaned ey 6r ﬁﬁﬁmﬁls@ﬂ)arl{lﬁ ed
L- aspar gi nase, acegl atone, procarbazi ne hydrochl ori de,

pr ot Opomﬁ'r‘\‘Qﬁ Nﬂefé@salsvpmﬁﬁm@(and@bb@gtw tblets: dpeiepry i injections| irmlﬁde sustained-

t
t oot soreaZrepyrfilsYubiphs nferSeapsiifl, POLGEE Forl QM usd forlptingual, 31 g
agett (subgutandots onitdmusddl@idmiblsgatisipinckide syblingnditstdets and sustaiiédorel cake

(e.g., thalidomde, SU 1248, etc.), tunor vascul ar targeting agent
(ConbrePrﬁg%ra??WsﬂcmaWW%asug‘ 6- MeXAA), a-blocker (e.g., tansulosin

Do o' et s (RS e B RGAFRRR
ingredients may be employed as the pharmaceutically acceptable carrier. In solid preparations,
suitable amounts of excipients, lubricants, binders, disintegrants and thickeners are typically

25  included. Inliquid preparations, suitable amounts of solvents, dispersants, dissolution aids,
suspending agents, isotonicity agents, buffers and soothing agents are typically included. Where
necessary, additives such as preservatives, antioxidants, colorants and sweeteners may also be
added as customary.

Examples of preferred excipients include lactose, saccharose, D-mannitol, starch,

30 crystalline cellulose, light anhydrous silicic acid, etc. Preferred examples of lubricants include
magnesium stearate, calcium stearate, talc, colloidal silica, etc.

Examples of preferred binders include crystalline cellulose, saccharose, D-mannitol,

dextrin, hydroxypropylcellulose, hydroxypropylmethylcellulose, polyvinylpyrrolidone etc.

Examples of preferred disintegrants include starch, carboxymethylcellulose,
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i nhibitor, endothelin receptor antagonist (e.g., atrasentan, Zi botentan
etc.), proteasone inhibitor (e.g., bortezom b, etc.), Hsp90 inhibitor
(e.g., tamepionzeson), spironol actone, mnoxidil, 1la- hpdrgryps/opest er one,
bone resorption inhibitor/bone netastasis suppressor (e.g., zoledronic '
acid, m@mymﬂwleailutbse palmum, croscarmellose seodivam,codisimacarbioxyinteshnd standhe etgci d,

cIodronrc a a .Ki nesi nhi, bi

(1 ar nesyl t r arcrasSl EfRrgs Hieeni Saddd ot Sinh:cruBleR Afieurs pobuasgetc
ant i bodicg$phldmesswidb) and CTLA-4 anti bodr es (ipilimmb), as concontant
drugs.In t?te present invention, the concomtant drug is Fref er abl an LHRH

nmodul at or suE¥amplesef preferred é@lé%ntbmch@é yaser forinjectiop.adenhel. ipronydene

bus el u I getate) or an LHRH receptor ant agonr st
ejr %/Igﬁr%ég ?%(sgmgeo rg&gl ﬁkblnve%)afr?e i X, degarelix); and nost preferably an

|_ HRH r ecept OExaagysles 6f prefeired aispibants ineluldé Twedeh IB0AHE0BEE polydhiglent igdycol,

prophyl act i c/therapeutr c agent of .the resent i nvention and a concom t ant

drug ar@rboxymietdceeliuinse gad posdium alginats, 6ic. t he i nvent i ve agent and the

concom t ant i
i nventive ag%%é. a%@ﬁﬁgﬁggﬁggﬁﬁ%anrfalgér%é%?ogjeéh%e g&}r‘g‘mene%o%’u%-j ect
ei t her mamdtol rbentylybenroatd, eﬂhﬁdlemmhlﬂoméﬁmneriﬁ)ldstwdnmmna.QHMe, aodiumhe

concom tant drug,.may be fornul ated as separated preparations, or may be a

contl natarbanals, SeAiBmciraiefihy m xi ng both toget her. The dose of the

conconi t ant gr?d‘fﬁ% [aTo1- that is
clinically u%fad léé‘%rgfeh‘édb itab %eggsqggrpgg accc\(t)ﬂrnttgr]sn&gﬂ'?%gtgg‘[?n factors as
t he suerleﬂianolanm sdrdltlmdam‘yL@lﬁa's taoryh emémbriropishate.decithimdenzalikaiwh chloride,

adrrinr rat se, and the dr combi. nati n.Armefr.

o T ety Moride 8035 PenosRe i SRR as polyyipy!

part i cuaharﬂoy ﬂa;mﬁ% Horiel sddiurt iblselfethy fcBMbloW o Miose, agent i used

| n Conbl natl on w t e Concom t ant ?‘B’d t e tl ne adm ni st ratl on. For
10

suclp rrdttselr@fynmﬂhulmlbtlmt hxdnoxytemericellalroee xenmwlcellulpaq, etedni ni stration of

| d db h
oncon Cant BB SRRt Aol RO oMl ietfud SYERE HRpRRED Soflih hiFide; a¢ i on

of two gdosameDi@anditd) &pared separately fromthe inventive agent and the
concomtant drug through the same route for adm nistration, (3)

adni ni st r at | Branaples ofpratsTad buffes inclysledmiiesiag selvtipas of a/phosphate. wecthigyent i ve
agent a‘pagb(; % gqﬁf g{tant drug at certain tine intervals through the sane
route for adm’nistration, (4) simultaneous adm nistration of two dosage
forags pr eparEﬁhrﬁlﬂea@faﬁrefeyreﬂ&@uﬂuhgegéntymntdd\teea@eratcoaeldetche concom tant drug
t hrough different routes for admnistration Wi‘ adm ni stration of two

dosage f or msE¥ameRlay elpretepad ateseryatives Malpde B RKYReazeqjenchigrrbutanel, benzyl
concomi i Y g adm ni stration of the
mventr%/lgéﬁa)gljg{ ?tﬂ% &{h B @h)%dﬁg&e{%&ﬁ?ssﬁgitc%%ﬁ %trp the concomitant drug in

t his order, Bxamples nﬁmt’eatedamtloxndatsrmvledeedulcﬁrt@jesc)orblbraondgétcdr fferent routes

for adm nistrati on, etc.
Jl’"he drug preparation may be produced by a conventional method. Exemplary methods

25  of preparation include the following.
(1) Tablets, Powders, Granules:

Preparation may be carried out by adding such ingredients as excipients, disintegrants,
binders and lubricants to the inventive compound, then shaping by compression. Following |
compression, coating may be carried out to mask the taste, improve enteric solubility or make the

30  preparation longer-acting.
(2) Capsules:

Preparation may be carried out by either filling into capsules, or encapsulating and

shaping with a capsule base, the inventive compound which has been rendered into the form of a

pewder, granules or a liquid. Examples of starting materials for the capsule and capsule base
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The conbi ned use of the inventive agent and a concomtant drug exhibits the
follow ng excellent effects. (1) The dose can be reduced as conpared to the
dose whernwbheioireset i ve agent or a conconmitant drug is admipzmberied al one.
(2) A drug concomtantly admnistered with the inventive agent can be
chosen idelpdngelatin and hydeosprenylmethyl eallulbsesevere, etc.) of a patient. (3) A
concom(lt%?pn ecctl{ ug whose functional nmechanismis different fromthat of

t hei nve Ve gg nt, can be chosen so that a treatnent period can be set

| onger. (4) He%@m{mbﬁbé calfied outByoRAdériipahé Hivehti vecohaituadiints adiagheduent
fromthat of the c inventive agent, can be chosen so that sustained

t her apdieriomtopatberwithrfopexagene. ébmrsap@)prpseéyqﬁlérp@m jsetoafcfty @gemsor Hy

obt g “edis%rhgé"gr spehidifty’ }é‘rﬂ lsﬁgglgese Enti %ﬂh{oﬁﬁd ﬁ-??@éege%‘i‘e 81 BB CANL )

drug. 3 para &re 't he ienven
prophyls@mme:ém%ftamedoﬁ c@geail) bespykendighaeher theltikendent cancer (preferably
prostate cancer).is admnistered to a patient as a drug preparation, the

pr epar 4t §HPH?§ TS produced entirely fromthe inventive conmpound, or may be

produced by pp. &%r{lﬁ? bOEREY \Sﬁteﬁ}g{aéﬁ éH}% théF R Mnidd %&Gﬁﬂ%lib%géd &rug

and a pharnace Ica acceptab e content e 1 nventive
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such as tabl ét's, “capsul es, granul es and powders. Suitable dosagé forns when
par ent mfathut;oua@nis indeds maturabgurhs, aellilnser deviyaives) yinylnobymersned aslylic ecid

i ntranus arly, include injections, suppositories and sublingual tablets.
Preferﬂ&%”? ectlons i ncl ude sustainedrel ease preparations such as

m crocapsul es. Dosage forms that may be used for sublingual, subcutaneous
or intranmuscul ar adm ni stration include sublingual tablets and
su§5a|nbddﬂh¢®9%@¢pnéﬁamanlons such as nlcrocapsules Types of organic and

| nor 9aN G _Captd Sl SYRPLANSERGRTPOLY HaSH AR ALERR B -0 SEaHES T

be enpl oyed as armaceu car

prepar atboo# Sanéslab&(&bing ta fRyhs oofnvemvemoamosnd kdledted; and ﬁylpe l@f B&ﬁfomltant drug,
di sint egr ants and, thickeners are typically included. In

pr epar di¢ 8zl speciesbelectadptihe Jarget @riv@mtgatwa» Hissymatoms, ﬂm%&qﬁon@nar@q ds,
suspeng quﬁgﬁfbg%@ésf)@ég b&afidn ?s%%%%lvgg IFB% i (§O8% dl%e%g Lgyere
y e ne

typlcal I nc cessar I'Ves dh as reserv Ives,
ant20ox i jhaisitswitle ﬁﬂdms@amt-mdépmdd&maﬁm ¢preferabyy plostatex@ancer) when the drug preparation
is given orally, expressed as the effective amount of the inventive compound, is generally from
about 0.001 to about 500 mg/kg by body weight, preferably from about 0.1 to about 40 mg/kg by
body weight, and even more preferably from about 0.5 to about 20 mg/kg by body weight.
When the drug preparation is administered parenterally or the inventive compound and a

25  concomitant drug are used in combination, the daily dose will generally be lower than the
foregoing range. For example, the daily dose in an adult patient with androgen-independent
cancer (preferably prostate cancer) when the drug preparation is given parenterally, expressed as
the effective amount of the inventive compound, is preferably from about 0.01 to about 4 mg/kg
by body weight, and more preferably from about 0.03 to about 0.6 mg/kg by body weight.

30  However, the amount of the inventive compound actually administered is determined according
to such circumstances as the compound selected, the dosage form, the age, weight and sex of the
patient, the severity of the disease, the route of administration, and the dosing period and
intervals, and may be changed at any time based on the judgment of the physician.

The route of administration of the above drug preparation is not subject to any particular
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added as customary. Exanples of preferred excipients include |actose,
saccharose, D-mannitol, starch, crystalline cellulose, |ight anhydrous
silicic awodpiroatresosPref erred exanpl es of | ubricants i nclpagdgrrmgoaeium
stearate, calciumstearate, talc, colloidal silica, etc. Exanples of
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chol esterol, triethanolam ne, sodi um carbonatée, sodiumcitrate, etc.
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sodi um car boxynet hyl cel | ul ose, nethyl cel | ul ose, hydroxynethyl cel 1 ul ose,
hydr oxypessipleel | ul ose, hydroxypropyl cel l ul ose, etc. Exanples of preferred

i sotonicity nts includ | ucose sorbitol . sodiumchlori.de cerin,
o manni o DUEE byeflirR et Bf PRl Bl sPRenaB R pte Bt R SHEE T ons
of a phemspbdtieis AoPREiBle t6 Abd) WpRtRr withtdhein®thefdps - in Vol Aip la@mirdétratiodof e d
soot hi ng agents include benzyl alcohal, etc. Exanples of preferred

pr eEer VBIVERIBE dgaRl atreatmentmodalify etieothas shemptheraptiutugh s surgisalAygatraeniohol |
phenet hy| ohol. yalr | ci.g. . i cid, etc. Exanples of
prefer r%ﬁ‘“?&{%c% (%%8%%[%2 &ﬁ%?oﬁtgééhé' %uﬂﬁaﬁa{léf?hgeé%ﬁ bic acid, etc. The drug

preparation may be produced by a conventional nethod. Exenpl ary nethods of

preparation include the following. (1) Tablets, Powders, G anules:
5. Inventive Medication

The inventive medication is characterized by being composed of a combination of the
20  inventive compound with a concomitant drug.
The concomitant drug is preferably one or more selected from among hormonal agents
(preferably, sex hormones), alkylating agents, metabolic antagonists, anticancer antibiotics, plant
alkaloids, immunotherapeutic agents, and drugs which inhibit the action of cell growth factors
and receptors of the cell growth factors. Illustrative examples include the same concomitant
25  drugs as those mentioned above in “2. Combination with Concomitant Drug.” The concomitant
drug is preferably an LHRH modulator such as an LHRH receptor agonist (e.g., goserelin acetate,
buserelin acetate, leuprorelin acetate) or an LHRH receptor antagonist (e.g., ganirelix, cetrorelix,
abarelix); and most preferably an LHRH receptor agonist (preferably, leuprorelin acetate).
Preferred examples of the inventive medication are medications for preventing or treating
30 prostate cancer or androgen-independent prostate cancer in which the concomitant drug is an
LHRH receptor agonist or an LHRH receptor antagonist. The inventive medication is a
combination of the inventive compound, or a salt or prodrug thereof, as the first active ingredient,
with a concomitant drug (an LHRH receptor agonist or LHRH receptor antagonist) as a second

active ingredient.
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Preparation may be carried out by adding such ingredients as excipients,
di sintegrants, binders and lubricants to the inventive conpound, then
shapi ng byocompriessi on. Fol | owi ng conpression, coating wayJbmogarwied out
to mask the taste, inprove enteric solubility or nmake the preparation
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speci eLCEYLARGCS rﬁ?” he target of administration, the synptons, the dosage

form and t hehdYHe#ed oPhdrhiniR&irgBe RiveRIeahe@Batioh th thdgatihi-Phties BOordX2RP! €,
the daily dose in an adult patient wi th androgen-i ndependent cancer
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adn1n|§¥é¢@éoﬁéﬂéﬁﬂeﬁgﬂl lpﬁeog nergbacearignen conconi tant drug
T b e
an@ooggirodmgeleasionith the concomitant drug, is useful as an agent for preventmg and treating
various diseases, such as prostate cancer, androgen-independent prostate cancer, prostate
hypertrophy, virilism, hirsutism, male pattern alopecia, precocious puberty in boys, breast cancer,
uterine cancer, ovarian cancer, mastopathy, myometrial tumor, endometriosis, adenomyosis uteri

and polycystic ovary syndrome; and particularly as an agent for preventing and treating prostate

25  cancer and androgen-independent prostate cancer.

6. Drug for Administration in Cancer Patients with Tolerance (Resistance) to Therapeutic Agents
The inventive agent for administration in cancer patients who have developed a tolerance
(resistance) to therapeutic agents is characterized by being composed of a combination of the
30 inventive compound and a concomitant drug.
The therapeutic agent to which the patient has developed a tolerance is not subject to any
particular limitation, and may be, for example, one or more selected from among hormonal
agents (preferably, sex hormones), alkylating agents, metabolic antagonists, anticancer

antibodies, plant alkaloids, immunotherapeutic agents, and drugs which inhibit the activity of
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cancer (preferably prostate cancer) when the drug preparation is given
parenterally, expressed as the effective anmount of the inventive conpound,
i s preferwbl2gioforesysabout 0.01 to about 4 ng/ kg by body wergktoosandiarore
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I ntracerebral, rectal, vaginal and intraperitoneal adm nistration. Although
t he dosPAREMAIPRESH, RIFGOFIANERPUPSILY il PoYSy Breash $omcedy Weringy @HEH aPYasNRANGeLy ar v

accor di ' Cc‘]]ﬂ-ﬂ?ﬁ]ﬁ ML | L . ,scretion

of the I% i;[&sé%(tzllwé]tgn}%gﬂney 0 agfﬁgﬁ%(g?ggﬁ%iap %%@%Slsr#éﬁ%légﬁ) c%?éyasggns‘r/\%gt ration

may be sysdbme; and especiglly pastatocmt ecbraddroges-indepémient grasthty cankdrni strati on,

interm ttent“,[%(ilm' ni st ra}tli on, .short,-,termé]li%g-d e adm nistration aad

rep@at ed adm THEIREP FANCTRRFUUE REFRI| meaps thatfae ellicacy,decgzages sheater 465 8h,

R 9@@,%&1@?&%&@% Bidrease Al VbdaH oS 8S adiitiRNné LA Once to
e ecially t

several ti dai 'y (esp or three tines daily). Alternatively,
admi ni stffextsiaswhes uac efithe sharembutie hgerd avapbegar. at i on or by drip instillation

over an extended riod.of ti e.g.,, once a nth).is al.s ossible. .In
Che. pr event (OO RRITHESERGRYE G <lovaf SYsRors apRaLrHiccRRudpue Tof Suafipl,
(pref er sideiits i Rhichic@néR PE@kencd ér th&ta®hiPhRBEEh BbRricd diie @0 tHeQROEIBBMme D
chenot herapy i nvol ving admi ni stration of the inventive agent, a treatnent

modd i tiplesanige to @ herapehideragent b the, tumgt patients iy which lonlyrtbeiadmimistiation 9flang

orchi ectony, .t her gt her a or.radiation erapy. 5. lnventiv dj,cation
The | moBRPeHte B BEAPactle BRGH Bephol M cRR%: aBa ppRS IR MBS LR
combi naidrdifis@htidéf 4 th&ﬁ?édtiéehg@ﬂﬂﬁiﬁldﬁl%r\ﬂehﬁmem afodeleEsi(@pl sahgitdl thERgpy,
concomtant drug is preferably one or nore sel ected from anong hornonal

agent s [agietier thekapy, cryetherapy hagvedeen garkigd qut. nYherydis canceris prpeipte ¢ancer or

\ ; IS S ) | Lo ; :
2gent o, Wb Gen M RE pro3d Gofls FneB knSoiS B fevel FRUPSLERLIRY ' ©
r ecpt otherapéutichugentt Iréferto wisktatd atter folloWingiht tehporryexppiossisn ofitamded @rdvith

sanme concom tant drugs.as those nentioned above in "2. Congbination with
Conconi 3l opyingtortheiphibigar ghandipgenqrodpction oF Bmstiomby seme foumy-pitherapnt or

such asggfy, Q_(Bl&'h of ﬁ{%@rﬁ)errg&gg Bk §égr£@dtig)n of g&éﬁﬁﬁl drd rREARE metastasis is

observed by a sustained rise in the blood PSA concentration or by a procedure such as CT, MRI

or ultrasound. “Sustained rise in blood PSA concentration “ refers to a state where the blood

25  PSA concentration is, for example, 5 ng/mL or more, and a sustained rise in the blood PSA
concentration is observed in the course of periodic tests.

Exemplary concomitant drugs include one or more selected from among hormonal agents

(preferably, sex hormones), alkylating agents, metabolic antagonists, anticancer antibiotics, plant
alkaloids, immunotherapeutic agents, and drugs which inhibit the action of cell growth factors

30  and receptors of cell growth factors. Illustrative examples include the same concomitant drugs
as those mentioned above in “2. Combination with Concomitant Drug.” The concomitant drug is
preferably an LHRH modulator such as an LHRH receptor agonist (e.g., goserelin acetate,
buserelin acetate, leuprorelin acetate) or an LHRH receptor antagonist (e.g., ganirelix, cetrorelix,

abarelix); and most preferably an LHRH receptor agonist.
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buserelin acetate, leuprorelin acetate) or an LHRH receptor antagoni st
(e.g., ganirelix, cetrorelix, abarelix); and nost preferably an LHRH
recept or weovicilcdopr ef erably, leuprorelin acetate). Preperpshesaop es of
the inventive nedication are nedications for preventing or treating

pr ost at e canMedicatiomsr{dr adpainisiratiepmnaecdr patierts sthe hasedevelaped wWhlemhcd tha

concom tant drug is an LHRH receptqr. .agoni st or an LHRH receptor .
ant agorERPesHFaEE Ao PF D AR A CMNIAE L IBYFBIVE SOMBRVE “RHBE FORFOmitpL
COMPOUNg a3l B pROSHTHFLNIRETo o Bkl ERHACTHEIVARYE! ent,

with a concom tant "drug (an LHRH receptor agonist or LHRH receptor
ant agonéasnpouad and econcomitant deig segving aetine afties imgrtidicats may edchtbeseparaisont

i nventi on,can. be obtaj.ned b ombi.ni n he,i nvent,i ve conpound ,w t

comar EALGEEd i PRRREURSS. o orh M keG4 PSRN 25 R sPRIMAGOS dfigh et
et hod. exhfifplésHFentd dosBgCROMRGHRE tBE FhveReyCdHIE Yo bR Hdnfikiv@redrillyigciade sHIR1
active ingredients may each be separately rendered into preparations, or

bot h nepreparatvnsstchadiapletspeapseles granuwesrandpatiders. Guitgble dasagaBoransaihampl es of
t he dosage .form of .t.he i,nventive nedi catien when oral.l dmini.st.er

ot uacgen AT Al el e TGS, Lo & i BARRALT BE6 e e
Sui t abl @jedeisny suppRkitaricsand sitdingnilaatitlsy Faﬁlmvmhgﬁar aicutahédus @8 intramuscular

i ntravenousl|y, .subcut aneously or intranuscul arly, include injections,
supifosi adspinisiration fer axamplip, Hie dostgedosm npydiess sustainedrialeaseoneparatiqn ryeh as

sust ai nggs. I 1 f t may
e uoed PUPELEEREELARRTELANS, e TG IRa R fin dTAANS REFTchiie

i ncl udethesdddsabedl aboadbdinet3s DagiPzpatatiome dnd aledrsle ippgaradl atdwdmcs tehevaish.

m crocapsul es, Speci fic nethods of preparation. that may be used ing¢l ude
those descr i Bamsthodef administere e PrepaYeanedRationinPatenth sl vany ageqigingto,
accord i RToTe s LALSLRL | i : gh?ﬁidgi on
to thea%gtgi{&erﬁﬁé’\el)tg%i S o-af?%gr I ng t%gu{lﬁggit%%g’ %?%%yggﬁdygﬁ%gﬁr%fgg’nﬁgse ect ed,
t hel X y pepecikes saletahas thaitarght of admméstmtibngthe sphptomsdtheslosdpe formm,gad thef number

adm ni stration, the s tons, ,the dosage f.arm .and the nunber of tjnes the
br epar a1’ GRES (e PIPBEILE I 1P PEmULsIeRPo SPPEE st oT BImANARPE (H-lidedhose
i ncl udegdsBOBR 4B il REVIARQWS %&ni"nﬂstra%ﬁ,h Qfd flea N g&{erréltab%?de;nﬁ@ Rcbr&Righods

in general accordance therewith. The inventive medication, ichis a
conbi nat i on Bhe inventivewegiti¢ation forgdminidiratoon in cander petierys wio hgve dryeloped wit h

1, CONGRIAT, o S aH P AT YRR ARG

var i oustofirdEsdas

canger , dipOsidat asdRYIRF AdRRikrativn Il pdtishis With wdHous BpeSBf ankér t&ebiaB} pREGIS,
precoci ous puberty in boys, breast cancer, uterine cancer, ovarian cancer,
mast opaviil prosiasereanceeer andragen-independsnt prostate caneRinomyosi s uteri and

pol ycystic ovary syndrone; and particularly as an agent for preventing and
treating prostate cancer and androgen-i ndependent prostate cancer.

EXAMPLES
The present invention is further illustrated by the following preparation examples and test
25  examples. It is to be understood that the present invention is not limited to these examples, and
various changes and modifications may be made in the invention without departing from the
spirit and scope thereof.
In the following examples, “room temperature” generally refers to from about 10°C to
about 35°C. As used below, the symbol “%” signifies mol/mol % with respect to yield, vol %
30  with respect to the solvent used in chromatography, and wt % elsewhere. In the proton NMR
spectra, results such as for OH and NH protons that were broad and could not be confirmed are
not mentioned in the data.
Abbreviation Description
10¥,CSNH: The C-terminal-CONHj; at the 10-position is substituted with -CSNH,.
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6. Drug for Admnistration in Cancer Patients with Tol erance (Resistance)
to Therapeutic Agents The inventive agent for admnistration in cancer
patients whoohamesogevel oped a tol erance (resistance) topchgpapeyilof agents
is characterized by being conposed of a conbination of the inventive
conpount¥2aH,NHe on diwi-CONH-dbang. beTiheentthe t apelt-pasitagmsnis substitubddowith e -pat i ent
has devel oped a toﬁm% i& not subject to any particular limtation, and
may be, for exanpl e O8P%npre sel ected from among hornonal agents
(preferapt v, Rex NAHREONH- BUniHeldeAGhEYEHIS-poRRiHRAY hifbsAftt0RTh HeS-

anti cancer anti bodi es, plant al kal oi ds, i mmunot herapeutic agents, and drugs
whi ch inhibit the &J{NH+bgndfcell growh factors and receptors of cell

growt h _.The,t her tic,agent be,, in.part.icul n. L HRH

Todet acorEG BN, deERRRT dnf B o e R as S e "
buserelin acetate, dipMNH-Bgldl N acetate) or an LHRH receptor antagoni st
(e.g., ganirelix, cetrorelix, abareli le; and especially an LHRH receptor
agoni st‘gf(%ﬁélszHabl yLhe|-eOpHdr kandibetireendhed- andfhpositionsdy Sybstitwad withfhect t o
any particul ar ”mc;}i“r\}ﬁ’f\?o %nd may be, for exanple, prostate cancer,

andr ogen- i ndependent r os ate cancer, prostate hypertrophy, virilism

hi rsut i ®M],C8NIHE patlthe-CONHIstiddetWeeBaRE 6-0atd Ppdaitidng i$ substtised Witle dfet-
cancer, uterine cancer, ovarian cancer, nastopathy, nyonetrial tunor,
end@retriosis, adetomydsbaduteri and pol ycystic ovary syndrone; and
especi 1 at PRI i Al Eﬁqﬁ r: it A0 )

"Tol er Zén‘i(’%Nﬁ)&Z. t hgrhgpgutl c%&g%@w&ngl%és@?ﬁgsp e oé'gfllg)%%g}ﬁtecrggghgs wth
repeat ed use of th&NHGOradpwditi c agent, making it necessary to increase the

dose in 0 acghie e s effects as en.use of the therapeutic
agent v@ﬁigE@Jﬁr cﬁﬂl@ef\fgﬁ\ﬁgﬂ. handdeppisniifi %@ﬁévg%s&galstw&saweféiw €-
therapeutic agent idigNffleonfior exanple, patients in which cancer recurrence
or netastasis has been observed due to the devel opnment of tolerance to a

t helSapeal¥7,€HaQent Hihet-GONHmtpmd hetwéearthes 64 andWhpaditiansliy sublsetugadinwvith gter-at i on
of a therapeutic agg&%) asdbeen carried out as treatnment for cancer, and
patients in which “t¥8%dni ni stration of a therapeutic agent and ot her
treat menyg CPYRH: t | Ghe(EOWH- BoHdBebXentthe 2. 8-p St GHsi O SubshRkWith the -

cryot herapy) have been carried out. Wien the cancer is prostate cancer or
andr ogen- i ndependefitp¥tbshamde cancer, "cancer patients who have devel oped
tol era . herapepiy ent" refers,to state where.. | | owi.ng t he

t enpor e CRaRH: oo 3R SO R Rt them A S Gt SRl e R, o
andigogen product i oCIYNH-WHHdL on by sone form of therapy, tunor growth or

t he energence or aggravation of ostealgia or  a new site of netastasis is
obser v edlP HCH:NHs  dieeGONcband hepueapithod PA Ucppsitians isaubsitse wyh the -
procedure such as Qﬂiﬂﬁﬂb&&iultrasound. "Sustained rise in blood PSA
concentration " reféers to a state where the bl ood PSA concentration is, for
exanpl eAbd ng/ L .M-amiobutaddid adidsust ai ned rise in the bl ood PSA

‘Y

Ac : acetyl
25 Acp : 6-aminocaproic acid
AcOEt : ethyl acetate
AcOH : acetic acid
Aib : a-aminoisobutanoic acid

Ala(2-Qui)  :2-quinolylalanine

30 Ala(3-Bzt)  : 3-benzothienylalanine
Alb : Albizziin 2-amino-3-ureidopropionic acid
Arg(Ac) : N®-acetylarginine
Arg(Bocy,Me) : N®®-bis-tert-butoxycarbonyl-N®-methylarginine
Arg(Et) : N®-ethylarginine
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concentration is observed in the course of periodic tests. Exenplary
concom tant drugs include one or nore selected fromanong hornonal agents
(pref er ablvg,2omedver nones), al kyl ati ng agents, metabol i ecanpanonivis,
anticancer antibiotics, plant alkal oi ds, imunotherapeutic agents, and
drugs whrgfMe)nhi bi N -methydagindre of cell growth factors and receptors of cell

gromh factors. . lllu tive exanpl es include.th ane. concom tant drugs as
Phose morSh arAUEMeRst SRR RN Feitas BRI, D g, - The
concom AgdtsyrfiNaeg) drArpIMEHsyadbl v aflsyhhﬁ%ﬂriamftﬂ'.ahﬁéthﬂufghm@ an LHRH recept or
agoni st (e. % , goserelin acetate, buserelin acetate; leuprorelin acetate)
or an L tept ON -AHTQAIANSt (e.g., ganirelix, cetrorelix, abarelix); and
nostc pr y an;hH t or agoni st. Medications for adm nistration in
cancser %Ia%%lﬁgﬁs v\inﬂl?)I | g%ggiagé\%eoped tolerance to a therapeutic agent can be
obt ai neArdg¥o9onbi yiNPgoslylagihineent i ve conpound and the conconitant. drug, and
carryi rr:lg'out preparation according to a conventional nethod. The inventive
conpoundS{RdMel N rrawsttlagheragingg serving as the active ingredients nmay
each be SRM el y\b.€! i ?%-!pereparati ons, or both rmay be m xed and

pr epar e‘é as aéaz on%yna{aﬂg%tﬁ@?%ﬁé% ui tabl e exanpl es of the dosage form when

t he i nvAmGlye drugazaglytinebe admi ni stered orally include solid preparations
such as, tgbl ets, capsule ranul es and powders. Suitable dosage fornms when
par te‘%ﬁi&? admi 1 P]Ft“@g‘l ch as intravenously, subcutaneously or

i ntranmugeybprly, | DeligideslahRxyi@Asid suppositories and sublingual tablets.
For sublingual, subcutaneous of iIntramuscular adm nistration, for exanple,

t he dosgdaf or m mefj-alasine sust ai ned-r el ease preparation such as subl i ngual
tabl et sjor rricroc_a}g‘gt Igos. Sgecilfi c nmethods of preparation that may be used
i ncl ude"those dest g)él A6BVE X' n "3. Drug Preparation,” and methods in
gener al Ba&eor dancegitib@nawi Uitarbbistemet hod of adm ni stering the inventive
medi cation in patients wi'll vary according to, for exanple, the type of

i nviént i BeZconpound2-bwineabengyloxycarbopple of concomitant drug, the ani nal

speci esp el ect ed as Ibhf target of adm nistration, the synptons, the dosage
form aRd the nuan‘:t ot ti mes the preparation is to be adm ni stered.

Speci f i Bzlnet hods _q;engylni ni stration include those descri bed above in "4.

Met hod of Administration,” and nethods in general accordance therewith. The
i nvent i ¢PInedi cat i bh-aghongldiintdazoteat i on i n cancer patients who have

devel op@gatol er anc Cfoglegylalgl%gpeuti c agent is a conbination of the

i nventive conpound™-an concomtant drug, and is useful for adm nistration
inJgati€ms wth vachlots],BydesthefimidazoRim tegdiRordtokate pati ents with prostate
cancer Qqr androgen-independent prostate cancer. EXAMPLES The present

i nventi®f is furtharullineystrated by the fol | owing preparation exanpl es and

t est exeﬁpéﬁ.eslt:i_gmgfq)é_\g@ylg%%?rstood that the present invention is not

limted to e exanp
Cl-Z : 2-chlorobenzyloxycarbonyl
Dab : 2,4-diaminobutanoic acid
25 Dap : 2,3-diaminopropionic acid
Dap(Ac) : NB-acetyl-B-diaminopropionic acid
Dap(For) : Nﬁ-formyl-B-diaminopropionjc acid

Dap(Gly) : NB-glycyl-B-diaminopropionic acid
Dap(GnGly) : NB-(N -guanidinoglycyl)-B-diaminopropionic. acid

30 DCM : dichloromethane
DEA : diethylamine
DIEA ¢ N,N-diisopropylethylamine
DIPCDI : 1,3-diisopropylcarbodiimide
DMAP : 4-dimethylaminopyridine
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various changes and nodifications may be made in the invention w thout
departing fromthe spirit and scope thereof. In the follow ng exanples,
"room t enperaturesosgeneral |y refers to from about 10C t ecalerny8h€i9 As used
bel ow, the synmbol "% signifies nol/nmol %wth respect to yield, vol %wth
respectDMF t he solN.Shdimedhsdformamideomat ogr aphy, and wt % el sewhere hi the

pr ot on spectra, -t .s.quch as for OH and NH protons that were broad
and couﬂggnot be 'glozrfflﬁl?ﬁnée%é%cﬁe not mentioned in the data. Abbreviation
Descri e 10Y, C\fuoréhgnfetiogyedrbadyl CONH2 at the 10-position is
substituted wth -CSNH2.1Y2, CH2NH: The -CONH bond between the 1- and
2-posi th%ns i s sudeM¥luted with the - CH2NHbond. 2Y3, CH2NH. The - CONH-

bond b n the. - i.fi;ons is substituted with the - CH2NH bond.
3Y4§CH Rﬁg:ﬁgThe -C%ﬁ?ﬂ%gﬁtgﬂ‘glgta\%\lgen the 3- and 4-positions is substituted
wi t h t heMeL&2NH-: yomeityllehémeCH2NH: The - CONH- bond between the 4- and
5-positjions is substituted with the - CH2ZNH bond. 6Y7, CSNH The - CONH-
bond befheen the ‘EBEHO7_ positions is substituted with the - CSNH bond.
6Y7, NHE A BE - - Flagﬂ e 6- and 7-positions is substituted
with the - %Hcocql})io u. 6%%[H%G%E&#Ee - CONH bond between the 6- and

7- posi tHans i s suliwmdargimdewi th the - CH2NH bond. 6Y7, CH2O The - CONH-

bo b the G-, an -positions is substituted with the - CH20O bond.
7Y§, Clﬁgiﬁ\%ﬁﬁg%e -C #negﬁﬁl‘.?p%‘é’?%’é’ﬁ the 7- and 8-positions is substituted
W th t hgoat CH2ZNH- 0pRox B Y Az sbddDbiriaddle - CONH bond between the 8- and

9-positions is substituted with the - CH2ZNH bond. 9Y10, CH2ZNH: The - CONH-

bond bef@Ben t he :d-huhexytenpwsazolons i s substituted with the - CH2NH bond.
Abu ZHBWBHObUt a:%—'h(}:ldr%g(ly- -r'fé%bémgr(fee-ﬁ,gl-dicarboximide

Hph : homophenylalanine

15 Hyp . : trans-4-hydroxyproline
IndPr : 3-(indole-3-yl)propionyl
Lys(Me;) : N**-dimethyllysine
MBHA : p-methylbenzhydrylamine
MeOH : methanol

20 Mt : 4-methyltrytyl
N((CH2)3Gn)Gly : N-(3-guanidinopropyl)glycine
Nal(1) : 1-naphthylalanine
Nal(2) : 2-naphthylalanine
Nar : norarginine

25 Nar(Me) : N®-methylnorarginine
Nle : norleucine
NMeArg : N®*-methylarginine
NMeAsn : N®-methylasparagine
NMeLeu : N®-methylleucine

30 NMePhe : N®-methylphenylalanine
NMeSer : N®-methylserine
NMeTrp : N*-methyltryptophan
NMeTyr : N®-methyltyrosine
Nva : norvaline
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Acp : 6-am nocaproic acid AcCEt : ethyl acetate AcOH : acetic acid Aib :
a- am noi sobutanoic acid Ala(2-Qui) : 2-quinolylalanine Al a(3-Bzt)

3- benzot hiyenyloaliagdsne Al b : Al bizziin 2-am no- 3-urei doppeRipsiosoaoid
Arg(Ac) :Nw acetyl arginine Arg(Boc2, V)

: Nwww bi @t er t - but:cxgittindony| - Nw- net hyl ar gi ni ne Arg( Et)

. Nw- et hyl Lni neArg(Me) . N -net hyl.argi ni ne Arg(asyMe2) or Arg(Me2)asym:
asynnete_sinzlgd%' e ;:J?I%éf‘ﬁ)ﬁhé{ww@?synww) gg A¥g(_l\/?3_2)sym 9( yasy
symet rp L, N\W w- di :r5364h69|-ﬁﬁ&bﬁ?lﬂl@ﬂrﬁ&%%l)ﬁﬁ%&h&tﬁ%ﬁﬁ%bggih&ﬁo@pﬁéﬁb@)x)aleric

: N\w- propyl argi ni ne Arg(Tos) = NwtoSylargi'nine Asp
: Nw- et hyl aspar agicie ASp(NMVe ) : Nw w- di net hyl asparagi ne Azady : azagl yci ne

AzaRhe ;. azaphenyl ihe Aze w.azetidine-2-carboxylic acid b-Ala :
b- alsani%béaBoc ; tﬁggﬁgmétﬁ%lﬂwyg@‘g)&n@fﬂr %—'f@f’ofly utyl dicarbonate Br-Z
: 2-brogelaenzyl oxyyaddiemamic #d ¢ tert-butyl Bzl : benzyl CD @ | |

' -carbonyl diim dazol e Cha : cycl ohexylalanine CIP :
2- chl orle(2Q) di nethshlomppbeyéalaning t et r af | uoroborate Cit : citrulline C't

resin :the'(ﬁ-*}l or Ot:rﬂhﬁ%rof)l?e%iyﬁl%ﬁez : 2-‘chl or obenzyl oxycar bonyl
Phe(3,4Cly) : 3,4-dichlorophenylalanine
10 Phe(3,4F;) : 3,4-difluorophenylalanine
Phe(3CF3;)  : 3-trifluoromethylphenylalanine

Phe(3Cl) : 3-chlorophenylalanine
Phe(3F) : 3-fluorophenylalanine
Phe(4Cl)  :4-chlorophenylalanine
15  Phe(4CN) : 4-cyanophenylalanine
Phe(4F) : 4-fluorophenylalanine

Phe(4Gn) : 4-guanidinophenylalanine
Phe(4NH,) : 4-aminopheﬁylalanjne
Phe(4NO;) : 4-nitrophenylalanine

20  Phe(4CN) : 4-cyanophenylalanine

Phe(Fs) : pentafluorophenylalanine
Phe'¥(CH,0)Gly: The -CONH- bond between Phe and Gly is substituted with
the -CH,0O- bond.

Phe'¥(CSNH) -NH;: The C-terminal phenylalanylamide is substituted with
25 phenylalanylthioamide.

Phg : phenylglycine

PhOH : phenol

PhSMe : thioanisole

Pic(2) : pipecolinic acid
30 Pro : proline

Pya(2) : 2-pyridylalanine

Pya(3) : 3-pyridylalanine

Pya(4) : 4-pyridylalanine

PyAOP : (7-azabenzotriazole-1-yloxy)-tris(pyrrolidino)phosphonium
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Dab : 2, 4-di am nobutanoic acid Dap : 2, 3-di am nopropionic acid Dap(Ac)

- Np- acet yl - b-di am nopropi onic acid Dap(For) :N -fornyl-b-di am nopropi onic
aci d Dap(woyhioMegog! ycyl - b- di am nopr opi oni ¢ aci d Dap( Ghgcyipadib/o71919

- (N- guani di nogl ycyl ) - b- di am nopropionic acid DCM : dichl oronet hane DEA :
di et hyl am ne DI Eshexafpodtoghespbge opy! et hyl anmi ne DI PCDI

1, 3-dii pyl car bodi i m d P.:. .4-di hyl am o.ridinDIVF:

N N- di TRBOPT or manfoaREoEEREor | PO s R P papghiin fexaludfophosphate

9- f | uorpypropet hoxysamdany lidinofpRbsPhonBmdkatludropAbdphkidt anoi ¢ aci d

g- MeLeu, g?rret hyl | euci ndgygwg . gjtfgnfﬁoflli no GuAnbu: 0? gdt?aﬁni di nonet hyl benzoyl
Har : ar gi ni neNtpethyelycingw- met hyl horoar gi ni ne HOAt

| - hydr - /-\azabenzotriazole HOBt : 1-hydroxybenzotriazol e HONB :

N- h%/égr gsx%g‘%c-)nor bo':@'eaﬁ%ty “B9%i car boxi ni de Hph : honophenyl al ani ne Hyp :

t rans- 48diMepxy prabim&nylsetie : 3- (i ndol e- 3-yl ) propi onyl LyS(Me ) :Ne

e-di net hyl | ysi ne MBHA : p-net hyl benzhydryl ami ne MeOH : net hanol Mt :

4- et hyPiryt yl  N((eHpgmtlandng, © N (3- guani di nopropyl ) gl yci ne Nal (1)

1- naphtﬁy al ani ne. thioproline

Tic : 1,2,3,4-tetrahydroisoquinoline-2-carboxylic acid
10 TIS : triisopropylsilane
Tle : tert-leucine
Tos : tosyl
Trp(For) : N™-formyltryptophan
Trt : trytyl
15 Tyr(Me) : O-methyltyrosine
Tyr'P(CH,NH)Asn:  The -CONH- between Tyr and Asn is substituted with the -CH,NH- bond.
TFA : trifluoroacetic acid
TFE : trifluoroethanol
Z : benzyloxycarbonyl
20 FCS : Fetal Calf Serum
DCC : Dextran-Coated Charcoal
DMEM : Dulbecco’s Modified Eagle’s Medium
DPBS : Dulbecco’s Phosphate Buffered Salvine
25 In the specification and drawings, where the codes of bases and amino acids are denoted

by abbreviations, they are based on the abbreviations in accordance with the IUPAC-IUB
Commission on Biochemical Nomenclature or the common codes in the art, examples of which
are shown below. For amino acids that may have the optical isomer, L form is presented unless

otherwise indicated.

30 DNA : deoxyribonucleic acid
cDNA : complementary deoxyribonucleic acid
A : adenine
T : thymine
G : guanine
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Nal (2) : 2-naphthylalanine Nar : norarginine Nar(M) :Nwnethyl norarginine
Nl e : norl eucine NVeArg : Na-net hyl argi ni ne NMeAsn : Na- net hyl aspar agi ne
NMeLeu : Ngogiokdoguci ne NMePhe : Na- met hyl phenyl al ani ne pidWaPRI9/071919

: Na- net hyl seri ne NMeTrp : Na- net hyl trypt ophan NMeTyr : Na-nethyltyrosine Nva
: norvaCineOn : ytosidd ne On(Mt) :Nd-(4-nmethyltrytyl)ornithine PAL :

5- (4- (95 fluorenyl thoxycar bonyl ) am norret hyl - 3, 5- di met hoxyphenoxy) val eri c
acid PbY : 2,2,4, g'ﬁ ‘rﬂ‘?l di hydr obenzof uran-5-sul fonyl pGu :

pyrogl ufjam ¢ aci d (R pﬁ(n%q})msmg agglugg gp cal ani ne Phe(2F)

2-f1 uorophenyl al ani ne Phe 4Q4°2) - di chl or ophenyl al ani ne Phe(3, 4F2)

3, 4-di fRuorophenyI@lemmcnegMGC%) : 3 trifluoronethyl phenyl al ani ne

Phe( CI . 3-chl orophe al.ani ne Phe(3F) : 3-fluorophenyl al ani ne Phe(4d)
4-c henyl al arﬁyﬁ%sﬁ%r ©. 4-cyanophenyl al ani ne Phe(4F) :

4-1 | uorwphenyl al arthp,ﬁ,ﬂ%ng@aggﬂle 4- guani di nophenyl al ani ne Phe(4NH2)

4- am nophenyl al ani ne Phe(4NO2) : 4-nitrophenyl al ani ne Phe(4CN) :

4- cyanophenyl al aniqytosPieeqrianine pent af | uor ophenyl al ani ne

RNA : ribonucleic acid
mRNA : messenger ribonucleic acid
10 dATP : deoxyadenosine triphosphate
dTTP : deoxythymidine triphosphate
dGTP : deoxyguanosine triphosphate
dCTP : deoxycytidine triphosphate
ATP : adenosine triphosphate
15 EDTA : ethylenediaminetetraacetic acid
SDS : sodium dodecyl sulfate
TFA : trifluoroacetic acid
EIA : enzyme immunoassay
Gly or G : glycine
20 AlaorA : alanine
Valor V : valine
LeuorL : leucine
HleorI : isoleucine
Seror S : serine
25 ThrorT : threonine
CysorC : cysteine
Met or M : methionine
GluorE : glutamic acid
AsporD : aspartic acid
30 LysorK : lysine
Argor R : arginine
His or H : histidine
Phe or F : phenylalanine
TyrorY : tyrosine
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PheY(CH20O G y: The -CONH bond between Phe and Gy is substituted with the
-CH2O bond. PheY(CSNH) -NH2: The C-term nal phenyl al anylam de is

subst i t utwe giePhenyl al anyl t hi oam de . Phg phenyl gl ycipge/sehfebiolbgnol
PhSMe t hi oani sol e Pic(2) pipecolinic acid Pro proline Pya(2) :

2- pyr i dVipadraWi ne PywitGphaB- pyri dyl al ani ne Pya(4) 4-pyridyl al ani ne PyACOP
(7-azab nzotI;i azol e- ..

1-yI oxy3 ™t 9iks ( pyr r¥PHB§ no) phosphoni umhexaf | uor ophosphat e PyBOP - :

(benzot pAE@gPN- | - V! )ﬁ)d'gitnéi s(pyrrolidino)phosphoni um hexaf | uor ophosphat e
PyBrop : brono-tris(pyrrolidino)phosphoni um hexafl uor ophosphate Sar :

N- met hyGll 9@ ne Seglgtaoiine O acetyl serine Ser(Me) : O nethyl serine Thi

2-thien | ani ne Thz : thioproline Tic :

l, 233, 43(13& r ahydr o ey ‘f?‘?’lg- 2-carboxylic acid TIS : triisopropylsilane
Tie : tert-| ¢HEiddQenk@Sdentifiedin ninerPin)the feﬂédWskﬁ)EbpﬂféF&B@éiﬁa-aftfonﬁndiEMéé/|
Tyr(Me) : O-nethyltyrosine Tyr Y(CH2NH) Asn: The - bet ween Tyr and Asn

i s substhefollewingiseduenees respeedingly. bond. TFA : trifluoroacetic acid TFE :
trifl uo[rs%{a ﬁ()’l% ﬁ . benzyl oxycarbonyl FCS : Fetal Calf Serum

This shows the amino acid sequence of human-derived metastin (Metastin).

10 [SEQIDNO: 2]

This shows the base sequence of DNA encoding human metastin.

[SEQ ID NO: 3]

This shows the amino acid sequence of mouse metastin precursor (A).
[SEQ ID NO: 4]

15 This shows the base sequence of DNA encoding mouse metastin precursor (A), which is
the base sequence in plasmid pCMV-mKiSS-1 harbored on transformant Escherichia coli
DH10B/pCMV-mKiSS-1. |
[SEQ ID NO: 5]

This shows the amino acid sequence of mouse metastin precursor (B).

20 [SEQID NO: 6]

This shows the base sequence of DNA encoding mouse metastin precursor (B), which is
the base sequence in plasmid pCR2.1-mKiSS-1.4A harbored on transformant Escherichia coli
DH50/pCR2.1-mKiSS-1.4A.

[SEQID NO: 7]

25 This shows the amino acid sequence of rat-derived metastin precursor.
[SEQ ID NO: 8]

This shows the base sequence of DNA encoding rat metastin precursor.
[SEQID NO: 9]

This shows the amino acid sequence of human OT7T175 (metastin receptor).

30 [SEQIDNO: 10]

This shows the base sequence of DNA encoding human OT7T175 (metastin receptor).
[SEQIDNO: 11] ‘ '

This shows the amino acid sequence of rat OT7T175 (metastin receptor).

[SEQ ID NO: 12]
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DCC : Dextran-Coated Charcoal DVEM : Dul becco's Mdified Eagle's Medium
DPBS : Dul becco' s Phosphate Buffered Saline In the specification and

dr awi ngs,woherm76$ye codes of bases and am no acids are aemaPad9/HY919

abbrevi ations, they are based on the abbreviations in accordance with the

| UPAC- | UB Cohhis skaveyihe hami seawrane ehPNdoensadingirat @THF 1 Thanatastingereptsdles in t he
art, e ; i ch are shown below. For am no acids that nay have the
opti caﬁglﬁgjoﬁ)sw I}\é\lror mis presented unl ess otherw se indicated. DNA :

deoxyr i bonucilgs shove the afhd acid SsiubsrRThiduge OTTAN 75 Dastdsieiecef@ed)d A
adenine T : thymne G: guanineC : cytosine Y : thymne or cytosine N :
t hymi ndSEQMBNO:d4] adeni ne or guanine R : adenine or guanine M: cytosine

or eni ne i’ ) i : i [ R ucl eic
aci o MR s SO 1E bRle REGALDEr DA ik HoRE AT rlskBH )
dTTP : [SEQX NQrild] ne tri phosphate dGIP : deoxyguanosi ne triphosphate dCTP
. deoxycytidine triphosphate ATP : adenosi ne tri phasphate EDTA :
et hyl enedi arﬁhmlmsazgegmmo a6ed teqaenseof bpmen meipsiady (G8uftat e TFA -
trifl U%E@:@N@.qg]’d ElIA : enzyme inmmunoassay Gy or G: glycine Ala or A:
al ani ne ' :

This shows the amino acid sequence of human metastin 10 (45-54) (MS10).

10 [SEQIDNO: 17]
This shows the amino acid sequence of human metastin 9 (46-54).
[SEQ ID NO: 18]
This shows the amino acid sequence of human metastin 8 (47-54).
[SEQ ID NO: 19]
15 This shows the base sequence of DNA encoding human metastin 15 (40-54).
[SEQ ID NO: 20]
This shows the base sequence of DNA encoding human metastin 10 (45-54).
[SEQ ID NO: 21]
This shows the base sequence of DNA encoding human metastin 9 (46-54).
20 [SEQID NO: 22]
This shows the base sequence of DNA encoding human metastin 8 (47-54)
In the present invention, Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH; (SEQ ID NO:
16) is referred to as Metastin 10, or MS10.
- In the subsequent examples, the Tyr position at the N-terminus of MS10 is counted as
25  position 1, and the Phe position at the C-terminus is counted as position 10.
Tyr-Asn-Trp-Asn-Ser-Phe-Gly-Leu-Arg-Phe-NH;
1 2 3 4 5 6 7 8 9 10
The designation of Compound No. 79 (Example 1) as [Hph10]MS10 means that this is a
peptide in which the Phe at the C-terminus (position 10) of MS10 has been substituted with Hph.
30 The designation of Compound No. 4 as des(1)-MS10 means that this is a peptide in
which the Tyr at the N-terminus (position 1) has been deleted.
The designation of Compound No. 53 as des(1-3)-Fmoc-MS10 means that this is a
peptide in which the Tyr-Asn-Trp at the N-terminus (positions 1 to 3) have been deleted, and the

amino group of Asn at position 4 has been modified with Fmoc.
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Val or V: valine Leu or L : leucine He or | : isoleucine Ser or S : serine
Thr or T : threonine Cys or C: cysteine Met or M: nethionine Qu or E :

gl ut am c weixhoAsEse@r D : aspartic acid Lys or K : |ysineciNig2b6/0f9i9
arginine Hs or H: histidine Phe or F : phenylal anine Tyr or Y :

tyrosineTip or W: tryptophan Pro or P : proline Asn or N : asparagine Gn

or Q: W@Mgl utam c acid The sequence identification
nunber s= tsting of the specification indicates the

fol | owi N9 CoReéRnRE Ro. ssppectively. [SEHHMMNOC 1] This shows the amino acid
sequenc(elgof human-deri ved netastin (Mt astél\lno). [SEQ ID NO 2] This shows

t he bas@)degwsnce of DNA encodi ng hunf®Omeg astin. [SEQ ID NO 3] This shows
t he am Ci equence of nouse netastiyn precursor (A). [SEQ I D NO 4]
gteiect oy et

Thi s sh se sequence of DNA e g nouse netastin precursor (A,

whi ch i@;ﬁ%ﬁﬂase sequence in plasmd p nKi SS-1 har bored on transfornant
Escherichia coli DH OB/ pCW-nKi SS-1. [SEQ ID NO 5] This shows the am no

aci d sedagaespmsngsae net asti n pr ecur$6mmg B) .

A mixture composed of 10.0 mg of Compound No. 550, 60.0 mg of lactose and 35.0 mg
of cornstarch was granulated by being passed through a sieve having a mesh size of 1 mm using
10 0.03 ml of a 10% aqueous solution of gelatin (containing 3.0 mg of gelatin), then dried at 40°C
and again passed through the sieve. The granules thus obtained were mixed with 2.0 mg of
magnesium stearate, and compressed. The resulting core tablets were coated with a sugar coat
using an aqueous suspension of sucrose, titanium dioxide, talc and gum arabic. The tablets thus

coated were then polished with beeswax, thereby giving coated tablets.

15
PREPARATION EXAMPLE 2
(1) Compound No. 550 10.0 mg
(2) Lactose 70.0 mg
(3) Cornstarch 50.0 mg
20  (4) Soluble starch 7.0 mg
(5) Magnesium stearate 3.0 mg

Compound No. 550 (10.0 mg) and magnesium stearate (3.0 mg) were granulated using
0.07 ml of an aqueous solution of soluble starch (containing 7.0 mg of soluble starch). The
granules were then dried, and mixed with 70.0 mg of lactose and 50.0 mg of cornstarch. The

25  mixture was compressed, thereby forming tablets.

PREPARATION EXAMPLE 3
(1) Compound No. 550 5.0 mg
(2) Table salt 20.0 mg
30  (3) Distilled water added to a total volume of 2 ml

Compound No. 550 (5.0 mg) and table salt (20.0 mg) were dissolved in distilled water,
and water was added to a total volume of 2.0 ml. The solution was filtered, then filled into 2 ml
ampules under sterile conditions. The ampules were sterilized, then sealed, thereby giving a

solution for injection.
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[SEQ ID NO 6] This shows the base sequence of DNA encodi ng nouse netastin
precursor (B), which is the base sequence in plasmd pCR2. 1-nKi SS-|1 . 4A

har bor ed Wo 2b{oagdogr mant Escheri chia coli DH5a/ pCR2. 1- wirGP20ho/o0tbe [ SEQ | D
NO 7] This shows the ami no acid sequence of rat-derived netastin
precursor. [SEQ ID NO 8] This shows the base sequence of DNA encodi ng rat
net ast i r 1| NO 9] This shows the ami no acid sequence of
human M&ﬁ@&@; ptor). [SEQ I'D NO 10] This shows the base =
sequencq) eonfgiin@NeoNg human OT7T17f gt astin receptor). [SEQ ID NG 11]
This shows the am no acid sequence of rat "OI7T175 (netastin receptor). [SEQ
| D NO (@2]attose shows the base sequenc@.dimgDNA encodi ng rat OT7T175

(metast| ecept.or). [SEQ ID NO 13] s shows the am no acid sequence of
rmussg &?E;%?%s?%%t astin receptor). [S{g)ﬂg NO 14] This shows the base
sequenc@) ofeldalA encodi ng nouse OT7T173 gt astin receptor). [SEQ ID NO 15]

This shows the am no acid sequence of human nmetastin 15 (40-54). [SEQ ID
NO  16](STMagnesivmstaarate ami no aci d seque®d® of human nmetastin 10 (45-54)

MSl O). [SEQ,ID.NO. 17] Thi ' ' f h
mtastin o (Aemshi frbbostlif 1 E0 MEof QomBSIANE 7P, G Taflse iR 0 me
human neftoasistarciBwad graddlated b5 pabked tHBhgl iskeve having hhiteshaie of ¢ guiaisigof
DNA encodi ng human netastin 15 (40-54). [SEQ LD NGO 20] . This shows the base
sedifenc@ 0 ml pka 18vcasueaws seliion ahgelatn (Gontaning 5.05mg of |g§]E@)I= therdried g4 40°C

and again passed through the sieve. The granules thus obtained were mixed with 2.0 mg of

magnesium stearate, and compressed. The resulting core tablets were coated with a sugar coat
using an aqueous suspension of sucrose, titanium dioxide, talc and gum arabic. The tablets thus

coated were then polished with beeswax, thereby giving coated tablets.

15
PREPARATION EXAMPLE 5
(1) Compound No. 723 10.0 mg
(2) Lactose 70.0 mg
(3) Cornstarch 50.0 mg
20  (4) Soluble starch 7.0 mg
(5) Magnesium stearate 3.0 mg

Compound No. 723 (10.0 mg) and magnesium stearate (3.0 mg) were granulated using
0.07 ml of an aqueous solution of soluble starch (containing 7.0 mg of soluble starch). The
granules were then dried, and mixed with 70.0 mg of lactose and 50.0 mg of cornstarch. The

25  mixture was compressed, thereby forming tablets.

PREPARATION EXAMPLE 6
(1) Compound No. 723 5.0 mg
(2) Table salt 20.0 mg
30 (3) Distilled water added to a total volume of 2 ml

Compound No. 723 (5.0 mg) and table salt (20.0 mg) were dissolved in distilled water,
and water was added to a total volume of 2.0 ml. The solution was filtered, then filled into 2 ml
ampules under sterile conditions. The ampules were sterilized, then sealed, thereby giving a

solution for injection.

136



This shows the base sequence of DNA encodi ng human netastin 9 (46-54). [SEQ
I D NO 22] This shows the base sequence of DNA encodi ng human netastin 8
(47-54) Iwothm/peswsent i nvention, PCT/JP2009/071919
Tyr-Asn- Tr p- Asn- Ser - Phe- d y- Leu- Arg-Phe-NH 2 (SEQ ID NO 16) is referred to
as Metastin 10 or M5l O I n the subsequent exanples, the Tyr position at

t he N-t W L}nted as position 1, and the Phe position at

t he C—term nus |s coun ed as position 10.

Tyr - Asn- Tr p- AH)9-88glof Bh&tﬁa&ﬂ-@l&cﬂf@cﬂlWﬁerlL&tﬁ #iBGH cdli8ald 8ot 176/25;
desi gnation of Conpound No. as [ Hphl 0] M510 neans_t hat this

is a pewﬁlgb@mwgm%wd%éwm (Bff W Héo@ pemh?rraﬁra@s@sql%q% vmghtéM%? Has
b t 1) - MB10
moas LPoyMath6 28 v dliburd ehefifial BRAHE0190) SRTRUIGAN 755, 728 Sié.%.on

1) has dieldorodedtietned 793 48g dethe golation was fweiihep and thidéal wibkda@squeous solution
des(|I - t hat _thi ptid I C e Tyr Trp at
the N t%’ﬂlﬁﬁﬁ\a% e&ooéatqm%ﬂiéy 415%%“3&%%@5 05@@%@%1%%@%@@ Sﬁ@s gew;s of
Asn at W
Corrpounsgﬂsl\léorﬁdlégg(e)&i% yﬁﬁagitagg%%éaogng ( §§ COIEnSt arc 35.%5%%1 0%‘4)
Gel at i n(R®tBiomypéesly abm.gﬂe,ﬂl)ﬁnprmtoaananmeﬂ Themythds Wi/@teunésmmwpmsmﬂed)fo doud ny
d No. 550 0.0 ose and 35,0 starch was

or A1 SREES ngst g 5p el T o/ Baests PRy LA Ro iR (FCHL bR oehR it ng
0 03 mMNRhoR S}&T{%@&Gmaﬁ%h@ Oftdy ShRtibRwWhERAHaA B Fadndl tBleQﬁt 18°Cin
gelatin), then dried at 40C and agai n’passed through the sieve.

gr anul e@thMS amraullﬁlé?@d weing HOMEMIE LFNE FL.OW (mfanwtagmed; W@f@bﬂﬂbk@ toand

conpr esg esu |n ore t bI ets ar (of0) usin
o o oB i a R Gl RhE i Sred B At i Caftu it BRniaBlipt S’ "
The t abslp@é@ abbut, @m)gﬁxﬁ W@t&lﬂ@d]\’\n@i/%éiﬁﬁlsfdh tas REREIVRE abbirey lﬁhk‘s @hateg
coat ed tabl ets. PREPARATI ON EXAMPLE 2 (1) Conpound No. 550 10.0 ng (2)

LaclSos edrymgoroagsy)3filtaed Hseoughomsier lmvimg 751um opening, and microspheres were
centrifuged continuously using a centrifuge (H-600S, manufactured by Kokusan Co Ltd.)

(Rotation speed: about 2,000rpm; Flow amount: about 550ml/min) and collected. The collected
microspheres were dispersed again in a small amount of distilled water, filtered through a sieve
having 90um opening, added with 42.436g of mannitol, and lyophilized using a lyophilizer

20 (DFM-05A-S, ULVAC) to obtain microcapsule powders. The content of Compound No. 723 in

the obtained microcapsule powder was 8.2%.

PREAPARATION EXAMPLE 8
1263.2g of a lactic acid-glycolic acid copolymer (Lactic acid/Glycolic acid ratio: 75/25;
25  weight average molecular weight (Mw): 10,300) (Wako Pure Chemical Industries, Ltd.) was
dissolved in 2184.0g of dichloromethane. 2525.6g of the solution was weighed and mixed with
a solution which had been obtained by dissolving 273.34g of Compound No. 550 in an mixed
solution of 84.00g of an acetic acid and 280.0g of methanol to form an QOil phase. Then, this Oil
phase was cooled to about 10°C, poured into 200 liters of a 0.1% (w/w) aqueous polyvinyl
30 alcohol (EG-40, manufactured by Nippon Synthetic Chemical Industry Co., Ltd) solution which
had been warmed to about 18°C in advance, and emulsified using HOMOMIC LINE FLOW
(manufactured by Tokushukika) to form a O/W emulsion (Turbine rotation speed: about
7,000rpm; Circulation pump rotation speed: about 2,500rpm). The obtained O/W emulsion was

stirred for about 3 hours (water-drying process), filtered through a sieve having 75pm opening,
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(4) Soluble starch 7.0 ng (5) Magnesium stearate 3.0 ng Conpound No. 550
(10.0 ng) and magnesium stearate (3.0 ng) were granulated using 0.07 m of
an aqueouwso0lot7ssr of sol ubl e starch (containing 7.0 nmpcofipaodobbe
starch). The granules were then dried, and m xed with 70.0 ng of | actose
and 50. Bayicedspheren wereraentrifgad eenfinuouslymsingoeentefige (H- 1toﬁérre@ylfaoémﬁd by

tabl ets REP Tl 1 oun No 550..5 sal t
%0, 0° gk PR AR D ity CRORHP pestt Al SOORBHT 10 st 3pouy Wphfind et 30
550 (5. éblrpied amte toldcedsaictospRétedwoi)dispRERd Gigélfaﬁh d@ﬂlall AmBust ofl digillcdaiAdr,
and water was added to a total volune of 2.0 . The solution was filtered,

then fifiltered thipeghon sievediayineeDrgneaning, éddqdeWéh) h63-6 1 Hekmanmiel, ainédnr@bﬂmﬂe

oy oot S pRRRRARTER R el RyBa YAty biperring, Lig) o obpin

60. 0 nom{c3dcapsutepowders. The Content (of Cofsgloahd Wo3580 iixhé dhtaled m&bwpsakquaiee
2.0 ng A mxture conposed of 10.0 ng of Conmpound No. 723, 60.0 ng of

| act ose™ahtP-8%: o ng of cornstarch was granul ated by bei ng passed through a
si eve having a nmesh size of 1lmmusing 0.03 m of a 10% aqueous sol ution of
gelatin (containing 3.0 ng of gelatin), then dried at 40C and agai n passed
t hr oughTERE EXAMELEThe granul es thus obtained were mxed with 2.0 ng of

mag]R)esmm stearate ?ﬁi ressed. The resultln core tab ts wer e coat ed
wi tH a sugar pape B3 g&ﬁéﬁ%ﬁﬁ%‘(eorﬁ By @E?c‘iaB%“é ce IP%tﬁY‘?EFn di oxi de,

talc anﬁl}ﬂé&ﬁ&@fr@@b&hﬁﬂ&ﬁn&éﬂ% 4 M Sa8 OR1dqHe !ﬁﬁ‘d’r@ dni@le hérﬁ Iﬂﬁﬁltu}‘l’iotr Rffects
beeswax, ‘thereby giving coated tablets. PREPARA Conpound

No. 723by1Gompewndsy. ﬂ.S@can_dsC@nmund Ng. 72) “@'ﬁrmgcsmgaﬂadSO. o ng ( 4) SO| ubl e
starch 7.0 %gﬁ-Gl\é% ¢ {375 X évgreee}rrn%Ia%te%' s%bgtgtaneously in 10-week-old orchiectomized
male Copenhagen rats. Fifty days after implantation, the rats were divided into groups based on

15  the tumor volume, and were then assigned to a Compound 550 -- 50 nmol/kg/W group, a
Compound No. 723 -- 50 nmol/kg/W group, and a solution group (each group consisting of 10
animals). The dose was calculated based on the mean weight of the animals on the day that
dosing was begun. Administration was carried out by subcutaneous implantation in the dorsal
region using an ALZET pump. The tumor diameter was measured on days 50, 65, 71, 78, 91 and

20 102 following cell implantation (days 0, 15, 21, 28, 41 and 52 following the start of dosing). The
tumor volume (mm3) was calculated as follows: major axis x minor axis® + 2. Owing to deaths
and the euthanization of animals in the course of the tests, on day 52 following the start of dosing
(day 102 after transplantation), only six animals remained in the solution group and only seven
animals remained in the Compound No. 723 group.

25 The results are shown in Fig. 1. On day 52 following the start of dosing, both the
administration of 50 nmol/kg/W of Compound No. 550 and the administration of Compound No.
723 showed significant antitumor effects. This demonstrated that Compound No. 550 and

Compound No. 723 are useful for treating hormone-independent prostate cancer.

30 TEST EXAMPLE 2

Evaluation of the growth-inhibitory activity of the metastin peptide derivative using human
prostate cancer cell line VCaP

Regarding Compound No. 723, the inhibitory activity on androgen-independent growth
of human prostate cancer cell line VCaP (CRL-2876, American Type Culture Collection) was
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Compound No. 723 (10.0 ng) and nmagnesi um stearate (3.0 ng) were granul ated
using 0.07 m of an aqueous solution of soluble starch (containing 7.0 ng
of sol ublwovavwbgos The granul es were then dried, and mpredpwiod71$®. O ng of
| actose and 50.0 ng of cornstarch., The m xture was conpressed, thereby

f o[) Im ngthah@tedt & CMMe@ﬁ tMWmcms@n@hguhﬁm@phmqldN@/as psel I8 the ﬁ@lt(az)m
T 3),, Di st {
G urspekifieing et Busétt ShbBfastTh S DIER Mehtnfat B b, 11808 Ty Ripetn)™

di sti | | @ahtal@ihgn 0%AFCS Y@éteNoV\EHOémd%ll Caltie Bdselenvd)|to/8&t thé cehcBntfdtion k6.5 x
solution was filtered, then filled into 2 nl anpul es under sterile

condi t i ¥isellsd.. Arheabiainedsuspansion; was spetted %C%V@apéﬁtlsiuﬁ enkiwrg dish/(Re§ Np.
| wt 4
el d gi 0P ALCGNY 2 LR RO bR Mihing it 6 B Ao 1o
wei ght c&daftagaee\mﬁ @@higarmnm gﬁ‘DPBM(\Ref N0800L900mmmgeaye/aagﬁiedmb drewuitore
wei ght VWako Pure Chem cal Industries, Ltd.)

was di éh VEIEF vaesvasm@qumee %W Srwéf faéﬁéoz grsshupsidified aimesnhsre for &f davss

teL O Ao LA AGRYS 190 420 LS CRSTOBANAN e Placy

enul si fdrep wesd manséerROBORIbYX o(nﬁnmalﬂm adhresbn9p-welk platehavita)a Ueshﬁpnfdrbcmow O

| sio or one The t hi O
o051 oS E st Byt G B AR gl sl e st cbectogmed fes Sbofehp )
aqueousclagel meflx 'daﬁé %ﬂﬁém{u%%kqepm@éawa Bh&fdl bod Mmm@mmﬁhm £Rem cal
I ndustry " Co., Ltd)” solution which been"warnmed to about 180C in advance,
and em21$68; lemm)gpommg 0%l IDECFH_WRQ&MWMGEX@@-¢M%M¢M) to
forma V‘\!ﬁ% | sion Tur bi.ne Bot at on speed: about 7,000rpm Circulation
pump rof g’%é@‘&?a S5tto e - "The obtai ned WQ Wenmul si on was
stirred for about 3 hours (vvaterdryl ng process), filtered through a sieve
havi ng 75nm openi ng, and m crospheres were centrifuged continuously using a

centdri fuge (Npi@ahasthmhwr:‘ai@sqmbed DGC-KeRusasprepnred a5, llemtihﬁtg ehchapeel(C-about

2, 000r 5001./ ) dor

m crosp P égﬂl\’llﬁwﬂ‘ag%ﬂ? EE) @a&l)e%h'fughg OS%Q% %glan%ﬁaﬁﬁa%q\(ere P ngﬂrﬁt

filteredPBRRAd e cébtﬁh@/ﬁmhar‘élm AT HveP 6ot stegilizaklsie A 5SWATL bfﬁl% réﬁlﬁgmof

mannitol, and |yophilized using_a | yoph| i zer (DFM O5A- S ULVAC) to obtain
qugﬁ cind thpbiiwe

mi cr oc aPSRANSiopoaedded tpn00um vias. shake for3Q minwes ai4386;
m cr Oca&%%& ge%%éed"@tsl 700 2<0/§ fdt %ﬁﬁfg‘; thq\‘l%érgat%t thus obtained was filter-

20  sterilized to obtain DCC-FCS.

Immediately after the replacement of the medium, a treatment using Compound No. 723
was started. Firstly, Compound No. 723 was dissolved in a phenol red free DMEM medium to
obtain 1 mM Compound No. 723 solution. The Compound No. 723 solution was diluted with a

25  phenol red free DMEM medium containing 10% DCC-FCS, and it was supplied to the culture
medium every 12 hours for 8 continuous days so that the final concentration of Compound No.
723 became 1 pM. In the control group, a phenol red free DMEM medium was diluted with a
phenol red free DMEM medium containing 10% DCC-FCS in the same way with the Compound
No. 723 solution, then supplied to the culture medium.

30

Cell growth was quantified 9 days after the start of the treatment with Compound No.
723 by measuring the chemical luminescence evoked by cellular ATP using CellTiter-Glo
Luminescent Cell Viability Assay (Promega). Wallac 1420 ARVO MX/Light (Parkin Elmer)

was used for the measurement of the luminescence intensity. Results are shown below.

139



1263.2g of a lactic acid-glycolic acid copolyner (Lactic acid/dycolic acid
rati o: 75/25; weight average nol ecul ar wei ght (Mw): 10, 300) (Wako Pure
Chem cal wodusko7e®s, Ltd.) was dissolved in 2184. Oy of dicchezworabiwane.
2525. 6g of the solution was wei ghed and m xed with a solution which had
been obtai ned by dissolving 273. 34g of Conpound No. 550 in an m xed

solution of 84.0Qy of ti id.and 280.0g of nethanol to forman Q|
phase. Then, this G| p a@ggcme/gge%gegflé% to about 100C, poured into 200 -

liters @éntl0. 1% (W W) 56a488e236R®! yvi nyl al cohol (EG 40, nmanufactured by
Ni ppon Synthetic Chem cal Industry Co., Ltd) solution which had been warned
to aboutompndNed¢anc¥718he BAt6 Si fi ed usi ng HOMOM C LI NE FLOW

(manuf agt ur ak i taoforma O Wenulsion (Turbine rotation
spegd: d@ou?ﬂg,g%aoglr an|1§’ dréég%étté)sgn punp rotation speed: about 2,500rpm.

The obtained O Wenul sion was stirred for about 3 hours (water-drying
process), filter gh, a si eve havi ng 75mn_openi ng, and, m crospheres

d thro
were centri f‘%b@d’?eéb pfrhfﬁsaEW taklenGompewkk Mo i4d signilicanty sedupehine 2o tineerr by
Kokusa i o , 000r pm  Fl ow anount: about
600m / %ng%eg%ﬂﬂgéﬁg%?ggﬁg%ﬁgﬁ% T%?%Hfgﬁ crospheres were di spersed again
in a small amount of distilled water, filtered through a sieve having 90mm
openi n%ﬁmgém& 51g of mannitol, and |yophilized using a
| yophi | += S, manufactured by Kyowa Vacuum Engineering, Ltd.) to
obt ai n A LBARE ﬁlee%rWﬁhﬁwitoﬂhé‘ctﬁfﬁ?to? e REta HEéédé\ﬂP\fat@o;5 Hsih® hhfén

obt ai ned m crocapsul e powder was 1677% TEST 1 Dunni ng R3327-G
cel | s, pmstatagamegeceltbms?2Rwle rat prostate cancer cell line, were inplanted

ei  acts by QAHRBURICRBBORE0 BN U NG 1 o OB5 RS oh AUGRER Gal R ith27- o
Cel 'S (FunQRbstie cindef DU T T RVDERIADS0S] Shrerdin T pbeliud ColRkGbRRAOM 2ed

mal e Copenhagen rats. Fifty days after inplantation, the rats were divided
i ntld groapwtedaséerPon theeate whdires-dimgnsionahenlines phaieid) wes pepdda theevalugsiapound
550 -50 [kal ) . | 6K ;

col ut | oVaP AP 2R P e HRRRARY e P o e R (REBRYY BT 1)

cal cul agonchitiag ¢ 0TS (EatMean Mol ZlteloCultite Biskcidats t6 Setltthecdhaynttdiiah t6l0F 09
was begun. Admi nistration was carried out by subcutaneous inplantation in

the dor Khicelstilod hgobirinegrsugpensipnyanspottadeon aieryier af attisue culiiers dibdBaf &p-on
2126, A SO% G R a0R BRI AR dod AT, Ol
wa20cal edéred eevast drgingp ¥ mlnef DPBAXRef. Notrl 4190, BwitscgenPwaddded té thedekties and
S L Lo g S ER S, bl e N 10 g
ani mal s, JqefRl B ukite WP R!tH WREke JAAHY AR HAR b¥erS&Y Bf, spheroids formed in each
drop were transferred one by one to a low adhesion 96-well plate having a U-shaped bottom
(MS-0096S, SUMITOMO BAKELITE), and the culture was further performed for another 3
25  days. After 3 days, the medium was replaced with a phenol red free RPMI1640 medium (Ref.
No. 11835, Invitrogen) containing 10% DCC-FCS (FCS subjected to dextran-coated charcoal
treatment).

Note that the above-described DCC-FCS was prepared as follows: 25 g of charcoal (C-
30 3345, SIGMA) and 250 mg of T70 dextran (17-0280-2, Pharmacia) were added to 500 mL of
DPBS and the obtained mixture was autoclaved for sterilization; 25 mL of the resultant
suspension was added to 500 mL of FCS and the mixture was shaken for 30 minutes at 45°C;
and then centrifuged at 1700 x g for 30 minutes at 4°C, a supernatant thus obtained was filter-
sterilized to obtain DCC-FCS.
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animals remained in the Conpound No. 723 group. The results are shown in
Fig. 1. On day 52 follow ng the start of dosing, both the adm nistration of
50 nnol / kgb\bomfo76epound No. 550 and the admi ni strati onpofr/s€pound No. 723
showed significant antitunor effects. This denonstrated that Conmpound No.
550 and Corrpound No 723 are useful for treating hornone-independent
prostate ca 2 Ev tion.of the growth-inhibit

etivity of TREcdRPTerentranrFaeitt Brorutd St ClparndNg 229

cel | |ivg s‘t‘ﬁfba Regay CE(ﬁﬂp(ﬁﬁEﬂNw 793 Mas dikedlved fiea pivhiobicd Greg TVIEM irfelliveD

andr ogen- i ndependent growth of human Er ostate cancer cell |ine VCaP

( CRL- 28Ref. Noved Pehdnvirpgenotn eltria 1aoM tempewyd NasEAasoligtione ThyComponnd Re-

Spec 1 2 PSRRI, £l R MBI S ook R HEsoT
| nvi t r caer) wasmippherl mghaaﬁrmﬁé:ﬁae(lﬁm eve?«ja 12 héd ¥2r 8 Cartinubid days eo Biaotirifanate)

to set the concentratl on X 6 cells/nL. The obtai ned suspensi on was
spot t ecFOBFEHration 8f empamtq 1§%J83&§Fméwsw threpntralgroup; sphenol rod fre\) (20

mL for rder
To pr ey phiBR g U R A e NI e e b O e S T
t he culihtheesatiesiay Witk theuCémpainddéo. (728 solutienl thén SipPleditockhe caltarEm:damal
hugi di fied atnosphere for 10 days, and after that, using a pipette tip

%e | eadi ng edge had been cut off, spheroids formed in each drop were
transferred QEBWIPHAS &nﬁﬁE@Wdﬁ @ﬁ%r% §§1\6@{Het@aﬁﬁ&tm'¢wn§o¢+dwped
bott om ( M5- 0096 SUM T BAKELI and the culture was furt per f or med
for an(ﬁZBehy rBea?.al;lsg thafchemical ldaymscctme ewreld&iddm cellglar dita oeidg Wetlliter-Glenol red

free nmedi u f . ..No. 210 I n % (FCS
subj ect IPSSCSQ?:‘%IE?”@& I‘@F% y W %%&R{ﬁtﬁ/aé S@ﬁ/g‘ éﬁﬁ%"i‘[%g"g’ ]’fFlHlef)ne
f ol | oW i) usedNESr@hd Hﬁﬁsu?réiﬁerﬂ@?&ﬁ 16aafesddagdi CRe¥iBfs apS RAnEIAR. ol | ows:

g of charcoal (C 3345, SIGVWA) and 250 ng of T70 dextran (17-0280-2,
Phd maci a) were added to 500 nmi of DPBS and the obtained m xture was
autocl aved for sterili mQ em{%}g 19yf the resul tant suspension was added
to 500 nL of FCS and t m%?ﬂlj ¥shaken for 30 minutes at 45C, and then
centrifageelat 1700 c 4};3%9115@9171 nutes at 4C, a supernatant thus obtained
was filtersterilized to obtain DCC-FCS. |Inmediately after the repl acenent

of the Q@HPWI%Pﬂ?éat‘Wéﬁ?l 640%% Tonpound No. 723 was started. Firstly,
Conpound _No ﬁ@% ) S a phenol red free DMVEM nedi umto obtain
1mvi Comigun 0 : @%:S% s’oﬁ%lhgggtéfﬂe Conpound No. 723 solution was dil uted
wi 20 a phenol red free DVEM nedi um contai ni ng 10% DCC- FCS, and it was

supplied to the ul ture
PP Asis c(fear from the above table, Compound No. 723 significantly reduced the growth of

androgen-independent human prostate cancer cells in the absence of androgen.

'TEST EXAMPLE 4

25  Evaluation of antitumor activity of the metastin peptide derivative in DU145 tumor-bearing male
rat model
Antitumor activity of Compound No. 550 and Compound No. 723 against a DU145
tumor-bearing male rat model was evaluated. Specifically, 1 x 10° cells/100 pL suspension of
. DU145 (androgen-independent cell line, GPR54 highly expressing cell line, ATCC) was mixed
30  with 100 pL of basement membrane matrix: Matrigel (trade name, BD Biosciences), and the
obtained mixture was transplanted under the abdominal skin of 7-week-old F344/NJcl-rnu/rnu
male rats (CLEA Japan, Inc.) which had been etherized. 10 days after the transplantation, the
~ rats in which the volume of subcutaneous tumor reached 200 mm?> were divided into 4 groups

(Groups A-D, 10 rats for each group). In each group, the rats were etherized, and then
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medi um every 12 hours for 8 continuous days so that the final concentration
of Conpound No. 723 becane 1 nM In the control group, a phenol red free
DVEM nediwon2eam7esosut ed with a phenol red free DVEM nedipemiezmmd/aiming 10%
DCC-FCS in the sanme way with the Conpound No. 723 solution, then supplied
to the pibrutancoushydnigeied math thefallgvringsuspensionsi Grop Ar abayt? Bil vEusPRRSiaR eff t of

the tre escence
evoked (gy&? ﬁﬁ %a&wggﬂ gré) %P ‘g‘?Ipl%t“;ear% g %%Pﬁrgé%}gﬁﬁlp%&wga@%mt ngAssay
( Pr omegH) mg b hligrocapéale pdRder péf/ 1Lingbf dl(s;Eéamkm mefur(heviddSe tB€6mbpoiind Ne. 550:
measurenent of the | um nescence intensity. Results_are shown

bel ow. Lifmefks bedycweight eHEqup B @bt G né@ﬁawensz%g%dlm%wdm offthg 507191
731 * h
aboég tlgﬁoogp%%%&%%%béﬂmflzl é%re 3’ can tle & P}%:aélﬁﬁ% ! Sm%l)ﬁl%%cééén ?gﬂ&%pgndent
growt h mfwden panl i oﬁdlapc&s1oamadnum)adtﬂlesdos&'EB(DoE)§AMd_E03723valmlgkg bodyiveight);

gr owm h- | bitory acti of the tastjn peptide derjvative using human
pr ost arad el eléfrqttz rpifef/ PSREPFIORSS AHBFHT BB ﬂrqormmpﬁ%eow der

gr owt h- 6H?£lh&i ﬁquré!paﬁ‘&ﬁngEia)fnﬂQ 73061t A8/8 1 rH%ﬁP{t%uﬂk‘r}gE&&‘FlH g%?/ldg{#?tl%ﬁoﬁancer

cell line (CRL 5, "Aner’i can Type was eval uat ed.
VCaP i ndlspmlm mltéluuf) (tlheree df GempowndNo.¢i2Bt U0 mg(ledivdy ovalghthvak thisedniert,t he

evIuat'o.Semf ally 22Rv] cells.were su in a M1 d|um
el e ispB88 mifth s s ReRDR O RS £ s HReB e maaiiol GO

Cul tur ey P&)fsbﬂﬁfeeﬁo tnOw£i8t fok §e ARACAY 5B @ D-Radnifl X5 &@Qf@ﬁﬂnhafo%sodmg

obt ai ned suspensi on was spottéd on a cover of a tissue culture dish (Ref.

No. 353003, mgaf Bolyporb2te 8§91 wére cortainky in bmdef suspemditmgi ng drop culture (3 x

103 cells/drop). In order to prevent drying, 10 nL of DPBS (Ref. No. 14190,

Invitrogen) was added to the culture dish. The culture was perfornmed at 37C

under 5% CO RepdrditigGeddp Bdthétrﬁ@%ﬂ?ﬁﬁgﬁ:ﬂ[y Jedtratay and adtd aaftheehieghtitd coré®i Ng a
pipette tip whose [eading ed cl;b had been cut off, spheroids fornmed in each
M

dr dp wesreun.r Beestsrip &groupreA g Dowererreared neder aeheary searipg-opaditiops. af4edayseftey a
U sh T | th
pe?f g?ﬁeﬂdﬂgﬁ s|tp?anoi[>;§ %3%%5 C%HMAtg%@wghﬁse &%I}%?Hgﬂ}ege%%hgh%? acedﬁ\lljmrt he;

phenol shefterf digactef’) wiﬁﬂa@a&ﬁﬁéﬂ Ui ad&eion, (Nﬁlnpdlibﬂ%o SBO\OIrUOﬁQﬁﬁhd slenvzo Wta@g
10% DCC- FCS (FCS subj ected to dextran-coat ed char coal_ treatnent) hat

t he abdfBupisEesd tadhe 1atsankaqupna 19 eihdayg and 6 grysptier ﬂzastr@salﬁmeﬂam e%@plééz

cells in the same manner as described above. Results are shown in Fig. 2. This test clearly

20  indicates that Compound No. 550 and Compound No. 723 exhibit antitumor effects more than

the surgical castration.

Industrial Applicability
25 The prophylactic/therapeutic agents for androgen-independent cancer (preferably prostate

cancer) of the present invention are useful because they can be administrated to patients with
androgen-independent cancer (preferably prostate cancer), which has posed a challenge in the
clinical setting. Moreover, the medication according to the present invention is a combination of
the inventive compound and a concomitant drug, and is particularly useful as a

30 prophylactic/therapeutic agent for prostate cancer and androgen-independent prostate cancer.
The inventive medicétion is also useful for administration in cancer patients who have developed

a tolerance to therapeutic agents.

Caracteristics of the Sequences
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3345, SIGVA) and 250 ng of T70 dextran (17-0280-2, Pharmacia) were added to
500 nL of DPBS and the obtained m xture was autoclaved for sterilization;
25 L of Wwbheolaskdekant suspensi on was added to 500 nli opchGR@ne71bie

m xture was shaken for 30 m nutes at 45C, and then centrifuged at 1700 x ¢
for 30 BEQUDENOat5:4Ctermisusgenmadatett thus obtai ned was filtersterilized to

obt ain |Mel aﬂ e repl acenent of the nmedium a treatnent
usi ng CgﬁﬁgﬁﬁﬁbhﬁyEg %%%P Firstly, Conpound No. 723 was di ssol ved
|n a pth%quag f7e@t&mﬁﬁmﬂ§gmmﬂh&f@f No. 21063, Invitrogen) to obtain 1mV

npound 723 sol ution. The Conpound No. 723 solution was diluted with a

phenol $EQ IPrNe: HN 1 minysds pmidagesht ai ni ng 10% DCC- FCS, and it was supplied
to the culture mediumevery 12 hours for 8 continuous days so that the
final concentration of Conmpound No. 723 became 1 mM In the control group,
a phenol red free DVEM nedium was diluted with a phenol red free DVEM

medi um cont ai ni ng 10% DCC-FCS in the sane way with the Conpound No. 723
solution, then supplied to the culture medium Cell gromh was quantified 9
days after the start of the treatnment with Conpound No. 723 by measuring
the chem cal |um nescence evoked by cellular ATP using CellTiter-Ao

Lum nescent Cell Viability Assay (Pronega). Wallac 1420 ARVO MX/ Li ght
(Parkin Elmer) was used for the nmeasurenment of the | um nescence intensity.
Results are shown bel ow. Lum nescence intensity Control 483469 55917
Compound No. 723 401291 40565 * *; p = 0.00003 (n = 18, Student's t-test)
As is clear fromthe above table, Conpound No. 723 significantly reduced
the grow h of androgen-independent human prostate cancer cells in the
absence of androgen. TEST EXAMPLE 4 Eval uation of antitunor activity of the
nmetastin peptide derivative in DUL45 tunor-bearing male rat nodel Antitunor
activity of Conpound No. 550 and Conpound No. 723 agai nst a DU145
tunor-bearing mal e rat nodel was eval uated. Specifically, 1 x 106 cells/ 100
nmL suspensi on of DUl45 (androgen-independent cell line, GPR54 highly
expressing cell line, ATCC) was m xed with 100 nL of basenent nenbrane
matrix: Matrigel (trade name, BD Bi osciences), and the obtained m xture was
transpl anted under the abdom nal skin of 7-week-old F344/NJcl-rnu/rnu mal e
rats (CLEA Japan, Inc.) which had been etherized. 10 days after the

transpl antation, the rats in which the volune of subcutaneous tunor reached
200 nmB were divided into 4 groups
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(G oups A-D, 10 rats for each group). In each group, the rats were

et heri zed, and thensubcutaneously injected with the foll ow ng suspensions:
G oup A wbauto/@2esv6 of suspension of dispersion nedi um etCTukmowTvoCcapsul e
powder obtained in Preparation Exanple 8 (containing 10 ng of m crocapsul e
powder per 1m of dispersion nediumC ose of Compound No. 550: | Ong/ kg
body weight); Goup B: about 0.2 m of suspension of dispersion nmedi um of
the m crocapsul e powder obtained in Preparation Exanple 7 (containing 1ng
of m crocapsul e pawisghypetic/titrapehticlhgeneforiagdrogestindebeddeiecatoaccshpisipound
No. 723: 1 ng/kg bodel weli aﬂh&); and G-oup C. about 2 ml of suspension of

di sper gnefastiedariyative (IVp ef fedplemuips gererpldperarlacen asaticat prodrpg 81§E804t i on
Exanple 7 (containing 1lng of m crocapsul e powder per 1m of dispersion

medi un) (the dose of Conpound No. 523: ® ng/l kg bqody weight). In this
context, the dispersion nedi uzﬁvvas a su§pensifon obtai ned by suspendi ng
D-nmanni tol, carnellose sodiunland j for injection,
and 50 nmg of D mannVtotY—S5QnuGofN car sodNum a 1Ay of Pol ysorbate
80 were contained in 1m of suspansidn. Retmardi hg Goup D, the rats were
surgi cally castrated and used a< t he Z1egat ve cébntrok gr OU@V)The rats in
G odps Ato D were reared under ordinary rearing conditions. 774 days after
the tra | antation of fDU1€,5 CE}IEIS, the tunor volunme (|l onger dianmeter Xx
shor t erWEfi" s 2 2rpithe fgmiket er/ 2) was neasured. In addition, Compound
No. 550 or Conpound No. 723 was admyni stered to the rats in Goups Ato C
30 days and 60 days after the tranRplantation of DUL45 cells in the sane
manner as descri bed above. Results|are shown @n Fig. 2. This test clearly

i ndi cates that Conmpound No. apé Conpound No. 723 exhibit antitunor
effects nore than the surgical NastratgienN-+ngustrial Applicability The
prophyl acti c/therapeutic agents|f{or anflrogen-yndependent cancer (preferably
prostate cancer) of the presentzi nven i‘on ar e useful because they can be
adm nistrated to patients wth androgen-i ndependent. cancer (preferably
prostate can e Whi.ch has posed a challenge in the clinical setting.

Mor eovearf?’r%{l%éﬁ%g?%n lﬁon according to the present invention is a

conbi nati on of the inventive conmpound and concomtant drug, and is
particularly useful as a prophylactic/thegyapeutic agent for prostate cancer
and androgen-independent prostate cancer.|The inventive nedication is also
useful for adm nistration in canc _pwﬁ_sqﬁ_S_MO have devel oped a tol erance
to therapeutic agents. Caracteristicsjof The SequencesSEQ ID NO 15: C
termnus is amdated. SEQ ID NGO 16: %Ztl?rm' nus is amdated. SEQ ID NO 17:
Ctermnus is an dated. n

10 or a group of the formula

Py

|
*),

n represents 0 or 1;
w! represents N, CH or O (provided that when W!'isNorCH, n represents 1 and when
W' is O, n represents 0);
15 w2 represents N or CH;
Z',7°, 7’ and Z each represents hydrogen atom or a C,_3 alkyl group;
7%, 7% 7% and 78 each represents hydrogen atom, O or S;
R! represents (1) a hydrogen atom, (2) a C1.g alkyl optiénally substituted with a

substituent selected from the group consisting of an optionally substituted carbamoyl group, an
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SEQ ID NO 18: Ctermnus is amdated. CLAIMS 1. A prophylactic/therapeutic
agent for androgen-independent cancer, conprising a netastin derivative
(1V) of twe20bnld7esssng general fornula, or a salt or prodcugridennmofo

wherein Vis a group of the formula a group of the fornmula or a group of
t he f orontiogally substitwtadritydraxyberonp apd an eptienaditssbstitutaiaromatic cyelis/gravp, (Bhat

Fopr esertele R B o NSRS 2% 6 5 M Bt St o By RRG SRR PuR g £
Cl- 3 allfysar dkPluouplds (5¥4n ogoraig sﬁ&tﬁ@@@aﬂoﬁﬁﬁ@%?éklidsgrbﬁﬂf ogen atom O or S

Rl represents, (1) a h drogg)n atom (Zé a Cl-8 al kyl optionally substituted
with a substRtigeresenie(labiydepeen atom o2y p sygdiccs disiean € g abeyl arouppt3) akahs y

substit . ' g ' I nd an
opt ronai Y] Lot e L £ LRI cAIR B LN S By PO, TR
al kyl gopricpally ¢hbsttutel-with abkkbstitghosebecedBim the o cénsixyiak iof abptydnajyoup and
a linear  al k%lgégroup or (5) an optionally substituted aromati¢ chcI e

group; $ebstituisA sabamey arpup,Ag apyiepalk sbstiuted hydeoxyl gnopp apd ap pplaepallys - 10

al kyl ~iflc Hoay! group consisting of a cyclic alkyl group and
ali negtsﬁl@gtt ?P%or%ﬁg,]cy%rc%) ¥’a Cl1-8 al kyl group optionally substituted with

a substit uerk’® sptesatted )ar@m dke grouptmvingrei aptionajlyofubstitutedttasio gréup and

tituted b | gr .opt | | | bstituted hyd d
2 Bt 1 Siany ot 1 eftlipr sfbauRenL Bty o gt sty Sttt 5
al kyl  op QRO AMACh BB hARRY hrY ackiiisiial &&Hsﬂﬁe}?@lfz)% QO 0HRy1 sk hdrY

havi ng an addi‘ti onal substituent, (2) an aral kyl "group having an optionally
subst i taromatibepslic hydwgarban graywtdfeatioh ptdmesmat greater sl T havieg arsofinatlyent |

3 Cl: .al kyl havj ng. . tic,. ' d f
ot bon Sbait et 2tfieoiid diiotaftp BeRE R kil nihsmieh e Dk Sl e
group, @RthelPhdmofahaic RettoRgclaigreds bt ¢RBGH atdMBabi $refBt thaR!7 HadihganCl- 4 al kyl
group having a non-aromatic heterocyclic group of carbon atons not greater

thald 7 opdionplly swhstétpteiddaaicigyoupy brd ppiianelly bawing ageddiponad sebstipuentinal | y havi ng

opt ronal |y 5 St 8E G Ul eoRBLTRER hideltoaudy D thiRntY R

consi stdel@tedffrdnd theafto@Pédmiztihg W 61 RS toptiohadls sWbstihated 0 MParbmatly Hydr6edrbom
group, (2) an optionally substituted 5- to 14-nenbered aronmatic

het er ocgretm-d2barowpsionalis pubstitwedot- te 1 anembesedryamatio heterasyiclitegionp censéting of
sel ect e, f§ OB S G0 s HP hERRPAS S Qge(%d Rbi'RY &Q)’up %6M§§H1gad}q1itro gen, oxygen and

20  sulfur atoms, (3) an optionally substituted Cs.14 aromatic fused-ring group, (4) an optionally
substituted 5- to 14-membered aromatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur atoms,
(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not
greater than 7, and (6) an optionally substituted non-aromatic heterocyclic group having carbon

25 . atoms not greater than 7, |

Q' represents a Cy4 alkyl group, which may optionally be substituted with a substituent
selected from the group consisting of (1) an optionally substituted Cs.1> aromatic hydrocarbon
group, (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting of
1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and

30 sulfur atoms, (3) an optionally substituted Cg.14 aromatic fused-ring group, (4) an optionally
substituted 5- to 14-membered aromatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur atoms,
(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not

greater than 7, and (6) an optionally substituted non-aromatic heterocyclic group having carbon
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sul fur atons, (3) an optionally substituted C8-14 aromatic fused-ring
group, (4) an optionally substituted 5- to 14-nmenbered aromatic fused

het er ocycawdeogroegsconsi sting of 3 to 11 carbon atons amrdThetmso7iaions
selected fromthe groug consi sting of nitrogen, oxygen and sul fur atons,
(5) an ¥pmsaabeEstestipe i t ut ed non-aromatic cyclic hydrocarbon group having
carbon atons m r

non-aromati c hge:péer%ocy&ﬁ CIEI roup rﬁ%g%éoq%lg?%gg%#%ﬁgd %P%H%ﬁ {)ﬁaﬂ&%ﬁbsun}ted

r epr ese@f palkylgtodp with ilsubtibutmt smtemframthe Qtdupmahélsmdge)fwlbaﬁiowg@dp whd h a

substituent selected fromthe group consisting of an, opti onal |

Subst i tBBRbETOnD, ) YR PR ety bsr b tied i noptionsl sy s Grat ed
-t I b

ot o oY A SRR AR PR P gD Y| drohPada 01 BT

oxygen laddoxslgtaup, at G)®; (3) an optional | y substi t ut ed C8 14 ar omatic

fused-ring (4) an optionall ubs 14- r romatic

fused heter %gewrpien&rwﬁu&mﬁsgwﬁéyi?mgh Pi\ﬁéar% 3 -Gﬂﬁ@ﬁa%‘?%?m

atons sel IeéHgor@(t)b-e -85eupn. @ﬁStdrr—‘@HﬁCﬁ“ WhitBGhay Sptiashly BOshbsHiked

at ons, ?5?Gan O%tl onal I’y substC:Ht)zut éd non-aromati c cy%: ?Bé h%ocar bon group

havi ng wﬁhla(ﬂhsalkyﬂrgrduptargi eater than 7, and (6) an optionally substituted

arorratlc hetero u avi n arbonatons not greater than 7; @

Blr bsent s (%)reaﬁsen%m‘léﬂg% rﬁp{3 % Pa ‘§C/ be substituted with an optionally

SUbSt' tuted find pd Wﬁchgﬁ% e khin@ o B 8Pt dnk, LABK m 9'f§&ﬁ Eﬁl—? 'b?'ébfnbﬁnﬁlg P@Rd

consi sting of car banoyl group and hydr oxyl group, may

opt i onal'loy PradSdittegéthertaad regiresentsh opt i onal |y substl tut ed Cl 4 aI kyl group

with a subst 1 k{%t sel ect ed fromthe group consisting of carbanoyl group
and hydr oxyl z ) ) O Y represents a group represented by fornul a:

-CONH-, - CSN(H an oﬂr&ﬁiﬁammo'\ﬂdmemdue et Ruousl PO Srscontiabbusly béupd-from G2CH2-

or -CH:CH- i ch optionall'y be_ substituted with a Cl-6 al kyl goup
and> z ﬁe@pméseﬁtthg lrﬂ%m@vg@ﬁc@t%wen@ﬁ t the amapgjacidseqygnge repigpinied BaJEQLD: he
sanme or ferent, each may forma ring by conbining P and PP or P and Q

t oget her and represents: (1) hydrogen atom (2) an optional amno acid
resi due contd3mu(guaipyrepfresdiitéﬂcl§}nfdnﬂutausl y bound fromthe C term nus of the
1-48 ami no agi d segugnhce uencg represented by SEQ ID

NG 1 (3) oSBT IS DB R 9T,
J1-J2- %%}41198) Y1C(J4) (Q4) Y2C(J5) (@) Y3C(J6) (@) C(=Z 10) -

20 J! represents (a) hydrogen atom or (b) (i) a Cy-15 acyl group, (ii) a C;.15 alkyl group, (iii) a
Cs-14 aryl group, (iv) carbamoyl group, (v) carboxyl group, (vi) sulfino group, (vii) amidino
group, (viii) glyoxyloyl group or (ix) amino group, which groups may optionally be substituted
with a substituent containing an optionally substituted cyclic group;

J? represents (1) NH optionally substituted with a C,. alkyl group, (2) CH, optionally

25  substituted with a C; alkyl group, (3) O or (4) S;

¥ through J° each represents hydrogen atom or a C,_; alkyl group;

Q’ through Q° each represents a C,4 alkyl group, which may optionally have a
substituent selected from the group consisting of:

(1) an optionally substituted Cg.1> aromatic hydrocarbon group,

30 (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting
of 1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen
and sulfur atoms,

(3) an optionally substituted Cs 14 aromatic fused-ring group,

(4) an optionally substituted 5- to 14-membered aromatic fused heterocyclic group
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(wherein: J1 represents (a) hydrogen atomor (b) (i) a Cl-15 acyl group,
(i) a Cl1-15 alkyl group, (iii) a C6-14 aryl group, (iv) carbanoyl group,
(v) carboxgl2ogrooeps (vi) sul fino group, (vii).am di no gPCERP200YDHT10)9 - —

gl yoxyl oyl group or (ix) am no group, which groups may optionally be
subst i teomsigting eh3 to Eluearbon aiems and hetatorfiterys seleadgrd iromahé grovpisensistinged cyclic

group; represents (1) NH optionally substituted with a Cl1-6 al kyl group,
(2) mzrﬁ%ggeingﬂé)(geyag&%gwa&?@g with a Cl-6 al kyl group, (3) Oor (4) S, J3

t hrough J6 e@yhn bphsslesibstibyted ﬁ@ﬁﬂroﬁiaﬁﬁb?éli@y@loo%rlﬁhk%&bu%h&ﬂﬂg cdbéhatemgh Q
each represents a Cl1-4 al kyl group, which may optionally have a substituent
sel ect tPtEFSIAIERAR Group consisting of: (1) an optionally substituted C6-12

aromatic hy . 1 k- J ' - - ered
o onati o hortey anoRfhay3ReiekEd AR RelEkes i B bk e st a0
at ons sgbaeithdn 7y om t he group consisting of nitrogen, oxygen and sul fur
atons, (3) an optiognally supstituted C8-14 aronmatic fused-ring group, (4)
an opt i onal 14/) aypRYEeRAlY sybstituted,amOBA¥Br ed ar omati ¢ fused heterocyclic

gr oupconsi st(itg?%églfétfighr?lh? S&gstmg&)g%gdg ggrgﬁgd hetero atons sel ected fromthe

group consi s rogen, o ul fur atoms, (5) an optionally
substit ut ed (9pan aepthoratly cubstituted hydrdxyd@asupon gr oup havi ng carbon at ons not
greater than (6)..an opt.i ona%jJr ubstituted non-aromatic heterocyclic
group havi ng(léja‘?lb‘bh)’f“’é‘?&?ﬁuwgfm éé‘?‘@‘_ry?ﬁ?éfﬂ’ 7, (7) an optionally substituted
am no group,(14$an @ﬂi&ﬁilk@ﬁ&kiﬁﬁecﬁéﬁ’%&ﬂ gh@ni di no group, (9) an

optional ly substituted hydroxyl group, 10)p an optionally substituted

car boxyl gr o) aff optionaly salpstitwserhsulfhydybgtouput ed car banoyl group, and (12)

an optional,l s%st_itut ed sul fhydryl group, or hydrogen atom J3 and 3, J4
and @,Org’gdﬁ%n "5r J6 and Q6 may be conbi ned together, or, Z1 and RL, J2

an tring, r |Yﬁ apl @:11@3? jf'?an%ragéﬁfmd@ of3° aRpQUmayey cbﬁbﬁ@mbg&ﬁr,t&gzt)m]gz‘, tJbl _
| G5, Yang 0T and Qs Mo O 39 e comii QP EHer, WhOFBIAFEAS and J14
each repres ept t?rn‘ough Y3 each represents a group represented by formula:
-CON(I")-, -CSN(IP)-, -C(I")N(@")- or -N(J"?)CO- (wherein J* and J** each represents
hydrogen atom or a C;.3 alkyl group); and,
z" represents hydrogen atom, O or S);
20 (4) a group represented by formula:
I-P-CaHQHY*CEHQ) Y’ CEHNQICEZ)-
(wherein:
J' and J%, each has the same significance as defined above;
J7 through J° have the same significance as for J°;
25 Q’ through Q’ have the same significance as for Q3;
Y? and Y? each has the same significance as defined above;
7' has the same significance as defined above;
T and Q’, 38 and Q8 or I’ and Q° may be combined together, or, P and Q’, Y? and Q8 or
Y? and Q° may be combined together, to form a ring);
30 (5) a group represented by formula:
ILP-CQ Y3y QHCE=zY-
(wherein:
3" and J* have the same significance as defined above represents;

7' and J'! have the same significance as for J°;
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hydrogen atom or a Cl1-3 al kyl group); and, Z10 represents hydrogen atom O
or S); (4) a group represented by formul a:

J1-J2- C( WP(QbyovagseJ8) (QB) Y3C(J9) (@) C(=210) - (wher ei n: pdT/JamdedAgsieach -has
the same signjficance as defined above; J7 through J9 have the sane

si gni fi canceQasnd & * bave tiy samesighificanegee for{@'; sane signi ficance as for Q;

Y2 and Y3 e h t he sa signi f.icance as defined above; Z10 has the sane
signifi canc?glgasgg‘?f%e ! nﬁ\c/@cgﬁd%il&?%(ﬁ?vﬁ8 and @B or J9 and @ may be

conbi ned t oge' hey the 8ime digniltdnédlas déAinédabddB; 41d, Y3 and Q may be conbi ned
together, to Jorn&% riqg);‘ () a grou%representedzby fqr mul a: ”
J1-32- ¢ 110X e Q3 ot 3 :@xdgﬂf?@@ﬂwym A dogsther, of Taarf @ Have and's Ay be
signifi i represents; J10 and J1 1 have the sane

Si g%i fi%%n%ggedgég%%r’@ggﬂgta&% have the sane significance as for Q; Y3 has
the same si g6) &igtapaeprasencteibynfeemalaove; Z10 has the sane significance as
defi ned abovg;,and, JL0 ang, Q10 or J11 and QL 1 may be conbi ned together,
or J2 and QlJO'JO‘p(JY@(‘anlp(Q@ 7- may be conbi ned together, to forma ring); (6)
a grouptwrgltgﬁgsent ed by formula: J1-J2-C(J12)(QL2) C(=Z10)- (wherein; J1 and
J2 have thhe sane significance as defined above; J12 has the sane

si gni fi cancel asd f'diavé the @nfeasigtifieansapedafirgdiabbeance as for Q ; Z10 has the

sane signifi ce as defined above;, and, J12 and Ql2 may be conbi ned

tor;@t her, orﬁglgaséhﬁsﬁezs‘%&%e%fﬂwned together, to forma ring); or, (7)
a group reprgSeqt #d it kPniBtlafce aklfof WPere J1 has the same significance as
defined above). ’

Z"" has the same significance as defined above; and,
72 and Q"2 may be combined together, or J* and le may be combined together, to form a
ring); or,
15 (7) a group represented by formula:

7 (where J ! has the same significance as defined above).

2. The agent of claim 1, wherein the androgen-independent cancer is androgen-
independent prostate cancer.
20
3. The agent of claim 1, wherein the metastin derivative (IV) is Ac-D-Tyr-Hyp-Asn-
Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH, (Compound No. 723) or a salt thereof.

4. The agent of claim 1, wherein the metastin derivative (IV) is Ac-D-Tyr-D-Trp-
25  Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; (Compound No. 550) or a salt thereof.

5. A prophylactic/therapeutic agent for androgen-independent cancer, comprising;
Ac-D-Tyr-D-Trp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH; (Compound No. 550),
or

30  asalt thereof.

6. The agent of claim 5, wherein the androgen-independent cancer is androgen-

independent prostate cancer.
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2. The agent of claim1l, wherein the androgen-independent cancer is

andr ogeni ndependent prostate cancer. 3. The agent of claim 1, wherein the
nmet asti n werbwatssse (1V) is Ac-D Tyr-Hyp- Asn- - PCT/JP2009/071919 - — - — -
Thr - Phe- AzaG y- Leu- Arg(Me) -Trp-NH 2 (Conmpound No. 723) or a salt. thereof.

4. The agent7-of cAaa'r@nqm,lacvip/éheeamutmegmfcasamdmgaeﬂndﬁa@mdﬁat ¢angyr, femprising;

Ac- D Tyy - I Piy. Asn- Thr - Phe; Ay- Leu- =7rpc NH 2 nd No. 550)
or a sa’éf’ﬁ’ﬁ%ﬁg& '.‘Q%l.'ﬂ}{'lp eé%ﬁ%b%?&&%@%%%ﬁ% (g"ﬁg}?f) u?é)&?).n%li ‘

andr ogeor h Bslegerdent cancer, conprising; Ac-D Tyr-D Tf

- Asn- Thr - Phe- AzaG y- Leu- Arg(Me) - Trp- NH 2 (Conmpound No. 550), or a salt
thereof. 6. The agent of claimb5, wherein the androgen-i ndependent cancer
s androgeni gdepepdentnPLOskial £ iRRAS thelandfhRhARAYeRGL: E4lRPLARGHELS. 0ot
f or "andr ogen-'i hdependent ~cancer, conpri si ng;

Ac- D Tyihdtpepddsa prdstate BiireAzad y- Leu- Arg(Me) - Trp- NH 2 (Conmpound No. 723), or
a salt thereof. 8. The agent of claim 7, wherein the androgen-independent
cancer is androgeni ndependent prostate cancer. 9. A

prophyl acticdt her j =4 e | s,
Phe met hod compr 1 ATep ESllEuRRbel e mRRkRrad BRRAGRRoH SAREF ol RN
der i vatthe enefhod)coniprising: ddrhinistdring apexfifective dascrofilaanetastinalesishtivediVpofate ug

t hereof , wherein V.i.s a group.of the formula a group of the forrmula or a
or b oPUPHIe Rt rmile pr & SlHrretiye ey [ epresents N, CH or O
(provided that when WL is Nor CH n represents 1 and whenW is O n
represents 0); W2 represents Ngor ﬁH; Z:k? 73,4875 q-\;?d Z7 each represents
hydrogen atom or a Cl1-3 al kylzgroup; Z2,] Z4, (g6 and Z8 each represents
hydrogen atom O or S; Rl reptese : , (2) a C1-8 al kyl
optional ly substi tuV'ed“V\n'—f(hﬁC?§stl tllient ed fyom t'he group

consisting of an optionally subsjstut
substituted hydroxyl group and optTonal 'y substitGted aglg,rjati c cyclic
group, (3) a cyclic or linear Cl1-10 al kyl group, (4) a Ci- al kyl group

consi st ofy,a cyclic kyl oup and a linear alkyl group or (5) an
A2 Bevutp b ol

opt i onal” cyclic group;
1
R 01
P |
'il N—C—
1 2 H H
z Z
a group of the formula
1
Q
;|
P—W—W—
1
(z)
15 n
or a group of the formula
P 1
W—

l
®),

n represents 0 or 1;

W' represents N, CH or O (provided that when W' is N or CH, n represents 1 and when
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R2 represents (1) hydrogen atomor (2) a cyclic or linear Cl-10 al kyl

group, (3) a Cl1-10 al kyl group consisting of a cyclic alkyl group and a

| i near alwpl2ogrooegs or (4) a Cl-8 al kyl group optional | pcsubstoppubed with a
substi t uent selected fromthe group consisting of an optionally substituted
car banmoW' ig@owpepresants ;i onal |y substituted hydroxyl group and an optionally
substituted omatic cl j¢.group; R3 represents (1) a Cl1-8 al kyl group
havi ng an op i5‘?‘P§?ﬁe§}tS%8’éF&ut ed basic group and optionally having an

addi tional szihgdiz’umatz’ caeh re@fksérit@h%‘dfbgeﬁf@bkﬁ R a\C NG&ildN gaiip; onal 1y
substituted bz:skc group and optionally having an additional substituent,
(3) a Cl-4 & %,Zgra@dngwamf?@reaeméhzdrgmat@mcg)cqrisc hydr ocar bon group of

car hon atons,n r [ n ti onal i tuted basic

ar oo, and aduieBrarT g keh Xk @ Gy ARbESRRpt ROBh e % ot

group habititgerat seletted froffbthe Groft @hoistitd ofanPpdivRalBf substitated cattafyhgiouf) At er

than 7 hayi n? an optignally substituted basic grou and optionally having
y

an addintiopd %{bﬁ%@tqddyﬁquymrqu@ﬁﬂé%ﬁptsor&llmulaﬂﬁ@?d FOBFHC CHpliccgronihy3) a

option : it i ubst . f
consi st BFRP Tyt it 0/ ELBa! b o3y SR o SR G BolBd o
ﬁr oup, l(r%l)u dkylogrbupoa(sl) yn spﬁ&tall]tcylsnhsﬂin&ed Mmt])aﬁe rrpcrm:qmdp;gr ﬁmat ic

eterocyclic group consisting of 1 tg 7 carbon ato a eterg at ons
sellfcted fr %&eﬁ@szﬂ%@ hafewgg%ﬁmgoro( ) wFY @@é&lﬁe@f@eﬁﬂ%a@m Eup Gitons,

3) an i . ' r i o f =L 3 :
(()p%i ona?ﬁ;} su sétol\[ltsﬁtthg%ggé %%g]?%}é%graggag@gﬁa@%{%dgédr ﬁ‘@%ﬁ&?@%@@&oup
consi staptignaly Sibstituted with b substittentselaetbdHHadine the grogreorsestieg péan dptoomatlhe gr oup

consi sting.of .nitroge oxygen .and,. sul f.ur ons, {5) an ti onal

subst ; cPHiRted FebhBRSl oSy puoRgl sbshsh byl eiaus Ant BAPRORAN ors ot

gr eat ersubﬂﬁﬁte&m&i%iic(c@hi@-@rdﬁ?;i onal |y substituted non-aromatic heterocyclic
group havi ng carbon atons no reater than 7; QL represents a Cl-4 al kyl

grddp, whi cRmepresgnts chal G dlvk!ﬁmliawimg@d optiphally sibstétuted asit gswipemtded from
th i St i (1 £ || tituted O6-12. ti

oy e BB et SRR OB e b B R B it
het er ooagiciggoe Mdoptionsllyshavige &f dddifonal SAE@ABNIALI)FEC 3Nk %hﬁfp%a@ir@@non-

sel ected fromthe group consisting of nitrogen, oxygen and sul fur atons,
(3) an wpnpEmendip hydigsaibongeenpad-catbon atomi ot graates thani hbavirgupoptionpllyn

i . i. - . d A . i
const ol EEFhyt AR, 2iq otichin RAIGL SER AR bibsliMBS of P QL By of
con®i Sthavihgaf ndh-Aron@ee heterocgelic godp sfddibiin AbMEBot grbitethad Fthavinglahy

substituted non-aromatic, cyclic hydrocarbon gr o;‘gd,havi ng carbon atons not
gr eat erontiRayly7substityteddasic grop pachaptigpaly baving ar additional sRbsident het er ocycli ¢

0 0P RS T3 010 60 g SRR Bt
selected from the group consisting of (1) an optionally substituted Ce.12 aromatic hydrocarbon
group, (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting of

25 1to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and
sulfur atoms, (3) an optionally substituted Cs.14 aromatic fused-ring group, (4) an optionally
substituted 5- to 14-membered aromatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur atoms,
(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not

30  greater than 7, and (6) an optionally substituted non-aromatic heterocyclic group having carbon
atoms not greater than 7;

Q' represents a C;4 alkyl group, which may optionally be substituted with a substituent

selected from the group consisting of (1) an optionally substituted Cg.;2 aromatic hydrocarbon

group, (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting of
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Cl-4 alkyl group with a substituent selected fromthe group consisting of
car banoyl group and hydroxyl group, (2) NH, which may optionally be

subst i t utwe diIcg optionally substituted Cl-4 al kyl gpeggpyob7819
substituent selected fromthe group consisting of carbanoyl group and

hydr oxyl togf carpon atomé 3hd hyterd ateps ederied framghe gup epnsdmgtof aitbopehpsxpgen and
-CONH-, -CSNH-, - CH2NH:, -NH%)., - 8HZO, CHE*? -C0O, -CSO, .- CH2-,
or - r aigpisc) AR gPigally substited Caumpspmatic Baediing sxpues (49 a3 oRYPnoup:
and, Z9ubpapieasn : ; W DnEisti ' t he
sanme or udiaf f eragn%?lﬂggfﬁ%rggg a?%@%caﬁrs ﬂ\%é%rye‘%%ﬁbgf%i ng ngsg%%\@fPﬁboirﬁa%argﬁh Q
t oget heatomsand kgteresiomsselgcted fingrd thpgnoup tommisting of aitrogpn,icxygén and subfuaefods,

138 arohon aetiatE stheffucd Ao Rbnae R b n e i iy ind Sy S aely | o
NO 1) drédterthsi ‘P%dg(%&fg?ﬁh@ﬂiy Q0bstiffdhch-aromatic heteroc%cilic group having carbon

J1-32- J3) (@) Y1 Y2C(J5) (QB) Y3C( J6) () C( =21 (wherei n: J1
r epr esediems pehgregientbges at om or (b) (i) a Cl-15 acyl group, (ii) a Cl-15

| kyl SCORN - i | . . I
ALK 97 0UD: ekt T, Bt SEPH nb e SARRTRA A1 Yol SR BRYL,
(i x) antnalkyl@dsup With & ButsbtiQieasseldyedoRbh ARAEloup BEnssstiRs loff tatb@@oyll ¢rBufand
substi tuent contai ni Irlﬁ_ban .optionally substituted (_:ek/lc ic group; J2
r epies diideoxyl groxpy, @GpNEb Adti¢hymay pptienally by substitutad withgngprgnallyrehgtituted)\Cig2

opt i onahy ' W I o : t hr ough
36 eacrik] ghollaiich MBSl scleeelr oy rolp Sbfssing be CuBlapb HlenSip it 0701
r epr esehyidsoxyl gbup, @ (BYyO; gr oup, which may optionally have a substituent

selected fromthe group consisting of: (1) an optionally substituted C6-12
aromatic hyd¥ &PAFISBI AroNprepessnt '?15&Wﬁ‘ﬂ?&l'??@ﬁbﬁslfﬂbe@%m#ﬁwgenber ed

aromat i 1t € [CldSo9reyn. CoRshsL, | 0L : ro
R N s R e e L
at dfs, widh a &n¢ elkyl gnoapjandsubstituted C8-14 aromatic fused-ring group, (4)

an optional |y substituted 5- to 4-?%red aromatic fused heterocyclic
group consi ¢ iTRRFeEANtshNAEoseR AOMRHJ 0T 3 and hetero atons selected fromthe

group consi sg hROp'Ofvhich may be the same or different, each may form a ring by combining P and
P' or P and Q' together and represents:
(1) hydrogen atom;
20 (2) an optional amino acid residue continuously or discontinuously bound from the C
terminus of the 1-48 amino acid sequence in the amino acid sequence represented by SEQ ID
NO: 1;
(3) a group represented by formula:
J-P-CE)Q)Y'CaH@Q) Y CENQ) Y CINQICZ")
25  (wherein:
J! represents (a) hydrogen atom or (b) (i) a Cy.1s acyl group, (ii) a Cy.;5 alkyl group, (iii) a
Ce-14 aryl group, (iv) carbamoyl group, (v) carboxyl group, (vi) sulfino group, (vii) amidino
group, (viii) glyoxyloyl group or (ix) amino group, which groups may optionally be substituted
with a substituent containing an optionally substituted cyclic group;
30 ) represents (1) NH optionally substituted with a C;.¢ alkyl group, (2) CH; optionally
substituted with a C; alkyl group, (3) O or (4) S;
P through 36 each represents hydrogen atom or a C;.3 alkyl group;
Q3 through Q6 each represents a C,4 alkyl group, which may optionally have a

substituent selected from the group consisting of:
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ni trogen, oxygen and sul fur atons, (5) an optionally substituted
non-aromatic cyclic hydrocarbon group having carbon atons not greater than

7, (6) anyepbivangdeky substituted non-aromatic heterocyclpicggiRvpBavi ng
carbon atons not greater than 7, (7) an optionally substituted am no group,

(8) an opti o(‘lalahy)pﬁomﬂ]lyisubsttﬁrute(j;(iamj atomatighydrpcarb@) gmapopt i onal |y
substituted dr oxy opt i onal substltute car boxyl, group,
( 11) an opt%AaPPYO itﬁétsg%c@r%‘aﬁsvﬁer@fl&ﬁﬁnat%t@(@%c 16 §r B OB SN
substi t yt eg ’ﬁéﬁrﬁ&y Stoyls aﬁfl ﬁblt@ro REmEYIEQEER AL R I'Oll% &Hgst%le‘Mtrc?éﬁ % o
and @ or J6 and @ may be conbi ned together, Z1 and and Y1l
and 4, andsubfmdatQbs, or Y3 and Q6 nmay be conbi ned toget her, to forma ri ng
Y1 through Y ach rese rou r ted by formla: - CON(J13) -
(J13) - 3&5?3&%&@?}’&“@&‘1%@3‘*% ﬁlsﬁfﬂélpglgﬁgu\?ﬁ and J14 each

r epr esents h D'aRG HorlYBubdtitate£3- B @Mﬂnb%eﬁ%ﬂ)matﬁﬂﬂsed@é‘:&@éﬁﬁ@@%&phydr ogen
atom O or 1(«3} a group represented by fornul a:

J1-J2- oecursyquyp & bBYroe) Aems 399 hewioGtams sglect¢dremethe graup cansistd, ofeach has
the sane, significanc f| ned above; J7 through J9 have the sane

si gni fl%l};\ﬁ%%‘ 287§Dy ?fu&@a??ﬁsough @ have the sane significance as for (B;
Y2 and Y3 ea@)ahaptibiflysabRiteted Roi-aeattie cabliciydroeabab@vep haifl babor ABmsane
signi ficance as defl ned above; J7 and Q7, J8 and B or J9 and @ may be

con¥l ne@ptigarpdertban 7.,or . J2 and Q7, Y2 and B orY3 and Q@ nmay be conbi ned
R e e e S
si gni f i gremeethas 7def i ned above represents; J10 and J1 1 have the sane
signifi Cance( ?znfogtlona?ly substituted amino group,
(8) an optionally substituted guanidino group,
15 (9) an optionally substituted hydroxyl group,
(10) an optionally substituted carboxy! group,
(11) an optionally substituted carbamoyl group, and
(12) an optionally substituted sulthydryl group,
or hydrogen atom,;
20 3 and Q3, J* and Q4, J° and Q5 or J® and Q6 may be combined together, or, Z'and R}, 7
and Q3, Y! and Q4, Y? and Q5 ,or Y2 and Q6 may be combined together, to form a ring;
Y! through Y? each represents a group represented by formula:
-CON(@I")-, -CSN(I")-, -CI'"YN(I")- or -N(J'*)CO- (wherein J** and J' each represents
hydrogen atom or a C,_; alkyl group); and,
25 z" represents hydrogen atom, O or S);
(4) a group represented by formula:
J-P-CAYQ) Y CE)Q) Y’ CINQICEZ")-
(wherein:
J! and J2, each has the same significance as defined above;
30 J7 through J° have the same significance as for J%;
Q’ through Q9 have the same significance as for Q3;
Y? and Y? each has the same significance as defined above;
Z'° has the same significance as defined above;
T and Q, 1 and Q8 or J° and Q,9 may be combined together, or, 3 and Q’, Y? and Q8 or
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QL0 and QL 1 have the same significance as for B; Y3 has the sane
significance as defined above; Z10 has the sane significance as defined
above; amwto20fod7esyd QLO or J1 1 and QL1 nay be conbi nedptegetdeniivor J2 and
QLO or Y3 and, Q1 1 may be conbined together, to forma ring); (6) a group
repr ese‘ﬁtetuiQynlﬁbbﬁﬂmblngslicﬂﬂ@wq@mngx =710)- (wherein; J1 and J2 have

t he same si g(?k&'g?o%@gr%? e?ifﬂ angmﬁtf%ove has the sanme significance as for

J ; QL2 has e ®sa ce as for Q; Z10 has the sane significance

as defined aﬁq%-e(ﬁ&)qglo)}a?@(ﬁé)@ Qe-ztty be conbined together, or J2 and Q12
may be conbined together, to forma ring); or, (7) a group represent ed by
f or mul dWhsmeigiwhere J1 has the sane si gni ficance as defined above). 10. Use

of g met as“ﬁaﬂﬁ’fﬂl’( 'tl\{ées th%%lﬁﬁca{rﬁg 8%1#&\&%9?\{%%?%9& formula, or a salt

or prodrugt ereof Tor pro g prop actic apeu%lc agent for
andr ogen- i nd@ ﬂrdjlehha\eah@memglaﬁMe‘dslfaJ& group of the formulaa group of

the formula 9y o t he for la n represents 0 or 1; WL represents N,
CH or O (provi d’é‘e%} E?VQ/E{\%FP%SIE%‘ (ii’represents 1 and when WL is O

n representsy %astﬂ@se&ﬁé’&%ﬁﬁ@%&e'ﬁsﬁéﬁﬁdab@e Z3, Z5 and Z7 each represents

hydr ogen atom or a Cl- group; Z2, Z4, Z and Z8 each represents
hydr ogen at o0&y hﬁsﬂmessneﬁgmf@pnmrdeﬁnedabca/ehm ogen atom (2) a Cl1-8 al kyl

optlonally SUPs W 1@ substituent selected,fr dh g

"ot g of S Qe dndi 'S BE comBie oy 5 pi R o o B e pe
substl td&[ﬂgnéwtgé&ﬁéﬂ todfofHR &}y, an optional ly substituted ar omatic cyclic
group, (3) a cyclic or Iinear C1-10 al kyl group, (4) a Cl-10 al kyl group

consi sting df) agopplrepresankagd bygioomplaand a | i near al kyl group or (5) an

optionally s 1 tic cyclic group; R2 represents (1) hydrogen
atomor (2) kaé %&6 8¢mar C 10 al kyl group, (3) a Ci-10

(wherein;
15 3" and J? have the same significance as defined above;
J'2 has the same significance as for J°;
Q'? has the same significance as for Q%
Z!° has the same significance as defined above; and,
72 and Q¥ may be combined together, or J? and Q" may be combined together, to form a
20  ring); or,
(7) a group represented by formula:

J' (where J! has the same significance as defined above).

10.  Use of a metastin derivative (IV) of the following general formula, or a salt or

25  prodrug thereof for producing prophylactic/therapeutic agent for androgen-independent cancer,

el LA L

wherein V’ is a group of the formula

Iv),
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al kyl group consisting of a cyclic al kyl group and a linear al kyl group, or
(4) a C -8 alkyl group optionally substituted with a substituent sel ected
from the \wHoyR,@espgi sting of an optionally substituted ¢gilasgybhr9foup, an
optionally substituted hydroxyl group and an optionally substituted
aromatic cyclic group; R3 represen (1) a C1-8 al kyl group having an
optionally substituted basic group®fand optionghly having an additi onal
substituent, (2) an aral kyl oup Having an o?tional1y substii t ut edbasi c

N substituent, (3) a Cl- alkyl

group and optionally having an\a onal
group having a nonaronatic cycl Nc hydr up of carbon atons not
greater than 7 having an optiondhly S tiHut fd basic group, and optionally
havi ng an additional substituenf, or (&) a Cl-4 alkyl group having a
non-aromati c heterocyclic group of carbon atonms not’ greater than 7 having
an opt i 9pjup¥f He¥stmhilkt ed basic group, and optionally having an additiona
substituent; R4 represents a Cl-4 al kyl group, which may optionally be
substituted with a substituent selected frpmthe group consisting of (1) an
optionally substituted C6-12 aromati c hyddocarbon group, (2) an optionally
substituted 5- to 14-nmenbered aromatic hetgrocyclic group consisting of 1
to 7 carbon atons and hetero atonsPsefectWd—Fromthe group consisting of

ni trogen, oxygen and sul fur atoms, (3)| an optionally substituted C8-14
aromatic fused-ring group, (4) an opti@ﬁ?lly substituted 5- to 14-nmenbered
aromatic fused heterocyclic group consistirng of 3 to 1 1 carbon atons and
hetero atons sel ected fromthe group consisting of nitrogen, oxygen and

sul fur etogmup 6bthedornapii onal |y substituted non-aromatic cyclic hydrocarbon
group having carbon atons not greater than 7, and (6) an optionally
substituted non-aromatic heterocycIPQ\gqoup havi ng carbon atons not greater
than 7; QL represents a Cl-4 al kyl groWp—which may optionally be
substituted with a substituent selected fromthe group consisting of (1) an
optionally substituted C6-1 aromatic hxﬁ&qfarbon group, (2) an optionally
substituted 5- to 14-nenbered aromatic Wet%esocyclic group consisting of 1
to carbon atons and hetero atons selected fromthe group consisting of

ni t rogen, oxygg&sgmgoﬁyhfur atons, (3) an optionally substituted C8-14
aromatic fusgﬁ-ring group, (4) an optionally §ubstituted 5- to 14- menbered
aromat i ¢ fus®d remesentsdy.cTHor § @ogvidehtbatsvhegWofis ¥ or €H, nireprasdmimn] andwhemnd
het ero gpogé sel ected fromthe group consisting of nitrogen, oxygen and

sul fur atd :nfﬁyﬂﬁﬂmggtionally substituted non-aromatic cyclic hydrocarbon

group having“éQ&QaQnQQQapcggt greater -than 7, and (6) an optionally

substituted npnsaromati.c heterocyclic group having carbon atoms not greater

thad 7; Q@ répdeskrand 4 epctorepresonts biidnogen apm arfeliyalkd gsepst it uted with an
opLonal 1Y, o8 2k Chaf st BBMRAR, it vent selecced Trom
R! represents (1) a hydrogen atom, (2) a C;.g alkyl optionally substituted with a
substituent selected from the group consisting of an optionally substituted carbamoyl group, an
optionally substituted hydroxyl group and an optionally substituted aromatic cyclic group, (3) a
15  cyeclic or linear Cy.j9 alkyl group, (4) a Cy.1o alkyl group consisting of a cyclic alkyl group and a
linear alkyl group or (5) an optionally substituted aromatic cyclic group;
R? represents (1) hydrogen atom or (2) a cyclic or linear C;.19 alkyl group, (3).a Ci-10
alkyl group consisting of a cyclic alkyl group and a linear alkyl group, or (4) a C,_g alkyl group
optionally substituted with a substituent selected from the group consisting of an optionally
20  substituted carbamoyl group, an optionally substituted hydroxyl group and an optionally
substituted aromatic cyclic group;
R} represents (1) a C;.g alkyl group having an optionally substituted basic group and
optionally having an additional substituent, (2) an aralkyl group having an optionally substituted
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hydr oxyl group, (2) NH, which nmay optionally be substituted with an
optionally substituted Cl-4 al kyl group with a substituent selected from
t he groupwoansiessoag of carbanoyl group and hydroxyl gregpgrzme/fBp190, Y
represents a gro J) represented by formula: -CONH-, -CSNH-, -CH2NH-, -NHCO-,
- CHO t asutmso and qonally tsdng an @412@@1 substitueQ£Ere waikﬂrgrmyhaymg oner-| y

be subsr thaC 6 al k and.. Z9 .r nt.s 8] atom O
or 5 amamdtE Sycta mafcitioR olfor AlinRioR ot Py IRanT bl RRgPHR o o

ring bysubstitated bagichraus] afidl oﬁt[on@llﬁlﬁdw@aﬁ additibedl satinieap o2 $9H Gr4 A1 group
hydrogen atom (2) an optional am no _acid residue continuously or

di scont haviiRg & pgn-promatichetsraayplic group phfasben atomsiet grearr tenchaysigdnsequence

in the e%‘.}g&#&uﬁﬁfé‘%ﬁ erb G 5§ SphGHIY haihPah RadiHondr subdiudh 9" OUP

represe
yepidsedts b (C4 NG Corbup( Whick %ﬁ(viﬁ))tlbﬁﬁlﬂecﬁlb@ﬁwte(d\M&f £ bubistithént

J1-J32-C(J3)(
represents (a hydr ogen at om or acyl group (||%Ia Cl- 15
og3PORBxy |

al kyl g¥eRsted ‘i"iﬂlﬂ)‘e goencqrxﬁlsamg |°f élr)@rwp lerwvlsy wrtﬂaﬁ%ﬂe lgrr@rrfsltlc by
group, nérn Q (Q)‘.leu]; b g 's’lposn{u\féd é t@%%é}ﬂb&%’ Hid an\sél {e}o L:M@g% V\P\‘.hnsﬁ’srtﬁg%f or

(i x) antno group, groups nay optiona u st ute
s u bsti t LenT carbot anomsmyd dnteopitoms atlegted frost the lgtc&qb consikfing off rotrpgen) @xygen and

N t I bstituted w t.h 1-6 al k CH
opti0onc i &5kt (D aboptagaiy bR Lo iroBe e Speeron. (Anspigndly ough
each 1 eQieHGRdSs-hY ‘ﬂﬁ-‘i&%ﬁbe?éd’a[fbﬁéﬂ@ﬁgéd ﬁet@xlo%%léhcgér%tp corfsitinB P91 {BarbGEN

represents a Cl-4 al kyl group, which may opti onal have a substituent
sel ect eatois end héterogatomp selented Fomrthe gifoup (cgu)swmgaﬁtmtmahl gxygahsod sulfuedtoBts; 12

ti drocarb bsti t t d 5-,to 14- d
ar omat | ©) AECRPGRYR P RtRER pot Bl Aok on aim B he B L™ Bbbr o
at oms S%Jeﬁt@i adn 71 & 06?' 8n BptRHRAILE QMsstisite M BorRrofiatic BBRFocyONY §RNp ARFNS HJ::BU:E
atom; 3) an optlona |y substituted C8-14 aronmatic fused-ring group, (4)

trﬁﬂ@lsmytglﬁﬁgﬁh@ut’/ed 5- to 14-nenbered aromatic fused heterocyclic
group consi s esemg

the group co sr f5 ng orEdﬁiatlkryo 0:?%92@33 a?%’ggggﬁf ﬁr gubt%%ﬁ’gsd w{%h gg&bsgmen
selected from the group consisting of (1) an optionally substituted C.1, aromatic hydrocarbon
group, (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting of
1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and
20  sulfur atoms, (3) an optionally substituted Cs.;4 aromatic fused-ring group, (4) an optionally
substituted 5- to 14-membered aromatic fused heterocyclic group consisting of 3 to 11 carbon
atoms and hetero atoms selected from the group consisting of nitrogen, oxygen and sulfur atoms,
(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms not
greater than 7, and (6) an optionally substituted non-aromatic hetero;:yclic group having carbon
25  atoms not greater than 7;
Q° represents (1) CH,, which may optionally be substituted with an optionally substituted
Ci4 alkyl group with a substituent selected from the group consisting of carbamoyl group and
hydroxyl group, (2) NH, which may optionally be substituted with an optionally substituted C;4
alkyl group with a substituent selected from the group consisting of carbamoyl group and
30  hydroxyl group, or (3) O;
Y represents a group represented by formula: -CONH-, -CSNH-, -CH,NH-, -NHCO-, -
CH;O-, -CH,S-, -COO-, -CSO-, -CH,CH;-, or -CH=CH-, which may optionally be substituted
with a C;.¢ alkyl group; and,
z° represents hydrogen atom, O or S; and,
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(5) an optionally substituted non-aromatic cyclic hydrocarbon group having
carbon atons not greater than 7, (6) an optionally substituted non-aronmatic
het er ocyolbGofly@kddehavi ng carbon atons not greater thanpéripdonedfiore
optionally substituted am no group, (8) an optionally substituted guanidino
group, ( 9) ahamP'j whizhlnyaysheithe samé¢ exdiffgrinteath gap figrm 4 16§ brcompininnBlahg
substit 11) an optionally substituted carbanoyl group,
and (1 ﬂangbé?%eIﬂI‘% ggiﬂfr?steﬂ ed sul fhydryl group, or hydrogen atom J3
and (@B, Sih@»()ge}ﬁa@ilﬁd @& or and Q@ may be conbi ned together, or, Z1 and
R1, J2 and and 4, Y2 and B, or Y3 and @ nay be conbi ned toget her,
to forma rl(ﬁgan dttianial ariyle a¢Bl residhe eantinuewshy or @qunmapomépbcemérftmﬂmﬁ

el 91 ATAEH VLY A48 AT SURIFnSR D PO s Siegre atipie BoECIR

represenpsihydrogen atom Oor S); (4) a group represented by fornula:
J1-J2- C(J?)( 7)Y2C(J8)(@)Y3C(J9)(Q9)C( =Z10)- (wherein: J1 and J2, each has
the sane si A} & Ewandepasenirsfniesmaleove; J7 through J9 have the sane

si gni ficancep 5 0 vl lfl?@ ame significance as for
Q; Y2 and S%ea (ﬁép{ q‘f)@aﬁéﬁé{@@?k%{ %ép?eﬁl ned above; Z10 has the
same si gwhdréiaance as defined above; J7 and Q7, J8 and (B8 or J9 and @@ may

be conbi ned together, or, J2 and Q7, Y2 and B or Y3 and may be conbi ned
tod® her, to faveReAts(Rhjdrogemyatom gF 8!)61)@&r1e§@ﬂtgé‘alpb§ll)fao¢mlaﬂ<y group, (iii) a

21,22 S R A 8 1 ) Q150 Ty R, O B>
si gni f i grams, évili3 glyoryld$l grQip oa(ixl) dgiiho lgaoup, whirhgaowpsshgnoptionaly be asbstinted B;

with a substituent containing an optionalIy substituted cyclic group;

7 represents (1) NH optionally substituted with a C;.¢ alkyl group, (2) CH; optionally

15  substituted with a C, alkyl group, (3) O or (4) S;

P through J 8 each represents hydrogen atom or a C; 3 alkyl group;

Q? through QS each represents a C;4 alkyl group, which may optionally have a
substituenf selected from the group consisting of:

(1) an optionally substituted Ce.12 aromatic hydrocarbon group,

20 (2) an optionally substituted 5- to 14-membered aromatic heterocyclic group consisting
of 1 to 7 carbon atoms and hetero atoms selected from the group consisting of nitrogen, oxygen
and sulfur atoms,

(3) an optionally substituted Cs.14 aromatic fused-ring group,
(4) an optionally substituted 5- to 14-membered aromatic fused heterocyclic group

25  consisting of 3 to 11 carbon atoms and hetero atoms selected from the group consisting of
nitrogen, oxygen and sulfur atoms,

(5) an optionally substituted non-aromatic cyclic hydrocarbon group having carbon atoms
not greater than 7,
(6) an optionally substituted non-aromatic heterocyclic group having carbon atoms not

30  greater than 7,

(7) an optionally substituted amino group,

(8) an optionally substituted guanidino group,
(9) an optionally substitﬁted hydroxyl group,
(10) an optionally substituted carboxyl group,
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Y3 has the sane significance as defined above; Z10 has the sane
significance as defined above; and, J10 and Q10 or J1 1 and QL 1 may be

conbi ned weagidigEsosOr J2 and QLO or Y3 and QL1 nmay be ceg®ijpamebhngpt her, to
forma ring); (6) a group represented by fornmula: J1-J2-C(J12)(QLl2)C(=Z10) -

(wher ei n; Jl(ldmdndﬁtidmugsmltsﬁnsedrmrbmguj'lfgmmaadas defined above; J has the

sane signifi ce as f 1"5 a he sanme significance as for Q; Z
has the sarreagyﬁli‘\f)f’tﬂ‘lf’& Xéu%nﬁ%qgﬂﬂﬁagaéwp’and J and Q may be conbi ned

t oget heéphﬂgoglmgan may be conbined together, to forma (7) a group
represent eéd forn}y a: J1 (where J1 has the sanme significance as del‘lgled
above) . ¥ and Q° and Q*, J>and Q’ or and Q° may be combined together, or, Z' and R", J

5 and Q% Y'and Q* Y?and Q’, or Y? and Q° may be combined together, to form a ring;
Y! through Y3 each represents a group represented by formula:
-CON(@I")-, -CSN(I")-, -C(I"*)N(@I")- or -N(JI'*)CO- (wherein J** and J'* each represents
hydrogen atom or a C;_3 alkyl group); and,
2" represents hydrogen atom, O or S);
10 (4) a group represented by formula: |
I--ca)Q)Y’ e@)@) Y CIHQICEZ")-
(wherein:
J! and J?, each has the same significance as defined above;
J7 through J° have the same significance as for J°;
15 Q’ through Q9 have the same significance as for Q;
Y? and Y? each has the same significance as defined above;
Z'° has the same significance as defined above;
Y and Q’, 1 and Q8 or )’ and Q9 may be combined together, or, J? and Q7, Y2 and Q8 or
Y? and Q° may be combined together, to form a ring);
20 (5) a group represented by formula: .
ILCd'QY Y ea Q=21
(wherein:
J! and J? have the same significance as defined above represents;
7' and J'! have the same significance as for J°;
25 Q' and Q! have the same significance as for Q’;
Y? has the same significance as defined above;
Z'° has the same significance as defined above; and,
% and Q" or J*! and Q"' may be combined together, or 7 and QIO or Y’ and Q! may be
combined together, to form a ring);
30 (6) a group represented by formula:
ILPC)QP)C(=2")-
(wherein;
J' and J* have the same significance as defined above;

J'? has the same significance as for J%,
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Q" has the same significance as for Q%
Z'° has the same significance as defined above; and,
J2 and Q" may be combined together, or J? and Q"2 may be combined together, to form a
ring); or,
(7) a group represented by formula:

J! (where J! has the same significance as defined above).
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