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DESCRI PTI ON METASTI N DERI VATI VES AND USE THERECF
TECHNI CAL FI ELD The present invention relates to
WOrei0a961688 deri vati ves and use thereof. BACKGRRANDKRENN4/003401
Human- derived netastin (also ternmed Ki SS-1 peptide)
(WD 00/ 24890) and rat or nouse-derived netastin (WO
01/ 75104) are known. Al so, sustained rel eased
preparations containing netastin are known (WO
02/ 85399). Reportedly, netastin has an effect of
Titke pfdmxentiony cancer netastasis and is therefore
effective for preventing or treating cancers (for
eXanpLRiod HA Gyt F6" roﬁaﬁfngTS Eakeeéall | i ver cancer,
pancreati c cancer, é% | orectal cancer, rectal cancer,
col oni ¢ cancer, prostate cancer, ovarian cancer,
cervical cancer, breast cancer, renal cancer, Dbl adder
cancer, brain tunor, etc.); netastin also has an
Fi Zéfgf%@gaoﬁontrolllng pancreatic function and is
or preventing or treating pancreatic
di seases (e.g., acute or chronic pancreatitis,
pancHleaprasentaimventioretrelates tand endleats el methpf eandn s¥stem, more
ef fect of controlllng pl acental function and is
f f ] 0 t ((XINo
Pyt o Vi KIS AR tn VoS LA ELE by PEREFIACTE: specch)
hypopl asi a, abnormal gl ucose netabolism abnornal
techngdbgy.met abol i sm or abnornmal delivery (WO 00/24890; WO
01/ 75104; WD 02/85399). DI SCLOSURE OF THE | NVENTI ON
The present invention ains at providing stable
net astin derivatives having excel |l ent biol ogi ca
activities (a cancer netastasis suppressing activity,
Bagkgxonadrof dnvestionsuppr essi ng activity, etc.). The
present inventors have nmade extensive studies to solve
t he f.Qreqoi l.
that B O TSRO AR e B gl » LR R The scarch
metastin, with a specific nodifying group,
serunsexpecidesll ltye metststitablel evebysitdsver ethew datapby \kegiwbtdsoor natural
stability, etc. as conpared to native netastin and
further exhibit exce c r [
sentss oyt Hobiss T Fgfesaalive SRR sflF P Kufl e Yahoo. Google,
activity. The present inventors have further found
NavBgEmpasyepect edl y t hese netastin derivatives have an
ef fect of suppressing gonadotropic hor none secretion,

an effect of. s r creat] t

ani orPiy efe PP & PlerutE e B PGS FE R 48 off S provided

far. Based on these findings, the present inventors
onljawBercdniirbd detd ekiststdielniemvet saridyaknrisdgnstambrervice appears as an

acconplish the present invention. That is, the present

i nvention provides the fo at ur es nd S
spiRFEE 18eEr RsroriiRs o BT ES PeFR R ARl repisters
[wherein; V represents a group represented by for mul a:
hisOfudktieh Qv websirs antaswbiyr fwtiorkihaws answeepofeqestion Gegisters the
1 WL represents N, CH or O (provided that when W is
epregents 1 and when W is rresent s
anwe,r "V\éh%téfl’ﬁbé’égm g dueRong} gt & teSulbfu Bingif e irements
represents hydrogen atom or a Cl-3 al kyl group; Z4, Z6
eval i thdte @R adsORE SSiRBIcStolé g aion at Letinte cfireSisteRAg the question.
represents (1) hydrogen atomor (2) a cyclic or linear

Cl- 10 al kyl group, (3) a.Cl-10 al group cansi stin
Mest domspiie iseargh |s6Tvicsr $igs alrFady HI?Y%E%PI EP@FIB%&E kndwledge
(4) a C1-8 al kyl group optionally substltuted wth a
substituent selected fromthe group consisting of an
optionally substituted carbgﬂoyl group, an optionally
substituted hydroxyl group d an optionally
substituted aromatic cyclic group; R3 represents (1) a
Cl1-8 al kyl group having an optionally substituted
basi ¢ group and optionally having an additiona
substltuent (2) an aralkyl group haV|ng an optlonally

I TR N 1 .
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(30) Use of the netastin derivative (I1) according to
(1) or a salt thereof, or a prodrug thereof to
woreiwalexss’ir e an agent for control | i ng pancr eat PCI/KR2004/003401
function. (31) Use of the netastin derivative (I1)
according to (1) or a salt thereof, or a prodrug
thereof to manufacture an agent for preventing or
treating acute or chronic pancreatitis or pancreatic
cancer. (32) Use of the netastin derivative (I1)
seas@ewrdPhig to (1) or a salt thereof, or a prodrug
thereof to manufacture an agent for controlling
Pl aceqalyd URGHARIe (S chUass &f sﬁ&&oﬁﬁhg.s tThe dRkbMAIraY Search
(I'l') according to fl or a salt thereof, or a prodrug
thereof to manufacture an agent for preventing or .
enginesaproniglecthe sayela resukidpacal Hiraa hayeayer, dhe knwbﬁ% seppfle service
m scarri age, fetal hypoplasia, abnormal gl ucose
i S r i i t i ' ' f
taE R Rotn® Mo R Rl A8 A Rl M e S boen no
according to (1) or a salt thereof, or a prodru
sanhéd questibntom Iteruétadhus, dhe guesiener Hasrtojolpelo iegrepngyrihel ayeb page
function. (35) Use of the netastin derivative (I1)
whBf® BE AeBfiecri (i Rbstfn®Th ofdBP 6 oiveini@ MoRGIfhs, SMS(short
ereo 0 nmanufacture an agent for preventing o
treati ng hornone-dependent cancer, infertility,
messago setvided o F-madris yend tid dhe guastiomyrsnRC of celdauplaongsas soon as
(36) Use of the netastin derivative (I1) according to
(1) or.a salt .t , . t .
thehPhisTef Selsd ARk b B Ral Bol AIER xRy after accessing
ovul ation. (37) Use of the netastin derivative (I1)
to theombcpagg to (1) or a salt thereof, or a prodrug
t hereof to manufacture a gonadotropic hornone

secr ef,agogue nt_or S o) e
2 concAEOSEHE BERBRigP R BUCFAER QL SHCHRY oo camot vo
according to (1) or a salt thereof, or a prodrug

thetsearchaérvice wishnuft actessigg brieragient f or preventing or
treating Al zheiner's di sease or noderate cognitive

I mpaj r ment . 9) . A pancr | | ucaqon C g
gonts SRS i CRARRGIER R vy SRR b SRR SHE providing
according to (1) or a salt thereof, or a prodrug ‘
dethlied énforméidd) oAnnsgeett orflgr ome camddt nget udetailed f inforatatiom without
conprising the nmetastin derivative (I1) according to

acdeHling InGne ke bR RN lete®SorfuaPleRods ok PEHSAL of B4k hvice, the

hyperli penm a, type |l diabetes nellitus,’hypoglycenia,
recdip ©f Eanail dmotifiedhe thecuseebly SME, hypwederahetarcread the content of E-
nephropathy, diabetic retinopathy, edema, urinary

[ ur bances, i nsul,i resi stance,. .unst abl e di abet
megl it ARG AR et ity WERh Bl sl fediiged of A% board or a
arteriosclerosis, thronbotic disorders or
bldgl, B@k&*dagichyck the mewl s ieaistdrbd anielecsfter acebssihy diat web(bokdd or the
according to (1) or a salt thereof, or a prodrug

t hereof. (42) A nmethod for. pronotin ncreat i.
blag dhLiy O SPREN AR s SHBET S0 AF A SRisiA Agnpincgment,
mammal an effective dose of the netastin derivative
he Chd YetaBAQHeisbat hOhdskd abdes@weBdite dffiedt @6Mpay oBsoRiedstpatgzations
thereof. (43) A method for pronoting urine formtion,
whi ch conprises adm ni sterjng a manmal an effective .
relaféngstopftogkhto efb dstetipd demafion; éﬁ@#&%ﬁﬁs@%ﬁ drany Iptgrnef services
or a salt thereof, or a prodrug thereof. (44) A nethod
for preventing or treating obesity, hyperlipema, type
Il diabetesnellitus, hypoglycem a, hypertension,
di abeti ¢ neuropat hy, di abet i% nephr opat hy, di abetic
retinopathy, edema, urinary disturbances, insulin
resi stance, unstabl e diabetes, fatty atrophy, insulin
al l ergy, insulinoma, arteriosclerosis, thronbotic
di sorders or lipotoxicity, which conprises
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(28) (2S)-2-(3-1ndolyl prpionyl oxy)-3
- phenyl propi onyl - Azad y- Leu- Arg(Me) - Trp- NH 2 ( Conpound
WOONR00585838 (29) PCT/KR2004/003401
(2S) - 2- Benzoyl oxy- 3- phenyl propi onyl - Azad y- Leu- Ar g( Me)
-Trp-NH 2 (Conmpound No. 380), (30)
D Tyr-D Pya(4) - Asn- Ser - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
(Conpound No. 385), (3 1)
ridyl) propionyl - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) -
prq‘ﬂé’ngj e’gnle gnﬁ‘@on(@ontgg@f E—Ergazb new article, official announcement,
Di benzyl car banoyl - Azad y- Leu- Arg(Me) - Trp-NH 2
(B
etcE?enzy %rh‘\glﬁée\?ﬁcegég g%t %’lr%ggl erAZ a% &VgntLbeelljng A?eé[ bﬁbl)lseﬁ_}np?dvan%e occurs,
(Compound No. 417), (34)
hoBevezopereRiTe YoM Grpd Spsienarion Moyiding afrerpertioned infarnation to
No. 423), (35)

Bg%??f)ré{?g%gﬁ{&%ty Leu- Arg(Me) - Trp-NH 2 ( Conpound

3-Pyridi necar bonyl - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
(Corrpound No. 432), (37)
2- Pyri di necar bonyl - Phe- Aza@ y- Leu- Arg(Me) - Trp- NH 2

B_&g_%?o; d0 ¢ 435 (38)
L + lhﬁ%ﬁ#‘gﬁ?he Azad y- Leu- Arg(Me) - Trp-NH 2
(Conpound No. 436), (39)

Pr opiliGy 11- Breschzem@tiy off ehe Aoltpciedl]l Sygemiistng TdRpouording to the
No. 437), (40)
| sghut | - Phe- Aza@ y- Leu- Arg(Me) - Tr p- NH2 ( Conpound
P“‘NSI.% ‘%5“% 141)
Cycl ohexanecar bonyl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2
( Conmdaand idNoflowskart of the Yirst embodiment of the present invention.
Phenyl acet yl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2 ( Conpound

oz 30 33t Bbwabartet the sepon smbesiens ofhe preseatiguention-
No. 441), (44

6- I\/tetﬂl(ﬂ). niiémﬂz)wolydrt Shthe ArialGingbddimenr af{iheproFen invdation.
(Conpound No. 445), (45)

PyC(r) ﬁ,é!ggiﬁ g ?ﬁr\% ﬂg%rlﬁlé)%:r)p g{tﬁé ?(gurﬁf eLrnell)J(;d/i_\rlilgx(xtl\{)%)tBJ lr)l%éel}lyinzvention.
Cycl opr opanecar bon;/I - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2

( Conraands Mustrdies )one( éx@nple of providing a collect call when an event
Trifluoroacetyl - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2

d No 48 48
coﬁgﬁ%%un% &M@%ﬁ? ?Arg(l\/b) Tr p- NH2 ( Conpound No.
449), (49) :

Cy c| Pi@. op dingateh anpiheCoganigla @f \proadingr g cdBgct Tald-Widd an event
(Conpound No. 451), (50)

co&; iog Nﬁxg{ngé}/j 2- Gﬁtmﬁaprlgglz;myl( 55’;1& Azad y- Leu- Ar g( I\/b).

2- Hydr oxyi sobut yryl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH 2

(Compound No. 453), (52)

3- Fur ancar bonyl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH 2

(Corrpound No. 454), (53)

t¥ar bonyl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH 2

(Conpound No. 455), (54)

4- | MTR7Z Bll&ar MamionPkbef(ﬁz a@r¥orhRig- MNegbfedmétition®H poblems, a

(Conmpound No. 459), (55)

6- Hydr oxyni cot i noyl - Phe- Azad y- Leu- Argtgl\ﬁ - Tr p- NH2
prwﬁp@gﬁ@fmbe pregent m\(@@))n 1s to prov1de a méthod and system that converts

6- Chl or oni coti noyl - Phe- Azad y- Leu- Arg( Me) - Tr p- NH2

(Conmpound No. 463), (57)

6- (Trifluoronethyl)nicotinoy]-Phe-Azad y-Leu-Arg(Me)-T

rp-NH 2 (Conpound No. 464), {58)

Di met hyl car banoyl - Phe- Azad y- Leu- Arg(Me)-Ti p-NH 2

(Conmpound No. 467), (59)

| - Azet i di necar bonyl - Phe- Azad y- Leu- Arg(Me)-Trp-NH 2

(Con'pound No 468) (60)

o = A o~ A . £ AR A\ ~l Al 1 o~
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No. 615), (178) des(l)-Ac-[D-Ala2, DT f

3, Thr5, Aza@ y7, Arg(Me)9, T f | 0] V510 ( Conpound No.
W®1®5/06363%9) des(l)-Ac-[D Leu2,D-T f PCT/KR2004/003401

35Thr5, Azad y7, Arg(Me) 9, T f 1 0] M510 ( Conmpound No.

617), ( 18Q des(l)-Ac-[DPhe2 5D Tf

3, Thr5, Aza@ y7, Arg(M)9, T f | QM 10 (Conpound o.

618), (181) des(l)-Ac-[DNal (1)2,D Trp3, Thr5

5Azad y7, Arg(Me) 9, Trpl 0] M510 ( Conpound No. 619), (182)
de@ppﬁ(xmjorm@nqr[;nmayqlgg and provide it to a recipient.

5D Trp3, Thr 5, Azad@ y7, Arg(Me) 9, Tr pl 0] M510 ( Conpound No.

620), ) ob ;

des( Aﬁﬁé Rbict 8T e Presel, 1BVeRLOE 1w o ERR o T SR one!

S10 (Conmpound No. 621) (184) des(l)-Ac-[D-Q u2, D-Trp3
kneWledse scead SETVine ¢¢ KR GITRH UGS 0T EDORFHETE ar\mlesem;nto voice

(185) des(l) Ac-[ D Tyr2

an(?{cg%?xd ;4&%@5?@%@%9&@44@9%{ CPIROHR Seienfost not need

5Azad 7 Ar (Me)9, Trpl 0] MS10 ( Conpound No. 624), (187)
to desk Ia)regis:tra[tibn'qﬂaaswer frequently.
; D-Al a3, Thr5, Azad y7, Arg(Me) 9, Tr pl 0] M510 ( Conpound No.

o et A otk e hand telmarsn © o

recxipsﬁtl@yaﬂ@l][ea-c'ﬁylrz D- Phe3, Thr5 Azad y7, Arg(Me) 9, Trpl
M5 10 (Conpound No. 627), ( 190)

deS( lgfﬂﬁ?“@%h -BXUL gt @;‘EQ 8%?1-{[%1?%@3% W udd MR ot 2P b part of

des(l) Ac-[ D-Tyr 2, D-Lys3, Thr5, Azad y7, Arg(Me) 9, Trpl O] M
trafdfis§iGo iy for Nendif@ 9the {ekalR) of @QWleﬁgAcsearch to the recipient’s
[D-Tyr2,D-A u3 , Thr5, Aza@ y7, Ar (I\/b)9 Trp 10] M5 10

cob SRR g s b5 Y T gt e
(Conpound No. 631), (194) des(l)- Ac [DTyr2 D Trp3

Thr 5, StdLfnotizea @byett Af glidvpieSers inyinfipivid fo cGovepothediesived answer
632) (195) des(l ) Ac-[ D Tyr 2, DTr p3

mtgsgtilbe g 6§Z t Aglg‘tME?‘?Wr %L]‘I}llgllgléaggﬂptg%%ai\%thout any

5D Tr p3 Thr 5, GI u6 Azad y7, Arg(Me) 9, Tr pl 0] M510
ad@diGonglalemde No. 634), (197) des(l)-Ac-[D-Tyr2,D-T f
3 Thr5, Pya(4) 6 5Azad y7, Arg(Me) 9, Trpl 0] M510 ( Conpound

o' Stgnottis? Bhiest of the preser daverigpindg s 4G Srarch,sqp s without
, Trpl 0] M510( Conmpound No. 636), (199)

Intéﬁﬁ:(,l )-Ac-[D Tyr2, D-Trp3, Thr5
5Phe(4F) 6, Azad y7, Arg(Me) 9, Tr pl 0] M510 ( Conpound No.
637 0),, des
Y~ A S FROETS g 96 thePrescnbByeEPR, I8 BEte ToiRjeRipgreceive
Trpl O M5 10 (Conpound No. 638), (201)

detiglsd lnfobatidn Thy véicd Rast fby3actbptmgAz aGllyct , dajls Doil aquefindSIifternet,
( Conpound No. 639) (202)

W}%g}saﬁr%gg?ger%%% ga e%%;ﬂilrr? %%% Xet up occursAr g(Me) 9, T

des(l)-Ac-[D-Tyr2,D-T f 3;

Thr 5, Azad y7, Val 8, Arg(Me) 9, Tr pl 0] M510 ( Conpound No.

642), (204) des(l)-Ac-[D Tyr2,D Trp3

5Thr5, Azad y7, Phe8, Arg(Me)9, T f | 0] M510 ( Conpound No.
al ~des(1)-Ac-[D Tyr2, D-Trp3

5Thr5, Azad y7, Ser 8, Arg(Me) 9, Trpl 0] V510 ( Conpound No.

644), (206) des(l)-Ac-[D-Tyr2,D-T f

35Thr 5, Azad y7, Har 9, Tr pl 0] M510 ( Conpound No. 645),

(207) des(l )-Ac-[DTyr2,DTf

3, Thr5, Aza@ y7, Har (M) 9, T f | Q Ms 10 (Conpound No.

646), (208) des(l)-Ac-[D Tyr2 5D Tf 3, Asp4,

ir5 Azad y7, Arg(Me)9, T f 10] M510 (Conpound No. 647),

(209) [GIyI DTyr2 DTf 35Thr5 AzaGI y7 Arg(l\/b)9 Tf

R A™NA N ~ PNA NN\
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Ac- D- Tyr - D- Tr p- Dap( Ac) - Ser - Phe- AzaQd y- Leu- Arg( Me) - Tr p-
NH 2 (Conpound No. 584),

WQ@\e00Bd688 D- Tr p- Dap( For) - Ser - Phe- Azad y- Leu- Ar BCTVER2001003401
-NH 2 (Conpound No. 585),
Ac- D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me)-Nal (2)-N
H 2 (Conpound No. 589),
Ac- D- Tyr-D-Tr p- Asn Thr - Phe- Azad y- Leu- Arg(l\/é) Thi -NH 2
(Conpound No. 59
Ac- D-Toypc Vﬁ@forﬁlﬁﬁﬂ'ﬂﬁfle‘blﬁ’@leﬂﬁsa@c‘gpfﬂl@& tar renespeqly ot Kipg present
(Conpound No. 591),

1n\ﬁﬁ|f1§i -%%re i oﬂfo’%d@ﬁ ¢ r%%%gc? ﬁ% (é:'%‘lﬁ}@%%{g hﬁb’rtﬂi@flm Vo&(ifbe-sent to
- Asn- Thr-Phe Azad y-Leu-On-Trp-NH 2 (Con'pound No.

a BeientAccamMymicaion feraginalTivia RheolkkehGall, IcemrprisigeTHs- Kigps of
2 (Conpound No. 600),

re @ﬁ%@;—o s, g’ ]1%0’9 c@g %JQI ant ARt G ttonld iGN o [Rodhation

Ac-D Tyr-D Tr p- Asn- Thr - Phe- Azad y- Leu- Ar g(synmvke2) - Tr p-
of NdnfniGcatipou tesimival, BOB) received from a recipient terminal, determining
For - D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Tr p- NH

u .
it BERSH el oftéHbondion 9 the pyent somiion pestrsn g 2 pollect
rp-NH 2 ( Corrpound No. 613)
caleeqligst-conprigingshe iﬂentlﬁbfﬁmafaryxaﬁau ofthg (ChymuRigating t@rminal to
( Con'pound No. 615),

a f%?b?ﬂﬂ li]p étAé}% -ewé’nt P(;}:%uéz q*ge\fwhg umﬁra&,(emcg rr@qtll\élglt 20f the

Ac- D- Leu- DTrp Asn-Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
coGnmpuation t&dmind IcHyresponding to the collect call request via the collect call
Ac- D- Phe- D Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2

swgt%,ng'%if;orfy%gl%éﬁ) ¢ nf\eélﬁ Lé@(ewgirﬂr vouﬁ'_fo be( nt to thg ﬁglplent’

621),
coaruichyivon Terpand.n- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
(Corrpound No. 623),

np%%/ﬁ? Altg é@sg e;r erspé:t):tg eofAéx %sen? mvenggrl}/e %here is gl#ov%ded a

Ac D Tyr - D Leu Asn Thi - - Phe- Azad y- Leu- Arg( Me) - Tr p- NH
syster GorrparivettinNoinford@dion Atte Poikcgrte DeRbmt-to a recipient’s communication
Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2 ( Conpound No.

627), . . . ..
terﬁ’d‘-l%“f?z - Bolectscalls SorRisBE R AT RGOSR R Jeoi g, event
(Conpound No. 629),
coditibh Tarid Ddéarifatien hinfdthextida aof yrebipienfs gédverudicptiddd 2rminal,
(Conpound No. 630),
deégtgn% X F?ﬁD- i EcNBAf eveTll’? corr Pgs%%ﬁzling g %ey e\lr'e%!fI céracg{icwr?,) an-clir(%nblerting
635), Ac- D- Tyr- D- Tr p- Asn- Thr - Phe(4F) - Azad y- Leu- Ar g( Me)
contéhP oNeveht (iePeide do 2. sémB fhe recipient’s communication terminal after
Ac- D Tyr-D-Pya(4) - Asn- Thr- Phe(4F) - Azad y- Leu- Arg(Me)-T
rp-NH 2 (
copgechpi vt SRR Pkl Bisr FBHRLIS atymyicatiry et by e ST the
(Compound No. 642)
1de@tyc£?1&ymf&mﬁhan% 4 lep N eafZH@cH - ety I8)colleqt- i to the
2 (Conpound No. 64 8),
Ac- G y-D-Ty r-DTrP Asn- Thr - Phe- AzaGIly Leu- Arg(Me) - Tr p-
reqipient’ g Wﬂtl% engypg on receiving a collect call request comprising the
D Tyr-D Tyr-D Tr p- Asn- Thr-Phe Azad y- Leu- Arg(Me) - Trp-N
H 2 (Conpound No. 650),
Ac- D- Tyr-D-Tyr- D Tr p- Asn- Thr - Phe- Aza@ y- Leu- Arg(Me) - Tr
p-NH 2" (Conpound No. 651), °
pd u- D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Tr p- NH
2 (Conpound No. 652),
Ac- D- Tyr- Pro- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
(Con'pound No 657)

s ~ - ~ O~ ~\ T ] T A o~ A . £ A A\ — a1
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group. The "Cl1-8 al kyl group” used includes, for

exanple, a linear Cl-8 al kyl group such as nethyl,
we@rdogloe26ps opyl , i sopropyl, butyl, isobutyl, sePCTERI04/003401

tert-butyl, pentyl, isopentyl, neopentyl, hexyl,

heptyl, octyl, etc., and a cyclic C3-8 al kyl group

such as cycl opropyl, cyclobutyl, cyclopentyl,

cycl ohexyl, etc. Cl-3 al kyl groups such as nethyl,

ethyl, etc. are rticularly preferred. The
idengifieationanfoymetien grpmﬁaébTEﬁrosHﬁﬁwallgﬁwp ang §@raimg the voice from

i ncl udes, for exanple, carbanoyl, a nono-Cl-6

I @@kmﬁ *@y@
Smébﬁ?‘%g% anox%n%;RHm)§&§&8?:C1 6 gﬁk %h%%bl group

(e.qg., dinethylcarbanoyl, dlethylcarbann I
et hyHeneinaftex athea preférrede tegnbodimaeto b - ther p@isem;smyqntlon will be
aryl car banmoyl group (e.qg., phenylcarbannyl
acsBEPRMAEBRIBANL urrfBPL b B AIN i le wlersand te
group containing 1 to 4 hetero atons of 1 or 2 species
preseritenvention eamdyni t r ogen, sul fur and oxygen atons in
addition to carbon atons (e.g., 2-pyridylcarbanoyl,
3- pyridyl car banmoyl, 4-pyridyl car banoyl,
2-t hi enyl carbanoyl, 3-thienyl carbanoyl, etc.) and the
like. The "optionally substituted hydroxyl group"” used
Embwlimgsts, for exanpl e, hydroxy group, an optionally
substituted Cl1- 6 alkoxy group, an optionally
subst uted CB t .
SubstiiParial “cigall i B gL Bl BB BIRLTH according 1o the
"optionally substltuted Cl- 6 al koxy group,
presaptinndibh yTlsuddlect aalleystOd-usingdF V5 oayveyts dnlﬁohnaticdl being desired
"optionally substituted C7-16 aral kyl oxy group" used

are those of the "qpti te .
by  Gispreat-ft »biek o "ebBCR bl dTehly baRg il ipinal. The
and "optionally substituted C7-16 aral kyl oxy group" in
corﬁttﬁ&idatim@tdrm@tab subséribmfﬁngﬂdmd of teleoatumicatios servives] .afilean be
aronatic cyclic group” in "optionally substituted

f
oo TR LSy, W T e OB Rpions s of

group, an aromatic fused cyclic group, an aromatic
cothifimitatien erminald suchgs prepaideVaP tdinenslar AR teeminal can be applied
hydrocarbon group” used includes, for exanple, a C6-14

o BRI s DALY BSRHIGRY il

heterocycllc group” used includes, for exanple, a 5-
phre dslexamipides; bt it iy adteinrhisd - limdt the seapetudrtke presertdnvention to
preferably 5- or 6-nmenbered aromatic heterocyclic

talnt 4 .het er,0 at ons o, 2 .species
thed Rlsctt ForBE o Sy e e g B e or Sireless
addition to carbon atons Speci fic exanpl es are
netiwdire BN bé @allkd, <vdict Rewvoyk’ as3-deheddnekh, furyl (e.g.,
2-furyl, 3- furyl) pyridyl (e.g., 2-pyridyl,

AT EICEAET e Rl A T —

4-oxazolyl), pyrazinyl, pyrimdinyl (e.g.,
inté vBME&bE 'trﬁﬁimlttéd %ﬂlam&ée’%ﬂl)belﬂyidcﬁésﬁéd {oeth@recipient is a collect

1-pyrrolyl, pyrronI pyrronI) |n1dazolyl (e. g ,
1-im dazoly -im dazol 4 i m daz yrazoly
calf.eThe voige ,gglll ﬁtgp \jp they c@%cgf@ }mtc]a g r ;,IP yetwork m the first

pyridazinyl (e.g., 3- pyrlda2|nyl 4- pyri dazinyl),

i sot hi azol yl (e.g., 3-isothiazo|y|), i sooxazol yl

(e.g., 3-isooxazolyl), etc. The "aromatic fused cyclic
group” used includes a C8-14 aromatic fused cyclic
group such as naphthyl (e.g., 1-naphthyl, 2-naphthyl),
anthryl (e.g., 2-anthryl, 9-anthryl) and the |ike. The
"aromati c fused heterocyclic group” used includes, for
exanple, a 5- to 14-nmenberd (preferably 5- to
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I sopr opoxyam no), fornylam no, an optionally
substituted Cl-6 al kyl carbonylamnno (e.g.,
w@e®spbzmas no, propi onyl am no, pival oyl am no, ePCI/KR2@n/003401
optionally substituted C3-8 cycl oal kyl car bonyl am no
(e.g., cyclopropyl carbonyl am no,
cycl opentyl car bonyl am no, cycl ohexyl carbonyl am no,
etc.), an optionally substituted C6-14
aryl -carbonyl am no (e.g., benzoyl am no,
entbagdinend P niveise network, inghe giseonsh ampgdignens t Int the lirstand second
al koxy- carbonyl am no (e.g., nethoxycarbonyl am no,
r . r :
o BEIES ORI foul GPOESRIRASELRR b, g el P
Cl-6 al kyl sul fonylam no (e.g., nethylsulfonylam no,
PDA hsellalsir frhope. aeich sonngcted) to BhnefytarknBit, yit é3iipet limiteddo the IP
C6- 14 aryl sul fonylam no (e.g., phenyl sul fonyl am no,

- . - - y ‘
gAY i SHE o RBY L. Fh BRI AT Pk ST Ban e semt 0 0
Cl-6 al kyl carbonyl (e.g., acetyl, propionyl, pivaloyl,
TTS-onllest call ssprdardiyatM$ sobedd byua edic€nedvork. But, for the convenience
cycl oal kyl carbonyl (e.g., cycl opropyl carbonyl,
cl. I 0 r le, . . .
PR bl SRR ela SRR, RO forimputting apd sending the
substituted C6-14 aryl -carbonyl (e.g., benzoyl,
evdntrapdition yi]l B2- desptibhddoasl the P derminalnindhisispecifitation. Additionally,
substituted C7-16 aral kyl carbonyl (e.g., phenyl acetyl,
3-phenvyl propi o etc... n, opt i.onal | ti tut - .
théi Sg%l?%ngaélr &®%he eer(lg?:si}%)l"li 1<’(izll glgr 66(% IIJl c%%ftg\i? %ierlé;b%fl %?%n% Details
hetero atonms of 1 or 2 species selected fromnitrogen,
comepbnding nal thexeygeincontivion that iaohgit byomoite wilhbb eent &b trescollect call
(e.g., nicotinoyl, isonicotinoyl, thenoyl, furoyl,

| iolinocarbonyl ,thj r phol i nocar bonyl ,
s B B2 8158 Bten o WP RRBAY "o S vl Lar bony!
etc.), an optionally esterified carboxyl, an
opt i ddesctiinguthst fisstiembodimidna vyl refening, taf1Gpt] dreakcdNect call
substituted Cl1-6 al kyl sul fonyl (e.g., methylsulfonyl,

t hyl sul yl, etc.), an optionall. Stihut Cl-6 ..
sySPRtE FRRy ot b reBPRGPL I it 04851 obbs Py ¥ Reipients
etc.), an optionally substituted C6-14 aryl sul f onyl
cofm@uicatiph il 11 0,mnl ansdereslp kbimyrhsiidation yérminal 120, a TTS-collect
2- napht hyl sul fonyl, etc.), an optionally substituted

3%kt 0 80 B ST oy e i Vo
optionally substituted Cl-6 al kyl carbonyl oxy (e.g.,

coB&R calk the poliyet oaly by3iem usihg T[S can fophéravadprige a calling gateway at
substituted C6-14 aryl-carbonyl oxy (e.g., benzoyl oxy,

oSSR SV bo A e BREBIF AN B btk e,
et hoxycar bonyl oxy, propoxycarbonyl oxy,

a dOUeE AN TBRN ¥ervuy ThetKT-colkat e4lt saned 200asthesdallingt gflevday, and
nmono- C1- 6 al kyl car banoyl oxy (e.g., nethyl carbanoyl oxy,

et hyl car banoyl oxy, etc.),. an optionally substituted.
theygal -getemam%%&%lsﬁs@ r%%fh(oghfa throyglnihel i) ReLr o HpPRipe VoIP
di et hyl car banoyl oxy, etc.), an optionally substituted
staRdAaNaRd it clifecl 4aiiswiteR Apa By lreotiehs Gommunication terminal are
phenyl car banoyl oxy, napht hyl car banoyl oxy, etc.), an
optionally substituted heterocyclic group, sulfo, .,
comngciesiig pach athexrthrongh fhe PEINmabaled metwprk Alsp i tagm “gateway
or nore (e.qg., 2 or 3) of these substituents conbi ned,
and the like (Substituent group A). The nunber of the
substituents is not particugﬁrly limted but these
rings may have 1 to 5, preferably 1 to 3 substituents
i n substitutable positions, and when there are two or
nore substituents, each substituent may be the sanme or
different. The "optionally esterified carboxyl used in
the Substituent group A includes, for exanple, an

. R ~A ”~ s
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3, 4-di fluorobenzyl, 3, 4-dichlorobenzyl,
pent af | uor obenzyl , 4-hydroxybenzyl, 4-nethoxybenzyl,
wa2a05i06d680r onet hyl benzyl , 4-am nobenzyl, 4-ni t PODER2004/003401
4- cyanobenzyl, phenethyl, etc.; (2) "a Cl-4 al kyl
group having an optionally substituted 5- to
14- menbered aronmati c heterocyclic group consisting of
1 to 7 carbon atonms and hetero atons sel ected fronithe
oup consisting of nitrogen, aoxygen and sul fur atons"
81@Cme@§t mvgyta@rumeﬁ@q h);qode SOpRECt nag,%\m rent networks, and will be
4-pyridyl met hyl, 2-thienyl nethyl, 3- thienylnethyl
Vi CorAbdphlitg AP EhEM
usegjbt‘tbimoe g&ﬁ %ég%{?ﬁ%goc&%ﬁﬁaar ognatn?l%: f ustgd f:}_f/)c ['ic Phus, it is
group, " such as_1-napht hyl met hyl, 2-naphthyl net hyl ,
appateidto thoge whpIsilled (i the'ast that the Zaieyiay gaw bp réplaGedgviinequivalent
optionally substituted 5- to 14-nenbered aromatic
ent§SHLAMHET OEHChLG O AR CBBSHS bl difelthy Sah@arkln6A" A3, The
oms. ang hetero atons se ted f ronit e group
consi sting of nitrogen, oxygen and sul fur atons" such
calling Batewdy camextislyih vatiobsofomps. Heojallgdatewayysan be embedded in the
3-benzo[ b] t hi enyl met hyl, 2-quinolylnmethyl, etc.; (5)
TTS-co(Hect cﬁ! K¥hve grw ﬁaé RIm®3¢ %mdlﬁdwﬁfébﬁ}ddb L& can be
on-aronmati c cyc rocar bon group having car
atons not greater than 7" such as cyclohexylnethyl,
embydied pean yihdapehddnt devidawotplyd eViel netmtork.; Theogollegt Gill request
aIkyI group having an optionally substituted
gerhe(g:% Ied lbgr{?t 41"11‘” %g)i]lg oc%%iﬁslg L gbgd‘l@o gl ny? %llﬁhgﬂﬁier, which
tetrahydrofurfuryl tetrahydrofuran 2-yl
is teebgrah;d:iaa)qnyoﬁfwt&amby tha dalling- Sdepvay et caltedpgaedvearyabhd a phone
cyclohexylnethyl benzyl 4-f 1 uor obenzyl ,

4-h X h . y I
i RSP o BHER AR b BEC LB S PREEN ca i
2-naphthy|nethy| 3- |ndolenethyl, 2-t hi enyl net hyl ,
comprise mmeissninf(mmtieﬁ of abdajled lzeterply , so4hdt] the cellimgzgateway can send
cyclohexylnethyl etc. Q2 represents (1) CH2, which

I I ubs t it h_an- . qpt a .
o BHEPP B Tt S A" R B st using
sel ected fromthe group consisting of carbanoyl group
TTSndclglel Dxatbkegpeaufor RAS anhentivhiichambygatewsy essadrnyenber a collect
substituted with an optionally substituted C al kyl

Wit h stityent seIe [ .
calf D tiry B Rt TPusS e uflen ERkE o Bffmagion of he
(3) O Exanples of the "Cl-4 al kyl group used are
calieztt daydwayadripatekeppenfopllect icsld proxyyserveh (el called gltertvyry is coupled to
sec-butyl, tert-butyl, etc. Preferably, @ is CH2,

e b B S g Ve Rl AoV S5ET Py coe

-NHCO-, -CH2O, -CH2S-, -COO, -CSO, -CHCH2-, or
caugk&@&i, whi ch may optibnally be substituted mith a
Cl-6 al kyl group. Exanples of the "Cl-6 aIkyI gr oup”

used .are hyl , ethyI p Lsoprapyl , buty o
sobutly, led” atepiey” ispBlep by voldgerta bitugHbt recipient’

neopentyl, hexyl;, etc Preferably, Y is a group

oﬁlﬁﬁﬁlﬁﬁﬁﬂﬁ Qekrrlaalf AHdbeaT TS GOk caH GSNr 200NH$Qstablishing H.323
-CH2O-, -COO or -CsO (nDre preferably, the

rou r resente by formula: - NHCO-
cogpatiges p INEI- ipg Salenay IRSRASIYE JEN0 i ﬁ?ﬁet gl gequest from the

preferably O or S; wherein, when Z represents hydrogen

atom a structure of the nDiety represented by >C= Z9

i ndicates a structure of > . Pand P, which my be

the sane or different, each y forma ring by

conbining P and P or P and QL together and

represents: (1) hydrogen atom (2) an optional am no

acid residue continuously or discontinuously bound

fronithe C terninus of the 1 48 anino acid sequence in

e B — 1~
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substituted wth a substituent containing a cyclic

group, includes, for exanple, (i) carbanmoyl, (ii) a
worews6wss di - CL- 15 al kyl car banmoyl group (e. g.,PCT/KR2004/003401

nmet hyl car banoyl , et hyl carbanoyl, (iii) a nono- or

di - C3-8 cycl oal kyl - car banmoyl (e.g.,

cycl opropyl car banoyl, cycl opentyl car banoyl

cycl ohexyl car bamoyl, etc.), (iv) a nonoor di-C3-8

cl oal kyl - C al kyl - car banoyl

TIS) !

eqlispy 9@&’ iservehyP e r dagrolae | callgad g%teway notifies a collect call to the
cycl opent yl net hyl car banoyl ,

oo 131 SURILAMACBORBTRA o Bl ord ARG e,
.a mono- or_di-GC6-14 aral kyl -carbanoyl (e.g
benzyncthe tfam;mboqmemfe@fhmecmpmh@menh@m,csu}ce thgjyse pf the VoIP
nmono- or di-5- to 7-nenbered nonocyclic heterocyclic

neGRIR AT ¢ Qr%%ﬁ“c?ﬂpn@e Tusk % ﬁPg?Neflfﬂf %E%nodcoll%ctofzal? switch and
species se rom nitrogen, ur and oxygen
atons in addition to carbon atons (e.

recipipytiy dommuaichtomjdrminl tifioplh ckreged; agasy linformation of the called
pi peri di n- 3- ylcarbanDyI etc.), (vii) a nmono- or di

galtteI k%l car bgrm%n a&!r{flt lﬁg %%hfrtﬁgy g{V g?togné{ glrr%IPo?ySier%r In the

2 species selected fromnitrogen, sulfur and oxygen
comtentienal iV B dysteronif rocess irfomaiionrs calding/called gateway were opened,
3- pyridylnethylcarbanoyl

un%utfxgl zrﬁéi?c%ag %ory i)!e.]:%/ kﬁ?gg&gt}‘y mgl;t/lfently In 0>rder pre\sent unauthorized

nonoor di - 5- to 14- nenbered containing 1 to 4 hetero
caldd, mlliEScmeeﬂIicmal Yol eystas nsmlages antessrinformatiogethe sitdkeeper and
and oxygen atons in addition to 3 to 11 carbon atons
ref erab to 1 ) Cy.C
BT okt 08 s e KofR TP TG nPLAE Wk aftoady P ddi€ivay for
4-1i ndol ecar banoyl , 5-i ndol ecar banoyl ,
othizr Yolh sysyémsatatmmwgsls dirsetiyutontbe yhlrhe:lrgmrwrwl of the¢ prepent (ivention by
a mono- or di-5- to 14 menbered (preferably, 5- to

or _fricC .
ust S ARBR e &*Of“le i G pEGHARREET, ForP pytep inctudes
hetero atons of 1 or 2 species selected fron1nitrogen,
gaiekitdper onadoliecy gahpaixg servien farddartagng flaraBedlled lghtevanyb dovated at
atons (e.g., benzim dazol e-2- ylnethylcarbanoyl

eaéa: | ndo'cgas %1&35’1{ E}X ¢ bar%?%{ke’(:ger or’ t.)ne cgﬁgct cal? proxy server can be

1-pyrroI|d|nyIcarbonyI 1- plperldlnylcarbonyl,
ahbexﬁﬂmﬂdmdeaﬁﬂkdhh@ﬁﬁrbonyl, etc.), (xi) a Cl-15
acyl carbanmoyl (the Cl-15 acyl herein has the sane

"t Tnlies Bl syl adt inmeenel Yot Eidhe b Breway and is
substltuted with a substituent containing a cyclic

co@pledipto) the( tédipient’ Cleohmaikaticamiteradad] bab®yia (Thee véite Lietwork.
al kyl herein has the sane significance as for the

e otierJeh 0L gesbint fpwcinicahed e Al G switch

containing a cyclic group"), (xiii) a C6-14

210'e¥laBREHe FTRRMAN] td tHeecdlled lhtedvay! ar@l D6 Redipiet’® cB@$nunication
the sane significance as for the 11C6-14 aryl group,

whi ch may optlonally be substitute th a substitu
tergynal dil Bi t5epestyRlyy adgoaneets eacgtlﬂhj‘ nﬁpé{b’ efelpiRa voice caﬁ between
2- (i ndol -3-yl)ethyl carbanoyl, etc. (5) The carboxyl
group used, which nmay optionally be substituted with a
substituent containing a cygiic group, includes, for
exanple, (i) a Cl-15 al kyl oxycarbonyl (the Cl-15 al kyl
herein has the sanme significance as for the "Cl-15
al kyl group" in the "C -15 al kyl group, which may
optionally be substituted mﬁth a substituent
contalnlng a cycllc group, e.g.,

N a o o T T 1
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2- napht hyl met hyl , 3-i ndol enet hyl , hydroxynet hyl ,
cycl ohexyl net hyl, sec-butyl, 1-hydroxyethyl, nethyl,
wWOoreaohps2638 sobut yl , 4-am nobutyl, 3-carboxypr opRCT/K&2@4/003401
nore preferably, 4-pyridylnmethyl, 3-indol enethyl,
sec-butyl, etc. Preferably,  is hydrogen atom
nmet hyl , ethyl, hydroxynethyl, 1-hydroxyethyl,
car banoyl net hyl , 2-car banoyl et hyl , * ur ei donet hyl ,
acet am donet hyl , fornanldenethyl
thardd Sydodaetheatogarviest 300r and the wegiPIeRY b spmyumicatign tergtigal 110, on
nore preferably, carbanoyl nethyl, ureidonethyl, etc.
redgf\ﬂﬁé %a&JPé t (%paéc% ﬁmfé/ ALRMRERE Iwnt’% do%ﬁ‘ﬁﬁ{ﬁgeﬁfoﬁyﬂenninal 110.
ﬁ oxyeP 3- guanld nopropyl, etc., nore
preferably, 3- |ndolenethyl etc. Preferably, Qllis
Ansaififhervgicersalhyd set ap between fleg resipjent@rpninunieatiop/terminal 110 and
car banoyl nethyl, etc., nore preferably,
T]@E&E@PX&P&W@ Et Cb1 mrgfré};)eag *ﬂs\%ﬂ?@&{ Iﬁ%ﬂe{:@%{féj{%&bodlmm
group represente
-C(J14) N(J13) - or -N(J13 )CO (J13 and J14 each
of itheppresaan irsvehtion, gy srprafemableoto prodicezory kiyd uggradfRYIN Mok between
the C1- al kyl group represented by J13 and J14, there
' |
thq ST 21938 he (AN s Al BRBYRM ermbdPL g et for
a group represented by forrmula: -CONH or -CH NH,
coli¢at .caNR and thgr edte fabtolleat galbup armpltipdienticadoby vnir chzirg, that is
-CONH- or -CH2NH-, etc. Y3 is preferably a group

prer Riaed S{c%ort%ién%o ﬁlﬁe(sglgn Cf)%'é" I'S(?S e%t 5 d%ﬁn@ggca h&éﬂljl@l and

and CB, J10 and Q10, J1 1 and O , 'and J12 and Q12 nay
totbletime rifical.dB ity getidvesr billing froethods ¢a'nnlgp mhde ttvosdiag ¢g tifegpolicy of
exanpl e, cycl opentane, cycl ohexane, piperidine, etc.

b A I 1 sy

10), C(J1 1XQl 1) or C(J12)(QL2) . Z1 and R1, J2 and

in fﬁése ddkes bk fget Y2 bl Qonlyyithe HSA NInk b&wenal ﬂ@?qoll‘dﬁ catidwitch
@B, Y3 and Q, J2 and QLO, Y3 and Ql1, and J2 and Q12

21&:& fyer abJ "] 2 and a IY %e.%n a%?i&ln %sga%gﬁl%gﬁglce\?gll between

and QL 1 and J2 and CﬁZ) may be conbi ned together to
thd DTS a@llectngpll stktezr208h iaué itye rdcipdent! sneprivanniestioraterininal 110, the
optionally substituted, or annealed. In the case where

1l and Rl J2 and J2 and .O7, J2 and or J2 .
colfc Sl 14 e BRI AT S S s RHGeR e ATae pREntifyention o
exanpl e, azetidine, pyrrolidine, piperidine or
diffdrbtaohdstb e twerks@SMdtndtywork] I ElnetRiork )] Paficd By ly (e, collect call
J2- C(J7)(CV) J2-C(J10) (Q 10) or J2-C(J12)(Q 12).

Al ternativ f or ned be o I
LAY BT, eI PO E AR S Y TPt O8 SpEPEiash Pyl request o
azetidine, pyrrolidine, 4- hydroxypyrrolldlne

colédp @ail diebRorketatid VoIPtieeverks e whibsatiMicsaidditiQhal %2vied @roviding
@b, Y3 and @B, Y2 and B, Y3 and @, or Y3 and QL1 may

prdk;:;?sf r;lb!ﬁge itogajlfe <t tpt?cs%&@%ﬁ%ddaﬂgr gg}? an@:A?S’ZM(Operation,

t hi azol i di ne-4-carbonyl is formed by Y1C(J4XCA)

Ad¥s8asé® ) Mantdeind B\ PRocess oL dforbilg biVidde stARs forGdach network
Y3C(J11X(’Jll) Al t():ﬁaatlvelg%, t he gr| nggf ormed may be
optionally substltuted or annealed. - Preferred

ang galhprapagement-ne group represented by fornul a:
J1-J2-C(J3) (@) Y1C(J4) (A4) Y2C(J5) (QB) Y3C(J6) (QB) (=Z
10) - include: Tyr Asn Trp Asn-, Tyr Asn Trp D-Asn-,
Tyr Asn D-Trp Asn-, Tyr /—\% Trp Asn-, D-Tyr Asn Trp
Asn-, Tyr Lys Trp Asn-, p Trp Asn-, Tyr Tyr Trp
Asn-, Tyr Leu Trp Asn-, Tyr Asn Ala Asn-, Tyr Asn Leu
Asn-, Tyr Asn Ser Asn-, Tyr Asn Asp Asn-, Tyr Asn Lys
Asn-, Ala Asn Tip Asn-, Leu Asn Tip Asn-, Ser Asn Tip
Asn- Asp Asn Trp Asn-, Lys Asn Trp Asn-, Tyr Asn
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3- Phenyl propi onyl Asn-, 3- Phenyl propi onyl Ala-, Benzoyl

Asn-, Ac Asn-, Cycl opropanecarbonyl Asn-, 2-Naphthoyl
wasws/06megl the |ike. Preferred exanpl es of thePQI/ERR004/003401

represented by fornula: J include: hydrogen atom

@QuAnb-, 3-(3 -Indolyl)propionyl-,

3-(3-Pyridyl)propionyl-, Benzoyl-, I|ndole-3-carbonyl -

| ndol e- 3-acetyl -, Ac-, Hexanoyl , Z-, Tos-,

3- Phenyl ¥r opi onyl -, 2-(Indol-3-yl)et hyI car banDyI

Benzylhe ’pﬁ@ﬁgeﬁyqall sezuep)ZPPQj 19a%els (A9 yipanages the event conditions

4- Pyri di necar bonyl -, Propi onyI | sobut yryl -

sel?/ fl}gﬂﬂ %ﬁ%r}géﬁ{eﬁggyﬁ 't%rﬁy ?&I EO(%OIbn oIyOOc and converts an event

6- Met hyl ni coti noyl -, Pyr azr necar bonyl -
co@yspooding p tnebar &eemy | conditianf infor yeicet o .be sent to the rec1p1ent’
(R) - 3- hydr oxy- 2- net hyl propi onyl -, 2- Hydr oxyi sobut yryl -
L& :
CO%“FM%Q%F‘%%@ 1 {)Xt;erng cﬁﬂ/dg? %rg{/sﬁ?%%klen% crl)llect call when an answer
6- Chl oroni coti noyI -, 6-(Trifluoronethyl)nicotinoyl -
foDjuestidryisaagist@rmsly The TT-SAmdlettdialeserreb eaga provides a web page for the
2- Azet i di necar bonyl -, 4- Ani nobenzoyl

reclggllArg t%g;nﬁltxth% ggsr‘uégyalrd a %Sé) 'ng %r % ¥ r the re01plent to select a

Pyri dazi ne- 4- car bonyl , and the I [ ke The rret astin
voite ahswadri and o {rput his fhoee membat Infomeationassocised tol thy voice answer
the present inventi on wherein V represents the group

is i,‘t el§ %g:?%g t géﬁlcrgat gs% gfn(lwp &L \(/zet}é}r(l:eh a Qéglst(:)rfltlcbnacs)f 8%nswer to

P hed a e) dare
npound di sclosed in the specification filed as
thd:’(ﬁi'e/sﬁaﬁ)ﬁ ibaitGedWwidieaahe hevaras asdisteredeThe dtliSvadle¢tl dall, server
wher ei n V represents the group represented by

ere a has the cance
2008 e ISR AL 7GR R0 Folip ke SBeshVE! MicCARGRr imto
formul a: (wherein each synbol has the sane
voitegaitel tanasttas tod tei leeipicab s \comnamdcation ebrmtiaalpthungd. the reollect
the netastin derivatives (111), all conpounds that the

ﬁgﬁ éﬁ \rl\gecgi{eg{gtgarecgr Gf%/ E‘t?g(tféal&l %D'ﬁggfzﬂléar K. gsterv%r §ObX can be

corrpounds shown by Conpound Nunbers bel ow ( TABLES 1
imbl&fr&h@aﬁ at bringroepbidedrto ady kidB @ server or as an independent server.
: Tyr-Asn-Tr p- Asn- Ser-Phe Gly Leu-Arg-Plie-NH2 1 2 3 4

-?-y? [ %c%})%lg Ago rr%anﬁ rg}er{r v{?% 4 g% %Efm b the collect call

Compound No. 18: [Tyr(l\/le) 10] M510 Tyr - Asn- Tf
systéa Rrsing T e dokding @ thrpyestnt ipMnttontton{peixpo ietelNer’s 1P terminal
[ Phe( 2F) 10] M510
10&; n.F}Aﬁﬂ,dTl,@ Aszag %Fr Ph’]% Ngg lﬁ%ycatlog F:Q'I%gnal) lll\ll)_| an answerer s
Tyr - Asn- Tr p- Asn- Tyr - Phe- @ y- Leu- Ar g- Phe- NH 2 Conpound
coNghuniétioh t@ihdV820, a TTS-collect call server 200b, a collect call switch 210,
Tyr Asn- Tr p- Asn Leu- Phe-d y- Leu- Arg- Phe-NH 2 Conpound
30: Acety 10 . .
ans&e&T;hZz@yrndA&qa j%rst]@rzr/sé)rrl-peér 2 prpaggrpent servar g3 rfbe diffesence from
Compound No. 31: Fnoc- M510
thd™ RS -ehWodAfi &t Tik RhASTRe S8hte ARew&3nY tHe€sb1RED cdlh @whtkh And the TTS-
Compound No. 38: [D Ser5]Ms 10
Tyr - Asn- Tr p- Asn- D- Ser - Phe- 3 y- Leu- Ar g- Phe- NH 2
co]@gtrp:gu FeTVIH 208Y-is [vgtc,gsmtjvwgl eremafter the collect call system of the
Tyr - Asn- Tr p- D- Asn- Ser - Phe- @ y- Leu- Ar g- Phe- NH 2
Compound No. 40: [D Trp3] M510
Tyr - Asn- D- Tr p- Asn- Ser - Phe- GY Leu Ar g- Phe- NH 2
Conpound No. 4 1: [DAsn2]
Tyr - D- Asn- Tr p- Asn- Ser - Phe-Qd y- Leu- Ar g- Phe-NH 2
Compound No. 42: [D Tyrl] Ms10
D- Tyr- Asn- Tr p- Asn- Ser - Phe- d y- Leu- Ar g- Phe- NH 2
Compound No. 44: [Lys9] M510

" -~ AN WIN 7~
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Compound No. 181: [D-Tyrl, Cha3, 6, Arg(M)9] M5 10

D- Tyr - Asn- Cha- Asn- Ser - Cha- 3 y- Leu- Arg(Me) - Phe-NH 2 -
w@ospoersaiNo. 182: [ D- Tyrl, Cha3, 6, Arg( Me) 9, Tr pl BIIVER004/003401

D- Tyr - Asn- Cha- Asn- Ser- Cha-d y- Leu- Arg(Me) - Trp-NH 2

Conmpound No. 183: [ Phe(4NH2)9] M510

Tyr - Asn- Tr p- Asn- Ser - Phe- d y- Leu- Phe(4NH 2) - Phe- NH 2

CompoundNo. 184: [ Phe(4-Guani di no) 9] V510

Tyr - Asn- Tr p- Asn- Ser - Phe- d y- Leu- Phe( 4- Guani di no) - Phe- N
se¢ong emtyggiggm; Wl ba galled g)ap(P@I@ golgetsall gystem to be distinguished

Tyr - Asn- Tr p- Asn- Ser - Phe- d y- Leu- Dap(Ghd y) - Phe- NH 2

(For) 10] Ms10

fr yr- mﬂ??ﬁlleﬁﬁllésﬁ he G y-Leu-Arg-Trp(For)-NH 2

Conpound No. 187: LAbuS] M510

Tyr - ABre- TTB-colect Sell -sphwer @0b s¢gisteys qnpPhpangges the event conditions

CompoundNo. 189: [Al a(3-Bzt)10] M510

TV - Trp-. & - -y u- - 3-Bat )=
s ot R esEciRe ST IR IA W I e s s evene
D- Tyr - Asn- Cha- Asn- Ser - Phe- Azad y- Leu- Arg( Me) - Phe- NH
cofGpopdingdtoNche 1&&nt [ donditicn, Bep 3ydiza oy beAsetMe) Ihé/Bkoipient’s
DTyr Asn- Ser - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe- NH 2

yrca n Q%mrgaiﬁzl"he[se re%ﬁ!)ncg (% E %kr laEf(}H.eﬁh(é%H[\ﬁh?] an answer

Corrpound No. 193: [D Tyr 1, Arg(n Pr)9] M5 10
folhe yjnestion 1 ragistarad. SHre- Pﬁ‘é—cﬂle;ot calliseiwey(200Brprelies AiteR page for
Con'pound No 194 [D-Tyr |,Arg(Ac)9] M5 10

ﬁ%)b%Agon %.ﬂuei 4 é% %ﬁ(}% Ar 11 forl}ﬁe re<:1plent to select

Tyr - Asn- Trp Asn- Ser - Phe- d y- Leu- Arg- Phe(3F)-NH 2
a o answeer Mad thOiRpul Hlselélﬁ),né Ritindlef . Maf@mation associated to the voice
Tyr Asn- Trp-Asn Ser - Phe- -Leu Ar g- Phe(3 4F 2) - NH2

Ph
anSIRSeAR o oA Iabasks ol A Y St s, o seisgatignsf answer
Compound No. 200: [ Phe(SCFS) 10] M5 10
to Ther questionlispadistor&k Infdnaatidny assaciatdd go MleetaéFaveNistored in an
Compound No. 201: [Al a(2-Qui)10] M510

ad%ﬂgﬁﬁtﬂ;ﬂ% a%géts[?nra [S%Q%Wny aLeugr%B%enggér%g) Elle question is

D Tyr - Asn- Tr p- Asn- Ser - Cha- 3@ y- Leu- Arg(Me) - Phe- NH 2

mdzdiopsal Mhehlanswérds r¢distdigd, TheAl' BS-colecy CAIR 331/ &00b makes a collect
D- Tyr - Asn- Tr p- Asn- Ser - Phe- Al a- Leu Arg(Me) - Phe-NH 2

cal S 5 g imtss, oy s o o tpnomited o

Compound No. 206: [D-Tyrl ,11e3, Arg(M)9] M5 10

thdreCipient’s tohlmeurAcdiionetertingt ﬁrmglheﬂhe AbEdYRRH RngtchHf Zhe recipient
Con'pound No. 207: [D Tyr | Ser 4 Arg(Me) 9] Ms 10

ac«apﬁ% g]}\bﬁl)ezglgfs F(%iefg I,ca‘l %}@E %%@éé\ﬁ?ﬂ%d as being

D- Tyr - Asn- Tr p- Thr - Ser - Phe- Gly Leu Arg(Me) - Phe-NH 2

cofabiieauidd alp. kin® %f bévdy lor | asCan4indépniént Obdvberl Gind can be-‘also
D Tyr-Asn- Tr p- @ n- Ser - Phe- 3@ y- Leu- Arg(Me) - Phe- NH 2

u Tyr Al a4, Arg(Me) 9] M5 10
lmBleWPteH%H%a&SﬂF’ﬁfﬁgP %‘H%nf’é; y- Leu- Ar g( M) - Phe- NH
2Conmpound No. 211: [D-Tyrl, Thr5, Arg(Me) 9] M510
D- Tyrvhei ofé FW &hfor I st@uy hQ}dméHcﬁh( B%Ekheofb%lﬂiﬁt%nd another
Compound No. g[DTy Arg(I\/E) V510
D- Tyr - Asn- Trp-Asn Al a- Phe GI -Leu Arg(Me) - Phe- NH 2
We@d??ﬁé deroregisteripgn answey py axraansvv%eg areeyeppmtsdofrom each other, the
D Tyr - Asn- Tr p- Asn- Ser - Phe- 3 y- Val - Arg(Me) - Phe- NH 2
Compound No. 214: [D-Tyrl,d n2, Arg( Me) 9] V510
D- Tyr- @ n- Tr p- Asn- Ser - Phe- GI¥ Leu- Arg(Me) - Phe-NH 2
Conpound No. 215: [D-Tyrl, 2, Arg( Me) 9] M510
D Tyr-Thr-Tr p- Asn- Ser - Phe-Qd y- Leu-Arg(I\/b)-Phe- NH 2
Compound No. 216: des(!l)-[ D Asn2, Arg( M) 9] M510
D- Asn- Tr p- Asn- Ser - Phe- d y- Leu- Arg( Me) - Phe- NH 2
Compound No. 217: des(l)-[D Tyr2, Arg(Me) 9] M510

~~
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Conpound No. 316: [D-Tyrl, D Asn2
Thr 3, Azad y7, Arg(Me) 9, Phe(4F) 10] M510

W@200$106263%As n- Thr - Asn- Ser - Phe- Azad y- Leu- Ar g( Ve PR&EODE)N03401
-NH 2 Conpound No. 317: [D Tyrl , D Asn2, Pya(4)3,
Azad y7, Arg(Me)9, Phe(4F) 10] M5 10
D Tyr-D Asn- Pya(4) - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe(
4F)-NH 2 Conpound No. 318: [D Tyrl
5Azad y7, Arg(Me) 9, Phe(4F)|. O M510 D- Tyr - Asn- Tr p-

manegen@mt SENer 23 amages more thag @%webrb@ewﬁ)fomg@e@@&weﬁwn and
No. 319: [6Y7, NHCO D Tyrl, Arg(Me) 9] M510

foxgr'(am%@w?}{ %gﬁ%fac?@égsﬁhﬁ to IHII—T %rede‘t&::{)mnl.[rjlgcliJ answer. Insg%dltlon to the
des(l-3)-3-(3-Pyridyl)propion I-[AzaGI y7 Ar g( Me) 9] M510

quéstip8 foyvardink,) the opinagaphentservee?30Rtan- fpthe spmpsise Arbilling function
Phe- NH 2Conmpound No. 323:

(

of 5t (00, THeCLIRP KR ik G KB dl MEMHRE R guesgon i
H 2 Conpound No. 324:

forsiasdeld; al)d dalBilptes il evdleelr dadinfee Whindte yetipient(tkegiegshbe fegistered
Pi peri di necar bonyl - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe-

ngd,No. 325:

ansa)vegaycgﬁgﬁ %uperl di neacetyl -[ Azad y7, Arg( Me) 9] M510
| - Pi peri di neacetyl - Asn- Ser - Phe- Azad y- Leu- Ar g( Me) - Phe-
NH 2 Teen@dlird0 Noter@®@dfects the TTS-collect call server 200b and the voice
des(l 3)-I - Met hyl pi peri di ni o-1-acetyl -[ Azad y7, Arg( Me)

neTlog em %Sbﬁh ll?é’gﬁ %ransxﬁnt voice ﬂ%s},lt E’ﬁm RFIZTTS -collect call
Compound No. 327:

serstersZ(00b3p the feyipicait s icomeamydatipAzatiyal, Fhag (3yap&jrifsgQo a call setup
1-Pyridi noacet yI Asn Ser - Phe- Azad y- Leu- Arg( Me) - Phe- NH

reqalggg'gp t%e rglaeﬂ %?Wnrﬂ%ewmﬂ é%%ﬁ)@] %il“él’ S-collect call server
D- d ucur onyl - Asn- Ser - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2

200k rthe CTd 2B0 sends the call setup request to the collect call switch 210, and sends
375: 2- Ami noet hyl -d y-[ D Tyr |, Arg( Me) 9] M510

e BRGL Ko Ph ¥ bl 5Erve® B0 ov &Pl cah st up
des(l)-[D-Tyr2, D-Pya(4)3 5Azad y7, Arg(Me) 9, Trpl 0] M510

afté thy recipiehtacégptsAsn- Ser - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
Compound No. 386:

IdS]S ittt Yoo Xhard AR i eete&ar f 4160 Yokt Blpet ca

Arg(Me) - Trp- NH2 Compound No.
sysséhd stz {he- TTYS lof Ahg phd3¢iRt] MBdiition comprises recipient’s communication
Dap- D- Tyr - Asn- Tr p- Asn- Ser - Phe- G y- Leu- Ar g( Me) - Phe- NH 2

teraPA NP Bt Bl sepier 207t (58lie5h 9ol hed ) R 71 220. The

Met hyl t hi ocar banoyl - Sar - D- Tyr - Asn- Tr p- Asn- Ser - Phe- 3 y-

' difféi‘ého%f foddYRhe e abltti $seomd imboditmentiOfe as-follows: (1) recipient can

(S) - (Q.Ii nol i n- 8-yl - car banoyl ) - 4-t hi apent yl car banoyl -
[DTyr 1, (M) 9] MS 1

reg(l%yr 3 qpegﬂ% 3 NOlﬁe;ﬂn @amwsatwnttﬁvﬁla@mw d&) dhegygstion in
D Tyr-Asn : Tf -Asn-Ser-Phe- G y-Leu-Arg(M)-Phe-NH2

vofee r{ﬁﬁ%dc&i%rtéﬁl%io #86 by hloiele tlon technology or an operator and
D Pya( 4) 3 AzaGI y7, Har9 JTr pl 0]
D Tyr-D LAsn Ser - Phe- AzaQd -Leu Har - Tr p- NH_2

theng Qpam(l}ed B6:sefel @pgmfzgrﬁga%ergd WQ{%‘)’ eb board. Especially, the
5Azad y7, Or9] M510
D Tyr- D- Pya( 4) - Asn- Ser - Phe- Azad y- Leu- Or n- Phe- NH 2
Conpound No. 487: des(l)-[D Tyr2
5D- Pya(4) 3, Azad y7, Lys9] M516°
D Tyr-D Pya(4) - Asn- Ser - Phe- Azad y- Leu- Lys- Phe- NH 2
Compound No. 488: des(l)-[D Tyr2,D Pya(4)3
3Azad y7, Har 9] V510
D Tyr - D Pya( 4) - Asn Ser - Phe- Azad y- Leu- Har - Phe- NH

"~~~
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Conpound No. 580: des(l)-Ac-[D Tyr2
D Trp3, Ser(Me) 5, Azad y7, Arg(Me) 9, Tr pl 0] MS10Ac- D- Tyr - D-
wae@spexn3sSer (Me) - Phe- Aza@ y- Leu- Ar g( Me) - Tr p- NHP@I/KR2004/003401
Conpound No. 584: des(l)-Ac-[D Tyr2,D Trp3
Dap(Ac) 4, Azad y7, Arg(Me) 9, Tr pl 0] M510
Ac-D Tyr-D Tr p- Dap( Ac) - Ser - Phe- Azad y- Leu- Arg( Me) - Tr p-
NH 2 Conpound No. 585:
desgl) Ac-[D-Tyr2,D-Tr p3 Dap For)
TOEAPD (VP RNTV R odl t call switch in the third embodiment can

Ac- DTyr-DTrp DapCrFor ySer - Phe- Azad y- Leu- ArgCMeyTr p- N

ﬁ%@g sme(ﬁ(vaxpﬁe?; Tyr2, Thrs

be?EfB %?31 E@tei?@?we) 9 ;Trpl0
Ac- D-Tyr - Tr p- Asn- Thr - D- Phe- AzaQ -Leu Arg(Me)-Trp-NH 2
oonpoIhﬁjCM 228gaterconnects the TTS-collect call server 200b and the voice

des(l)-Ac-[D Tyr2, D Trp3, Thr5, Azad y7, Arg(Me) 9, Nal (2) 1

ne&l’d\(g_lé])nsweﬁ_tﬁx rl’g%calll%cr)r_nlgﬁe re&zpaalt’ ' qom mcaztf\?ersteﬂg ng%lo sends
H 2 Corrpound No. 590: des(l)-Ac- [ D Tyr2

or 5ofidsBe MvifHentsa@igerioAhy NSy @It dall] foB20 200b, and sets up a PSTN
Ac- D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Thi - NH 2

ca]%ié'g%ﬂgxgi% &;(ée(s%é;)%t %x?ﬁl(%} @%&&I&}’ L4 [df E%bTw the recipient‘s

Ac- D- Tyr-D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Tyr- NH 2
cofnmmdcanidn Nermib&l 2 Thateis( hccprding fidaToptl2seBipTrefquest for the recipient’s
3, Thr 55AzaGI y7,Arg(Me)9 3Phe(4F) 10]Ms 10

coﬁ%hgﬁc%r o I d&ﬂbﬁﬁa éB)E\E ﬂff:hf'[ﬁgﬁéf [c%ﬁ E#ell%rﬁlg&&@ C%H%Zﬂ)@ends the

5D Trp3, Thr5, Azad y7 Arg(M)9, Hphl 0] I\/BlO
ca]A(SetDp'liyque@e for ﬁxeAsﬁﬂedWallPtMtohzZlm yentl esendy theMeiecHpiphiHr@m the
npound No. 595: des(l)-Ac- [DTyr2

T@D@%?aﬁﬁeweﬁﬁ@ng‘ﬁeﬁ?%w&&%% 1 8ot 2Py P cipient fggepss
Compound No. 596: des(Il)-Ac- [DTyr2 DTrpS

5Thr 5rhz dESycollecy chlk ) @ntee L2@bVBAdfverts the voice question from the
Ac- D- Tyr - D- Tr p- Asn- Thx- Phe- Azad y- Leu- Arg( Me) - Leu- NH 2

ound No. 597: .des [ Tyr
recg PR, TP S BSRRI  AgONETE, i3t offisypice  recognition
Ac- D Tyr-D- Tr p- Asn- Thr - D- Phe- AzaGIy Leu- Arg(Me) - Trp- NH

sof2whie/iaodwette Na. hun®8: operator. (1) The converted text can be used as a keyword
des(l )-Ac-[ D Tyr 2, DTrp3 Thr 5, Arg(l\/le)g Tr pl 0] V510

ol Sl Rt Bt b PSSt P Bl Bt con b
5Azad y7, Qm, Xr pI O] V510

extiactéd rpinr the Topvefied 1k foriearching(l(3)-the verrexted pexiiidan be registered
Conpound No 600 des(l )-Ac-[ D Tyr2, D- Tr p3
5Thr5, Az M510Ac Tyr-D-T_f .

on ST A A G\ COVAFG o cok b et graipgasvrer.
: des(l)-Ac- [DTyrZ D Tr p3

The Tkeyvokdt Bhiestibh otdve )tle ToivedelVBdft can be implemented by software or
Ac- D Tyr-D Tr p- Asn-Thr-DPhe A y-Leu-Arg(Me)-Trp-NH 2

acqur@ Kﬁg@“@wg%wg@? I%V%’Pﬁgﬁw’gf Aﬁgfbl%N%%‘?O"@ if the natural

- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.
sefiBifve §@8¢H )ier ah® WHT 20Dy Binkke to a ec1ﬁc method, the detailed

5Thr5, DPheG AzaGI y7, Arg(Me) 9, Trpl 0]

Ac-D Tyr-D- - Asn- Thr - D- Phe- Azad -Leu Arg(Me)-Trp
desagigtion bRy ﬁ@ltm‘éi To methed of )fome@rfhngﬁy r Cestapy ﬁBS‘T‘FFF‘S Can be

5Azad y7, Arg(Tos) 9, Trpl 0] V510

Ac- D- Tyr-D- Tr p- Asn- Thr - Phe- Aza@ y- Leu- Arg(Tos)-T f

-NH2 Conmpound No. 605: des(l}-Ac-[DTyrZ

D- Tr p3, Thr 5, AzaG@ y7 5Ar g( 9, T f |10] M510

Ac-D Tyr-D Tr p- Asn- Thr - Phe- Azad y- Leu- Ar g( NO2) - Tr p- NH

2 Compound No. 607: des(l)-Ac-[D-Tyr2,D-T f

35Thr 5, Azad y7, Arg(Me2) asym®, Trpl O M5 10 Ac-D-Tyr-D- T

f -Asn- Thr-Phe AzaGIy Leu Arg(l\/b2) asymT f -NH2

~ ~ NN . T
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des(l)-Ac-[ D Tyr2 5D Trp3, Thr5, Tyr6, Azad y7
5Arg(Me)9, Trpl Q M5 10
WQ@\00B0d2688 D- Tr p- Asn- Thr - Tyr - AzaQ@ y- Leu- Ar g( Me) POT/ERMiM4/A03401
Conpound No. 692: des(l)-Ac-[D Tyr2
5D Trp3, Thr5, Tr p6, Azad y7, Arg(Me) 9 5Trpl Q M510
Ac-D- Tyr-D- Trp-Asn-Thr-T f -Azad y-Leu-Arg(Me)-Trp-NH
2 Compound No. 693: des(l)-Ac-[D Tyr2
5D Trp3, Thr5, Tyr (M) 6, Azad y7, Arg(l\/le)9 5Trp| 0] M510
implenmntpgy byDletting t&@rreqlpwntr%liqt/e) cataony i his quesi@mvesing AR S(auto
NH 2 Corrpound No. 694: des(l)-Ac-[D Tyr2

TR DRG0 BTl dr B R
H 2 Con'pound No. 695: des(l)-Ac-[D-Tyr2, D-Trp3

seletr the Thos, Niitabley Inssar diasas) gn'pprpﬂ@]ltwslxohlt ratio provided by search
Ac- D- Tyr-D-Tr p- Asn- Thr - Thi - Azad y- Leu- Arg(Me) - Trp- NH 2

. de y .
en TR 9.8 of i Stonbe AEstel BG g st Sipge b board

Ac- D Tyr-D Tr p- Asn- Thr - Cha AzaGI y-Leu-Arg(Me)-Trp-NH 2
regisgtirgtionnandNdorva@8ing dites @hswergyc afeDsgmpe 2asDafargrBentioned, so detailed

, Thr5, Azad y7, Abu8, Arg(Me)9, Trp 10] M5 10

- . r Qe ApNn- Thr - Phe- Azad y- Abu- Arg(Me) - Trp-NH 2

de%g%%&xéﬂ%;nggéf des(l)-Ac-[D Tyr2

5D Trp3, Thr5, Azad y7, gMeLeu8, Arg(Me)9, Trpl 0] M510

Ac- D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- gMeLeu-

Arg(Me)-Trp-NH 2 Conpound No. 700: des(l)-Ac-[D Tyr2

. DR 208 3 SR RO oo M S st mppiop. The firt

Conmpound No. 701 . des(l)-Ac-[DTyr2,D Trp3
entbbdipdenbia . 72 )Mog(sl‘cm)tﬁe Vroﬂ’ 6181 Gall system and the event condition is
Ac- D Tyr - D- Tr p- Dap- Ser - Phe- Azad y- Leu- Arg( Me) - Tr p- NH

TN T L P - —

Ac- D- Tyr-D- Tr p- Asp( NHw) - Thr- Phe- Azad y- Leu- Arg( Me) - Tr
cofredpondingaoyineiqukshion is7fe8istetla (At)stepc3)IDHe/reRipient accesses to TTS-
5D Tr p3, Asp( Nve2) 4, Thr5 Azad y7, Arg(Me) 9, Tr pl 0] M510

c-D-TJyr-D- Tr - Thr « PheAz
cofleet GNP et o O B 1P o R b i
present invention do not include a peptide (native
qubstivanoiaheasidwnleaded t welp ape.aWheapthedesipian nBnishdsnoppofting. the
the follow ng am no acid sequence in the am no acid

oo SRR ATR T b 5 sR e o By S 8 oo

4- 54, 554 6- 54, 7-54, 854 9-54, 10-54, 11-54,
qudstiondis skat bt TTAedlect ¢dl} Sékverl > bé stdrdd.5The iddbiffidnt can listen an
19-54, 20-54, 21-54, 22-54, 23-54, 24-54, 25-54,
26-54, 27-54, 28-54, 54,.30-54, 31-54, 32-5
snipiErcly vosde i 98 185, hesBacly gyt B selisiay of $G1IEE cal g phone
(Conpound No. 2), 41-54, 42-54 (Conpound No. 32),
nuflibeb for rédeiiftg thbediiec édlMPeutdinioo dperatihg-policy EPTPSwotlect call
No. 4), 47-54, 48-54 or 49-54. In the netastin
deri vativyes ounds that the group
sepygr (h oA PRCTIY is SYHDGH 26 BB PPy iR b neR o glection
preferably used. Anobng them the conpounds shovvn by
of CONRD YA aNWBPBhcheifnibar.af B pRéfefbld ek th u@mnds dclosed on the
332: des(Il-5)- GuArrb [ Azad y7, Arg(l\/le)9]
GuAmb- Phe- AzaGI Arg( Me) - Phe- ound No.
webpardibgihe SpIREKMACA GINEY3 NETB 2.
GuANDb- Phe Gly Leu- Arg(l\/le) Phe- NH 2 Conpound No. 334:
des(|-5) - GuAnb-[ Azad y7, Arg(Me) 9, Tr pl 0] M510
GQuUANb- Phe- Azad y- Leu- Arg(Me).-Trp- NH 2 Conpound No.
339: des(l-5)-3-(3-Indolyl)1®
rrorionyl-[Azad y7, Arg( Me) 9] M510
3- (3-1ndol yl) propi onyl - Phe- Azad y- Leu- Arg( Me) - Phe- NH 2
Compound No. 340:
des(l 5) 3 (3 Pyr| dyl)prop| onyI [AzaGI y7 Arg(l\/le) 9] l\/SlO
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des(| -3)-3-Phenyl propi onyl -
[Al a4, Aza@ y7, Arg(Me) 9, Trp 10] M510

w@2MB8e6R6B%Hr opi onyl - Al a- Ser - Phe- Azad y- Leu- Ar g( RE)/KRe@4/M03401
H 2 CompoundNo. 501: des(l)-[D Tyr2
5D Pya(4) 3, Thr5, Azad y7, Arg(Me) 9, Tr pl 0] M510
D Tyr-D Pya(4)-Asn-Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
Compound No. 502: des(l)-[DTyr2
5Pya(4)3 Al a4, Azad y7, Arg(Me) 9, Tr pl 0] MS10
D- Ty rAtrjen 330, aftgr sesmgrthe qaesitany 2 apsveTey Aeynlyads apeb page for
Conpound No. 503: des(l)-[D Tyr2

ans rTS g% Iﬁjlzt)ﬁr‘lln %1%%&3{1&5 g l\éﬁ%‘\%er-r&pﬁlg]dm% g)&f Yleb ?‘ggé When the

eu-Arg(Me)-Trp-N npou
504 1U£Acp| D Tyr 2, DPya(4)3 AzaQd g( Me) 9] V510
angvpqrefinfistres Dumataigithe Answaendphek e n;siabu@gnm g (9¢dtrahn button,

NH 2 Conmpound No. 505: des(!
at tga %3?3 11 &Pzﬂfs%%/ s'sL:ﬂ_tl}[) FTZHelt el PP bd EBretiO] M5
¥ heny propi on
Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp- NH 2 Conpound No.
506: At step 340, if an answer to be converted into voice is registered, TTS-collect

des(I|-3) - 3-Phenyl propi onyl -[ Aza@ y7, Arg(Me) 9, Tr pl O M51

calfacto il RO feguestfor e recipignti pomegpisatonepginel to the
507: des(Il-3)-3-Phenyl propionyl-[T f

coliAzallisyrtchrtholeh afevalyO TS 0 Bed@hmblytegnesp icompriséss eSification
- Tr p- Azad y Leu- Arg(Me) - Trp-NH 2 Conpound No. 508:

mﬁj? éfﬂn % Qﬂlﬂb%gl 8P¥%he [ ol R Rioh? Afntnk A4 HE) ge’cipient

3- Phenyl pr opi onyl - Asn- Ser - Phe( 4F) - Azad y- Leu- Arg(Me) -T
selegted\fdr 2ecivipg thectoNect call9and will be sent through IP network. In addition, a
des(I-3)- Benzoyl [Azad y7, Arg(Me) 9, Tr pl O M510

g g}él tlgel}8’,l"Ehc%lI'A‘cztacgllyst.alLv(?’:}”J anAiri %lli/bc} calli QWN_LZ is set up. At step

des(l 3) - Ac [Aza@ y7, Arg(Me) 9, Tr pl 0] V510
35@\confenei Bmg-thé eelheca ChlY rdgmast Athg (dol et Taall-shhicB nidkep awollect call to

No. 511: des(l)- [DTyr2
D-Tr p3, Al a4, Thr 5,.Az 7 9. Tr pl 0] MB10 .
eriplent sppmbpicAnng Raniron bl S ARG g 370, i he
recTpie, iéspattly 16, the ¢t @all apd 8¢deBkat, PSTN call is set up between collect

CorrpoundNo 512: des(l)-[D Tyr2,D Trp3

D- Tyr-D- Tr p- Asn- Thr - Phe- Aza@ y- Leu- Arg(Me) - Trp- NH 2
ca]go&rg%hnd - COm deﬁé gerlwrba;[(ﬁnééatep 380, the TTS-collect call server

DTyr-DTrp Abu Ser-Phe Azad y-Leu-Arg(Me)-Trp-NH 2

cofveite ahtnghsiWer irfid 4oicd and IsgndsBt thysowh VolIP call to collect call switch and
5D Phe3, Al a4, Azad y7 Arg(Me) 9, Trpl 0] V510

Tve.- Phe- Al a- - Phe- Az G Leu- Ar H 2
PSS RGeidst Bail Sich B rraBRpYs Catphfnon iRl
5Azad y7, Arg(Me) 9, Tr pl 0] M510

- D- Ty rSikteRia (véice Abite Ya thdbttebzedl ywikd@iis Aol chrked tParyiHody, the
Conpound No. 516:

Frke o b PR et SEE BN RGFEE L A o M) - Ph- N

H 2 Conpound No. 517: des(|
- 3) - HEFBaax R RkanYle- dftitemeAdHH ciforf s (ilvB ikt Prdviddd]dMBils of

evgqt gg%%ggﬁ&n lgg@esn? ccl)_lryrgsch;Q S téztl?(ga\yen‘% S(;Jndmogn( wﬂ? be degcnbed
des( | - 3) - 3- Phenyl propi onyl -[ Cha6, Arg(M) 9, T f | Q M510
3- Phenyl pr opi onyl - Asn- Ser - Cha- d y- Leu- Arg(Me) - Trp-NH 2
CompoundNo. 519:
des(! - 3) - Phenyl acetyl - [ AzaG'§7, Arg(Me) 9 Trpl 0] MB10
Phenyl acetyl - Asn- Ser - Phe- AzaQd y- Leu- Arg(Me) - Trp-NH 2
ConmpoundNo. 521: des(l)-[D-Tyr2, D-Pya(4)3, Azad y7] M510
D- Tyr- D- Pya(4) - Asn- Ser - Phe- Azad y- Leu- Ar g- Phe-NH 2
Conpound No. 522 des(l 3) Benzoyl -[ Thr5

I .. I Ty T e ~ = R A™NA N
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Propi onyl - D- Tyr - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - T

f -NH2 Conpound No. 614: des(l)-Amdino-[D-Tyr2,D-T f
w@20080&6% ad y7, Arg(Me) 9 5Tf | 0] M5S10 Ami di no- DPAH/KRER0F/003401

f -Asn-Thr-Phe-Azad y-Leu-Arg(Me)-T f -NH2 Conpound

No. 615: des(l)-Ac-[Tyr2,D Pya(4)3

Thr5, Azad y7, Arg(Me)9, T f | 0] M510

Ac- Tyr-D-Pya(4) - Asn- Thr - Phe- Azad y- Leu- Arg(Me) - T f

-NH2 Conpound No. 616: des(l)-Ac-[D Ala2 5D Tf

3, Thiis, wse@liyoargd gt e veebsits of djlas1 the Acipiont acap- select an event

- Asn- Thr - Phe- Azad@ y- Leu- Arg(Me)-T f -NH2 Conpound No.

cm?ci]i'gbn e fiakd aR6NELdafUS tBPrebipicht S e omhamEhyoh REAMEFR sEnding

| 0] MS10Ac- D- Leu- D Tré)- Asn- Thr - Phe- Azad y- Leu- Ar %( Me)-T
therqonigist of @tinls dw Meicrif. (15 1e@istation b ngw ofipinpharfick, {4)pegistration of
Thr5, Azad y7, Arg(Me) 9, Tr pl 0] M510

ne@%ﬁ@giﬁﬁé]&& @2@%@1’5&9&6}? Be h@%ao(HgYﬁA}%i(ﬁé e YRy ;rerp?i Mt of a

des(l)-Ac-[D-Nal (1)2,D-Trp3, Thr5, Azad y7, Arg( Me) 9, Tr pl
spe@jfidSa@r occurs. In this case, the recipient is the writer of the new original article
Ac-D-Nal (1)-D Trp-Asn-Thr - Phe- Azad y- Leu- Arg(Me) - Trp-N

m@é&r%%&%%?gtkg é‘@%‘g io&Qg{' %gvgéﬁrﬁ Bl'tig?lw(g%zl"TS-collect call server

Ac- D-Nal (2) - D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Trp- N
receivas Goarpoann dohiditios Fiom thie s¢dipietcaridDmiagages it. The event condition
5D Trp3, Thr5, Azad y7 5Arg(Me)9, Trpl 0] M510

cox'é@ﬁ%% tﬁsﬁ:& E’bn}(grgf?@%ﬂa é—lgc[ I-%gikifé@f %_%ﬁgﬁ,%%ﬁ ) I-HGP ) 1ll\1“f|orgnation

5D-Trp3, Tlir5, Azad y7, Arg(Me)9, T f 10] M510
indieatdy- Heunfdr Twhe AsqucEly aPballetr @l ywheau némg ehlginalrgplyNtrticle: is
Conpound No. 623:

des(l)-Ac-|D.Tyr.2. Thr5, Aza 7, An 9, Frpal 0} M310
reahio - SHgUAY bR SRS, Nt i Golest IR g made:
Compound No. 624: des(l)-Ac-[D Tyr2
reghdPyasiod pB nd robighmd epyy avtichy dvapSistratpinOVbifecific user(e.g., ID, etc.).
Ac- D- Tyr-Pya(4) - Asn- Thr - Phe- Azad y- Leu- Arg( Me) - Tr p- NH

g, SRSB4 S AF 5 BBy W reiseaion when . v
Ac-D Tyr-D Al a- Asn- Thx- Phe- Azad y- Leu- Arg(Me) - Trp-NH 2

origimaparticle idNeegish2d(i.6.e d6ds) nohpeffoind yie@ 3B0) ad3proceeds to step 340. If
5Thr5, Aza@ y7, Arg(Me) 9, Tr pl 0] V510

the%hlgé)e[% r&ét?ﬁ)'ﬁe‘%)éésaﬁé -é-gc%)pl?&ic_taﬁ[z %(?*z\&l%%ué SENReT {"e[)g_isl‘FIeHrs % new
5D Phe3, Thr5, Azad y7, Arg(Me) 9 5Trpl 0] M510

origialkeplyr alielehorhéaever hewRivizida adigle lievegistered/ethe TFTS-bbllett call
Conpound No. 628: des(l)-Ac-[D Tyr2

2 GRS bR R AT i, e

Compound No. 629: des(l)-Ac-[D Tyr2,D Lys3

predbfebmiea Gkt Nish DRVETS-collpdt GalVstH/er can make a collect call right after
Ac-D Tyr-D- Lys-Asn- Thr - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2

theg'ogglg’%g nd’ %’wﬁéﬁ%@r %Feigfearl\?@%ﬁ Lle[%-e;lrglrmzﬁgD\;vl%tﬂgr’ (;I;hr{o? the user of that
Ac- D- Tyr-D- @ u- Asn- Thr - Phe- Aza@ y- Leu- Arg(Me) - Trp- NH 2
artfoRy B utbeNGn 3 keddla{ihod Wer i Tyr 2, D- Tr p3
5Thr 5, Al a6, Azad y7, Arg(Me) 9 5Tr pl 0] M510
Ac- D Tyr-D-Trp- Asn- Thr- Al a- Azad y- Leu- Arg(Me) - Trp-NH 2
Conpound No. 632: des(l)-Ac-[D-Tyr2 5D Trp3, Thr5, Leu6
Azad y7, Arg(Me) 9, Tr pl 0] MS10Ac- D- Tyr - D- Tr p- Asn- Thr - Leu-
Azad y-Leu- Arg(Me) - Trp-NH 2 Conpound No. 633:
des(l)-Ac-[D Tyr2, D Trp3
5Thr 5, Lys6, Azad y7, Ar g( Me) 917 pl 0] M510
Ac-D Tyr-D Trp-Asn- Hir-Lys-Azad y-Leu-Arg(Me)-Trp-NH
2 Compound No. 634: des(l)-Ac-[D Tyr2
D Trp3, Thr5, d u6, Azad y7, Arg(Me)9, T f | QM 10
Ac- D Tyr-D-Trp- Asn- Thr-d u- Azad y- Leu- Arg(Me) - Ti p-NH 2

~ ~ N
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Ac- D- Tyr-D-Pya(4)-Asn-Thr - Phe- Azad y- Leu- Arg(Me)-Trp-N
H 2 (Conmpound No. 562),

WQ@\200B0d2688 D- Tr p- Asn- Thr - Phe- AzaQ@ y- Leu- Ar g( Me) PGITERDM4/A03401
(Conpound No. 571),
Ac- D- Tyr-D-Tr p- Al b- Ser - Phe- AzaQd y- Leu- Arg(Me) - Trp-NH 2
(Conpound No. 579), Ac-D-Tyr-D-T f
- Dap( For) - Ser - Phe- Azad y- Leu- Arg(Me) - Trp-NH 2
(Conpound No. 585), . . .
Ac- D-Fitg 30s wrifpvwebact ph thepsreond smbpdimant of Henpgsenbinvontiop. The
H 2 (Conmpound No. 589), Ac-D-Tyr-D-T f

ﬁrsl'{bpéﬂg%clzignéﬁ’@ﬁi MEBYwhbAd- 68 TN -BlEkA&l Natetn (£0HRY9Ho, the

For-D-Tyr-D-Trp-Asn-Thr-Phe-AzaC]g-Leu-A«g(Nb)-T f
recipipit acCeproioribe NidS-cellegt call server to download a web page for question to
Propi onyl - D- Tyr- D- Tr p- Asn- Thr - Phe- Azad y- Leu- Arg(Me) - T

. [+B- . ( . ! ..
hid B Bt TR W R s deppiond ne sy Wp g ien
(Conpound No. 618),
fintsbeDuipyiting-thh question Thd chtles-afinich puiteniora trEhptin huttbh, 2t step
(Conpound No. 627),

416‘%@4}&‘3&5& 11&%18%%%2&11’%@6}{ ispgé?l( L FREUnbE alVs8 ¥ ks Defstored.

Ac- D- Tyr-D-Pya(4)-Asn-Thr- Phe(4F) - Azad y-Leu- Arg(Me) - T
Thé redipint( Gordistnroh ddswetidd)oice, and for this, he has to input the selection of
Ac-D- Tyr-D-Pya(2)-Asn-Tlir-Phe-AzaG y-Leu-Arg(Me)-T f

NH2 . Conpoun .
colledt Bl RTBRB R er B Feiving the pollestsale ,_ ar g ey -7 1
-NH2 (Conpound No. 660), Ac-D-Tf -D-Tf
- As n-AttstePh0, AftexGoginigethe Augstivn) afl ahswdkb2dov@dogaisanaebpage for
663), or salts thereof. The netastin derivatives (I1)
of the. sent J nventi.qgn eir.salts, 0 rodr ugs
enfliera® B REpal ESAPUHR R o thF BiiyBloRlid 8 DA When the
excel l ent effects of suppressing cancer netastasis and
anoeareefinighawinputtiag cinswer argke€lidksafnisigbuntten 60regutmtion thuktgn, the
or treating cancers (for exanple, |lung cancer, gastric
._cancer . |liver r ngr eat i ancer, colorecta
infed ahswes i feat o7 LR ERPICE S RTerda R oot at o
cancer, ovarian cancer-, cervical cancer, breast
canc ekt sted 440, if aihanswet &sbe nomhertied atto wetce (i kegistéred HETS-collect
present invention or their salts or prodrugs have an
ffect of, controlli ancreatic function and. are .
calfsuf s GEEMIeRt Pl B ToF 1ht SrentiPits P RfiBidnpqrpinal o
di seases (e.g., acute or chronic pancreatitis,
colietd cdatlakwitclc amoagh ETIC. The ThBeoretadls réquestecorpridey eidentification
(I'l') of the present invention or their salts or

int PR afons Borief B cBemBn ki GNP b ppnt through
treating choriocarcinoma, hydatid nole, invasive nole,

voitk hiebwdrk alieaddidn PSTIpaN] beativeen aTSaoliett @liuep&e and collect call’
nmet abol i sm abnormal |ipid nmetabolismor induction of

del { very. reover, the astin rivatives (1]) of
SRR 1S 1ok S Ve (o BT Thestlecledlf St el a gl otect cal

effects of increasing sugar |evel, pronoting :
swieiCBaat it Gs HIsC PESLIS EfoF edollest anchlPERTER ithdnaltd Aecall to CTIL,

formation, and are useful as agents for preventing or

treating obesity, hyperlipema, type |l diabetes .
maRagImeny ss,ermp%gvel@i/ﬁt Fallpservsrs hSPgHerers spwimpucation terminal.

neur opat hy, di abetic nephropathy, diabetic

retinopathy, edema, urinary disturbances, insulin

resi stance, unstable diabetgg, fatty atrophy, insulin

al l ergy, insulinoma, arterioSclerosis, thronbotic

di sorders or lipotoxicity. In addition, the netastin

derivatives (I1) of the present invention or their

salts or prodrugs have excellent activities of

pronoti ng gonadotropi c hornone secretion, pronoting
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group, e.g., benzyl, phenethyl, etc., or an

a- napht hyl - C 1- 2-al kyl group such as a-napht hyl net hyl
we@e@s/062888/al oyl oxynet hyl group, which are w dePgT/HRe@4/003401

as an ester for oral use, and the |ike. Exanples of a

salt of the netastin derivative (1) of the present

invention include a netal salt, a salt with amoni um

a salt with an organic base, a salt mﬁth i norgani c

acid, a salt with organic acid, a salt with basic or
Thakiseif enapegerseniseryer ahETMélqut ieall spiver wgpess egellpst eall witch to

the netal salt include alkali netal salts such as

. ma‘i&dhuéﬁlls%téﬂ pﬁ%ﬁa;g% sahes, Tq*sccorereﬂ kg | Reve @k hanswerer’s

netal salts suc |unrsa ts, magnesiumsalts,
barium salts, etc. alunrnunrsalts and the |ike.

commanigatien tenrng] 619n dhe eclleckeall swilgh panodaeythat.cTHis siep can be also

include salts with trinethylamne, triethylanne,

L . ¢
peliSp By sBAiBE L PRI el e fent S P ER A crminal
di cycl ohexyl am ne, N, N -di benzyl et hyl enedi am ne, etc.
Pr ef eAt siep €5 opl reeeivifig theecallgbt callwieqiest, the gellsictcalksvdich makes
include salts with hydrochloric acid, hydrobromc
a co 9( &ﬂlté {el}e?rg eegta %_gr#ﬂe]%ﬁ%ffcg egml ﬁ§ g&r}ggﬁ?zgﬁ)ﬁ angrmatlon At
|nclude salts with formc aC|d, acetlc aci d,
stepr4 70| ifche amgtient raspiodds hthh abllectaall cind fagerpts it, BTN call is set up
oxalic acid, tartaric acid, naleic acid, citric acid,
RUE 1 Cor Al ovitdR b tl%crjsc?nrr] e%ﬂjnfn%] a3t s@lp 480, the TTS-
enesultonr ¢ acl uenes
Preferred exanpl es of salts wi th basic am no acrds
collext lcaidl sersal donvenits the angyvaniimte ,voicgsind eendsrinthirdnighel, ST call.
and preferred exanples of salts with acidic am no
aC|d i n¢l ud t aspa |yt aci.d tc
eh 8 ongh a{) ds e Isbig/ iélﬁcé:lg%{ﬂgtg# e‘%fsﬁé t Sy k kind' §f VolIP
preferable For exanple mhen t he conpound has an
eqaiphetnts dhd et porvide @illoctpalliseviagdyi €Thal t s such as
al kali netal salts (e.g., sodiumsalt, potassiumsalt,
etc.), alkaline earth netal salts (e.g., calcium
sal t, magnesium salt, bariumsalt, etc.), ammonium
salts, etc. are preferable. Wen the conpound has a
basi cFIGudds adloalchant ofifhe thiad embudintent nHthgamesentinvelsion. At step
wi th hydrochloric acid, hydrobronic acid, nitric acid, -

ulfurig a pha al t
sofy et ealing i S TUFOAPES %, 1 ISRENEes G SsyeR Y b pond number,
fumaric acid, oxalic acid, tartaric acid, maleic acid,
recipieiil goed Ghidngls pectieteinnined irdlgistraidnaprescdui® b'y @idaof doice directions
p-tol uenesul fonic acid, etc. are preferable. A prodrug

of s A P2t FHIE cokfiiby T BlopfyBRipc b % @ dedicatea

metastin derivative (111) of the present invention)
nuffiven o TES-aslldch ddir sardice,v and NETI ipsovdderv 8binedstepyt gequited for
netastin derivative (I1l1) of the present invention

un Si i.cal conditions_.or with a reactjo
1€GO 1gg bgp()éyﬁ.éilre tl%}ggf) rﬂpecreg%)%@t drequired steps I}lﬁl}dﬂﬁ@lde providing
body. That is, the prodrug of the present invention is
a VoibEdasdtion ﬂeéeiléb@tai ér‘cﬁe%(])ﬂabf YReRToBOAR RIAEY R information that the
oxi dation, reduction ydrolysis, etc. to be converted
into the netastin derivatiyve %III of the present,. )
reGipigRiniIPBg as Gy TeaPqRsE-2at §tep a &0 1f ks rﬁslptlfmitst dedgeraibe his event
hydrol ysis, etc. by gastric acid, etc. to be converted
into the netastin derivative (111) of the present
i nvention. The prodrugs of the netastin derivative (I)
of the present invention or 1dal ts thereof (hereinafter
sonetinmes sinply referred to as the netastin
derivative (I) of the present invention) and the
prodrugs of the netastin derivative (I1) of the
present |nvent|on or salts thereof (herernafter

o s Y o " ., .
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hydrochl ori de, pirarubicin hydrochloride, epirubicin
hydr ochl ori de, neocarzinostatin, mthranycin,

W@ 2008062688 N, carzi nophilin, mtotane, zorubi ci PCT/KR2004/003401
hydrochl ori de, mtoxantrone hydrochl oride, idarubicin
hydrochl ori de, etc. Exanples of "plant-derived
anti cancer agents" include, e.g., etoposide, etoposide
phosphat e, vinblastine sulfate, vincristine sulfate
vi ndesine sul fate, teniposide, paclijaxel, doceta

copditignet b Freordsivorcemandriper sends thscassied voigedp dhe g Sccofllect call

agents"” include, e.g., fosfestrol, diethylstylbestrol,
seflel IR HARNTTE Bénds TREVEKY BS RCBLLEANR BAPLE & without recording.
medestrol acetat e, chIornadlnone acetate, cyproterone
acetate, danazol, allylestrenol estrinone,
In nagmpf Q’T& ;reporc}lgg,o\xhepré regtpmgt @)@ts?rgsn fhputting questton the recorded
| evor nel oxi f ene, antl-estrogens (e.g., tanoxifen
It f.a ' it [ S r ’
VORI IE GnEP FRRE U TG, Rl nd ciif et 2T 4y Rjpients
agoni sts (e.g., goserelin acetate, buserelin,
conmupiention iterminalgs yermimattchylh CaseethateTY logstrmtaecord, CTI alerts the
et hi nyl estradi ol sul fonate, aromatase inhibitors
70l i é@ﬁé zol e,
enggg?g?%§€e£g§%%§%ggﬁgsgbggﬁégﬁ negtane etc.),
anti -androgens (e.g., qutanide, bi cartam de,
ni | utAhstee P2GtEIS-colkmt caldbservaasreceiningoecaded eoigc or recording the
finasteride, epristeride, etc.), adrenocorticohornone
LA t
ot B e SRE IR, GRCB0EN RHEH RS BRE softwarc/hardware, or )
synthesrs inhibitors (e.g., ablraterone etc ),
hupeniopeiatbrabise chmygded teat is stotredt h FES-coldicti catbseapal | sm
(e.g., liarozole, etc. ) and annng them LH RH
agoni : e
Leu " B B 308,95 HEEAIeLAERR S B B text s keywond
"i nmunot her apeutic agents (BRV" |nclude e.g.
intpiacnatanl $eptdoce s¢areh enginafol firdhthe [naost Bmmb,le Telelhi T‘lmxsearch engine
i nterferons, |nterIeuk|ns macr ophage
n t [
ma§'0+ 2 rrr%z ?%;fl rrnﬁluiﬂget ?‘ﬂg tt%.rall S @{ﬁ# g&%{e oo Ir Internet. Alternatively, the.
Iynphotoxrn BCG vaccrne Cbrynebacterluntparvunt
TTSseallect adlEserpal exsmcts maore dmm@neri{&y&\@nidiﬁ@hetheectonyeﬁddetext Also,
conbi ned use of the conpound of the present invention

thefa (g(;)qug S gé?;l Qite stea ?9 {oe? %e%suﬂaxdrhfl % ggt)él%o ls?rﬁree‘t I?l?akes reply.
compound of the present i nvention can be reduced when

Alsqrthacadevied fext ken do sentud éhe Erddétainsihed exbvalrarte .m4l®)anfanswer.
conmbi nation drug with the conpound of the present
i nvention can,be cho en d d n he c

In e Bk, G el 37 i REEOE 4 BerR b TG Rkl Phgwer basea
drag, whose functional nechanrsntrs different from

ont divailaritly drhét ratotient Bepredentsiovwpinase keyworde thid warchaasulbimcludes.
chosen so that a treatnent period can be set |onger.

4). A conblnatlo unctlo nmechan
If §59 hapEh DR BERRI O FeartHe LH0 ARSI CEDr 5 RUTDRBLK pased on the
i nvention, can be chosen so that sustained therapeutic

seth euf. Bodas®6f gibuaie of Wb béard\or€o@vasding t6¢ hhisedrers & search
be obtai ned by the conbi ned use of the conpound of the

resent_inventijaQ d a conbi nation dra addi ti on,
cap R TRE3HS 9 dosh Wépyplls SRl AG BRI e et o anowerer.

values of testosterone to emascul ate | evel imediately
after medication. Thus when the conbination drag such
as LH RH agonist (e.g., gos Belin acetate, buserelin,
Leuprorelin etc.; preferably“Leuprorelin) uses in

conbi nation wth the conpound of the present

i nvention, the values of testosterone can be reduced
to emascul ate | evel immediately after medication of
the conpound of the present |nvent|on Further, since

o Y
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cellul ose ethers such as ethyl cellul ose, butyl

cellul ose, etc., cellulose esters such as cellul ose
w@ewsat1w3s cel | ul ose propionate, etc., polyvi nyPCEER2008/003401

such as pol yvinyl acetate, polyvinyl butyrate, etc.,

acrylic acid polynmers such as an acrylic

acid/ nmethacrylic acid copolyner, a nethyl nethacrylate

copol yrmer, an et hoxyet hyl nethacrylate/cinnannethyl

nethacrylate/anlnoalkyl nmet hacryl at.e copol yner,

pol yat iR e48cifcrn anspisr yorbe KaBYSHerdnte: vefce s reglstered the TTS-

nmet hacrylic acid al kyl am de copol yner, apol y(net hyl

coll& DAL &l Rhds e?ccfif?:'cy Oht ﬁaﬁéslffcﬁttﬁe re%fblémsrl:%ﬁtr dca,t é)n terminal

nethacrylate copolymer, a poly(nethacrylic anh

gl yci met hacryl at e copo In partlcular
to 9@01119@ Q@ill Sithhadireugh @6hrihe @ﬁlaﬁm'c)ll mﬁﬁsta@nmmsagiemlﬁcatlon
RS-1006 RL-100, RS-30D, RL-30D, RL-PO RS-PO (ethyl
. f \V t
mfgﬁh gogl eeén?)h?ﬁ/é ﬂgﬁbgﬁr&g nc:oﬂﬁl'ﬁfrﬁum Co‘%% Qfl% e %WE\Jldll be . sent through
NE-30D (neth nmet hacr yl at e/ et hyl acr Iate copoly r),
voe metwarkdnogshiaere PSIIN salk betveer TH ehmlle@rvmsmdrcollect call

oil (e.g., LUBRI WAX (Freund Industrial Co., Ltd ).,
swgtfgﬁ (1:% ?elt\rl]é@)e(g,?tercﬁécﬁgg o f?t?l% %;S?QOIWC lf‘se}{ y%:rte 1?1{:%8 ?1{ is coupled to

acid esters, etc. The swelling polyner i's preferably a
Vi Inyoriete, NeolP iglldretwedndihe cobent\caldiseviigheng Brfitcollect call server is
exhi bi ting pktdependent swel I'ing, and a pol yner having
n i ch undergoes a |ess
setu\ﬁeﬁ%{aﬂ &d%&%ﬁ k)\glll%g uicmh as in the stomach but is
swol | en extensively at a neutral pH such as in the
snal |Atatep 530, ge receirasg itheesllectscalreduast, dlak cdbleatngallesvitth makes
such a polymer having an acidic renovable group and

a csgfr:%t glcg ﬁle remplggg ng ;111#1111;@5 C(Lr{ t%gns %gf%)gﬂn%ﬁé‘ﬁ%ﬁ%%@%ggon At
941, 974P 980, 1342 etc., polycarbophil and cal ci um
step(ﬂ?ﬂpﬁ rtb@;cﬁuipier(tabipondmtﬁ the tcolend chbl aBf aGmptrit, #STN call is set up
Chenicals) Hivis Wakos 103, 104, 105 and 304 (al
nuf agt uak Pur@ gh 1 tr| | tdn)
@?egn c?ﬁ tsI T ag(g theeo ux%g%t (%1 tcu ul";{h; ne%tq ste %gg,efhe TTS-
preparat|on may further contaln a hydrophilic
collat ecallalserviex asoplverss dhe t diswhy dniop voldec andit endsl it | toc kecdisient ™ s
a polysaccharide whi ch may have a sul fate group, such

as al kal | taJ al ginates, etc., a
cofipPitalith B nit Hirbrelod et sF Pt "o oup or

car boxyal kyl group such as hydroxypropyl cellul ose,

hydr dk ypamw pgvaneigeyof thelthivd embodiseat timt the service according to the

carboxynethylcellulose etc., nethyl cellul ose,

pr%f%@%l\éyewlgfxgn [f’%lg}‘%?fgeﬁﬁ{ﬂp lg])(?ﬁg%lwa?le??rglsm 58: )éet hyl ene

material contained in the coating agent of the
sust ai ned rel ease preparation is about 30 to about 90%
(wWw), preferably about 35 to about 8096(u/mb, nor e
pref erabl ab ut 4 bout 75% e ..
Dol THSigbaF St aBBiign fe Bresfi e 46 gost application
(W w, preferably about 3 to about 1596(m/mb The

sefvRR! tHderaB&dineBYf hrovidiag teoaétailed domtyelr SPEvdnt Gy a collect call
material, and the amount of the hydr ophi lic naterlal
con alned in the goating age bout 50@6 w W)

whegste qypmif eqwm@% (4p tBe e t?aueneﬁo%eew itifgyocurs will be
preferably about 5 to about 35% (W w). As used herein,
the % (ww) above is used to nmean a % by wei ght based
on the coating agent conposiiion, which is the
remai nder of the coating ag@ t solution after
renmovi ngany solvent (e.g., water, a |ower al cohol such
as net hanol, ethanol, etc.). The sustained rel ease
preparation is manufactured by preparing a core
contalnlng a drug as |IIustrated bel ow, follomed by

. .
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preservative, a colorant, a buffering agent, a
sweeteners, etc. nay be added to the preparation. A

w@bkopsob2638ich as pol yet hyl ene gl ycol, propyl eneP@i/x&e004/003401

etc. may be added to inpart an appropriate elasticity
to a film and a bi oadhesive polyner (e.g.,
pol ycar bophi |l e, carbopol) may al so be added to enhance
the adhesion of the filmto the oral nucosal i ning.
The casting can be carried out by pouring a solution
deggibgd.-a non- adhesi ve surface, spreading the sol ution
using a coater such as a doctor blade in a uniform
thi ckigss léaﬂs&@ﬁa%mheqr@mw&w@dlﬁiem 3Qhé Predéii Gnvention, FIG. 6
m crons), and then drying the solution to forma film
The filmthus fornmed is dried at roomtenperature or
illygiriates ong example of pEpviding acalleqt seld vhica @B Ve candidion igya gotice to
desired surface area. A preferred rapid ora
' thAg - I
ol S U 1007 PRAICR anBlkcl Syaniit of B Riflg o Sofi BR o), when an
conpri ses the conpound of the present invention or a
eversndsinditonois tdr figd aledired wefoematsayl. (Biee TdH-collect call server can be
wat er-di ffusible carrier inert to the conpound of the
. [ :
imBLERERY o DY b boflnt Honf AURL DB RIS IR NE P tnages
conmposition conprising a solution of the conpound of
evéritecqndgas tandnidentificationr inforomtion nelff cemmuniggtipm terminal from a
suitable solvent. In addition to the conpound of the
rec%e)lggt i ciegen grﬁést eteE%rFa)c?r %%{é@gl:l G rl;l{é e%l?rg%ﬁégﬁ the event condition
preparatlon may preferably contain a matrix-form ng
ocaygegrindathd T Ssendlent eall saverppatorns TB&(ipkteBo-Spedchy conversion on
natrix form ng agent include gelatins, dextrns and
1nf§g9:i1 fon %%eléecg%rt %Jflthe %gtsgfv%i?' a{n‘é ?ﬁg.kl%g %guc taé\cﬁleﬂ} the recipient’s
arabi c, guar gum agar xanthane gum etc.
comnhyn’mtioin wﬂnﬁm;lnaklgitimat there @a Nb!@m;srrémhgdscsabh thabthesyeb server
carrageenans dextrans pectins; synthetic polyners
pol yvi R r.f ol n | s riyve 0
pexg'éﬁn&% alﬁs €O grSé n 88% oth% |T;§ggs‘9§e°¥ Bk T{?rvae gl? e o?)}%lggt all by
agent further |ncludes saccharldes such as mannitol,
recdevihg opiee framt ths ewely abovet. 0Siece tthash adhasgs m’ecwithimytﬂei sope of
sacchari des such as cyclodextrins etc.; inorganic

salts such as sodi um m_chl r|de
cafiRlin it ke Ak oo B ik HEsent REGHBICTION Sifyred
carbon atons such as egC|ne, L-al ani ne, L-aspartic
aci d, Atsteg GHOaﬁieaeeipiedt adcefrgsltoothy JITSHcallect dalli sspleebg usiag an IP
L- 1 euci ne, phenylalanine etc. One or nore

teripdf e elet B e FR S BERE TPt BRREXER b <Vl sondition in o
matri x-form ng agents nay be present in addition to a

forsuiof Retvadit or by niam(d) previdakby aiservidegrabiden By Kiémg the recipient
surfactant. The matri x- forningagents serve not onIy to

forma.matrix itself ut, al sp ass 0 mai.nta
ca SPIFIID AV CoPUDER st e Brr5 et Be bt oRIBHE Mgt th service

a conbination drug in the solution or suspension. The
pré&¥Adg08dtéiniledTRY a@04tical Tha SRAVBORdINoIE AORRARG! toS Behicaswill be

a preservative, an antioxidant, a surfactant, a

t hj ckeni ng agent, a col orant, pH adj usting agent, a
desqribgd hereg “sweet ener, a taste masking agent, etc. As

the suitable colorant, there are, for exanple, iron

oxi de red, black and yellow, FD & C dyes avail abl e

fromER S & EVERALD such asng & C Blue No. 2 and FD &

C Red No. 40, etc. Exanpl es®0f the suitable flavor

i nclude mnt, raspberry, licorice, orange, |enon,

grape fruit, caranel, vanilla, cherry, grape flavor

and a conbi nation thereof. Exanples of the suitable pH

adj usting agent include citric acid, tartaric acid,
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chosen fromthe base sequence represented by SEQ ID
NO. 4. As the DNA encodi ng the nouse netastin
wEe@siesss (B) conprising the ami no aci d sequePCEKR2004/003401
represented by SEQ ID NO 5, there are enployed a DNA
consi sting of the base sequence represented by SEQ I D
NO. 6, and the |ike. Accordingly, for the base
sequence encodi ng the nouse netastin precursor (B)
consi sting of the varioys am no acid sequences
descripsase abBveal, hqrpsipien fga selectd caip dnaH pddessg i pake a
of the partial am no acid sequences in the amno acid
colpé&H Uﬁ[‘ﬁ)ehig eOhARARERSh RYmRERWHEh MOna? afks BRnt IRSeRcted E-mail
romthe base sequence represented by SEQ ID NO 6. As
the DNA encoding the rat netastin conprising the am no )
addressd The addrserver et kesbaldd-enllesteall orvqoin F1G+ 1 dp addifien to mail
enpl oyed a DNA consisting of the base sequence
. e . . . ‘
forf BRAEE PR AR olc] the Bl Sutick omprises  odule for
metastin consisting of the various amno acid
magegiog rtbe seltetedr Emesdl addrosses sant aweniseringe fhae the source address of
corresponding to each of the partial amno acid
16680 ik T S Y,
recERRRRRR & oA 7 <Ay BARTANRALE AR e collec
represented by SEQ 1D NO 8. Mre specifically, for
cali heypepinstidied ehsoiserly gnal sarver butialey meil ¢lisetgiendd, and in this
represented by SEQ ID NO 1 (human netastin 54

1 , t ahni t .
cases ok PET IO IR A epfer, Nl I FRGHENNEG gn Frpail, then the
pepti de consisting of the NNterm nal 40-54 anmi no acid
cotegfueinEanaih it benvarted inta cioitesaylthen sseniefor thearseBsl coynB8E(Eation
IDNO 1 (human netastin 15 (40-54); SEQ ID NO 15), a
DNA; caont aii t ase sequence represented by SEQ ID
terma]f&agql%cﬂ%gb&g%(g. For the peptide consisting of
the N-term nal 45-54 am no acid sequence in theam no
aci d I dguecipient epa esartice df byceSED doBuhi@itylwiikts tareceive a notice
nmetastin 10 (45-54); represented by SEQ ID NO 16), a
DNA cont ai ning.t he . b S n resent gd l.
or g w55 B B uEE 1B E GREHHE Y LAREE AN BE el o2t iPwhen
the N-term nal 46-54 am no acid sequence in the am no
sulzctibingemambeshipeqr ebarpigy nimisE @nfdimiaion. 1 Thd woemunity service
metastin 9 (46-54); represented by SEQ ID NO 17), a

DINA J ] 5
serfs pioyidel P Cticnt S AR B0 aRETe [ RS b SElerh T ol &t can
the N‘term nal 47-54 am no acid sequence in the am no

thraggidths egllecicell whenee theachbnipmSEE)isbp Mxseldctéhmeatber registers an
nmetastin 8 (47-54); represented by SEQ ID NO 18), a

caont ai.nj ng. t he. base sequence .represent ed by .SEQ | .
ety o5 e Gl St i 7 R SRS o Porel daptypabgtygombers i
partial peptides or salts thereof, there are used, for
registe@®) e, a human netastin receptor, its parti al
peptides or salts thereof described in WO 00/24890, a
nouse, or rat human .astin receptor, its.part.ial .
pept (A SHingJiR & CopBREs ForREaTAaR ShHe B 1778 Hosn receive
etc. Specifically, the netastin receptor includes a
infBFRAtRInN cEedthandihg Jo tthe coationr via Wesleantdllat ¥vélepdsRrmined
am no acid sequence as the am no acid sequence
infiohl st W EImer GRS HEEIaUBR HERLEROE et sources are
substantially the same amino aci d sequence as the
am no acid sequence represented by SEQ ID NO 9, SEQ
IDNO 11 or SEQID NO 13 g cl udes, for exanple, an
am no acid sequence having | east about 70%
honol ogy, preferably at | east about 80% honol ogy, nore
preferably at |east about 90% honol ogy, and nost
preferably at |east about 95% honol ogy, to the am no
aci d sequence represented by SEQ ID NO 9, SEQ ID NO

o NN~ 1 - o a1 .
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Alb : Albizziin 2-am no-3-ureidopropion acid Arg(Ac)
: Nw acetyl argi ni ne Arg(Boc2, Me)
WORH0BAO2638 t ert - but oxycar bonyl - Nw et hyl ar gi ni NPCHKGE)03401
. Nw et hyl argi ni ne Arg(Me) : Nw net hyl ar gi ni ne
Arg(asyMe2) or Arg(Me2)asym:
asymmetri c- NwW w di net hyl ar gi ni he Arg(symwe2) or
Arg(Me2)sym : symetric- NwW w di met hyl ar gi ni ne Arg( NC2)
maﬂrNsﬁmnf;\;}Zé %agrlflgggqgrmg](lﬁpggep@gw mpzﬁ&)gp érgrrngxllt%n%g embodiment, the
- Nw et hyl aspar agi ne Asp(Nne2) : N -di net hyl aspar agi ne
preféRCethbodREaR! ?swms%aﬁim-éol@é@mﬁnﬁk@dramgneo Aa8( Sdntent of
azeti di ne-2-carboxylic acidb-Ala : b-al anine Boc :
tert-butoxycarbonyl Boc20 : di-tert-butyl dicarbonate
infemation(confioranityotsethe yoadifiont, meh gpnpiering %ﬁtln@wyﬁwlawur@e- For
benzyl CDI : I,I'-carbonyldiimdazole Cha :

O e o . . . o, > . -
xR PR, HRUCRAR gl information aboytree ssptc 1t s iggossie
. citrulline CIt resin : 2-chlorotrytyl resin C-Z : )
to Raah Ivdrenbibe 29056 syitabldh pvgumatieb willobeiregistareh abdiwdetsi information

acid Dap : 2, 3-di am nopropionic acid Dap(Ac) :
m%by%%?%élr%ﬂl gﬁugfgtgx? glgl:&g%lgecggelﬂg s@%% 1%%9]}111}7 '\slearches more than one
- gl ycyl di ami nopropionic acid Dap(Ghid@y) : N )
web (site gelatmglioegl gstate Jalacwira spitape ofounatming Obchirse, depending on
di chl or omet hane DEA : diethyl am ne DI EA :

eml%l,bgtnge:n%tsg%gﬁo l 'g’gér-'géf(lﬁ?c:fnfn&g (sé%(@n: send keyword to each web site and

4-di met hyl am nopyri di ne DMF : N, N-di net hyl f or mam de
onEBTweb $it& @nlsemd tiformation Hrab ¢s registered after receiving the keyword, it is
9-fl uor enyl net hoxycar bonyl For : fornyl g-Abu :

. 4-am nobut | c-aci - 1 a0 YL | ; .

oA BB A A vy
honoar gi ni ne Har (Me) : Nw net hyl honoar gi ni ne HOAt :

in kaseyalieyyesiing aaldficial anmmnotai@Btof :specific company by a TTS-collect

1- hydr oxybenzotri azol e HONB :

hydr oxy-.5-.n r ~2 3- r , o

call Jdfi S 08 £ T enfb) bP SERRAGHERD sonqunggsmen, it i

3-(indol -3-yl)propi onyl Lys(Me2) :Ne'e-dinethyllysine
poddiiiléd to maket dydoHectzénlld redaatiesisnef MeGkh :wete siieroakest the: official

4-methyltrytyl N((CH2)3Gh)dy :

N- ( 3- quani di nopropyl ) gl ycine Nal (1) :
amlqul{?gﬁlﬂ%’ | al ani ne Nal (2) : 2-naphthyl al ani ne Nar

nor ar gi ni ne Nar (M) : Nw nethylnorarginine N e :

nor | eAicstae 6Ne e dtentdathaie theyreeaipipnh inpmtdNAe Reyword or selects in the

: Na- net hyl aspar agi ne NMeLeu : Na- net hyl | euci ne NMePhe

- Na- net hyl phenyl, al.ani ne, N r. . Na-pethylserine NVeTrp. .
PR Y Ba RRASTY B2 RE NGt T 1S grh 8V ondtion is

Norvaline On : ornithine On(Mt)
usedN@-defernirid ik bestirsehgOofviehi aatepAi20:

5-(4-(9-fl uorenyl net hoxycar bonyl ) am nonet hyl 3, 5-di net h

oxy phenoxy leri cid Pbf

53, SR Sebr I e Ryt acsersim, P tbe, eghginep gt ovent

: pyroglutamc acid Phe(2C) : 2-chl orophenyl al ani ne
COEE?QJQE}I - to2tHe! &M Raadiyiba | a2bbrdthgPle (i $eddejermined method. The

3, 4-di cﬁl or ophenyl al ani ne Phe( 3, 4F2)

3, 4-di fl uoropphenyl al ani ne Phe(3CF3) _: . .
pregletermined Jpef pcll fﬁ%ﬁl’% WP%ﬂp‘a‘ﬂ*‘ ﬁégﬂg:@% @o;n specific address, a detection

3-chl or ophenyl al ani ne Phe(3F) : 3-fluorophenyl al ani ne

Phe(4C ) : 4-chl orophenyl al ani ne Phe(4CN)

4- cyanophenyl al ani ne Phe(4F# . 4-fluorophenyl al ani ne

Phe(4Gn) : 4-guani di nopheny &l ani ne Phe( 4NH2)

4- am nophenyl al ani ne Phe(4NQ2) : 4-nitrophenyl al ani ne

Phe(4CN) : 4-cyanophenyl al ani ne Phe(F5) :

pent af | uor ophenyl al ani ne PheY(CH2O @y : The - CONH

bond between Phe and Ay is substituted with the

~ N N TR U — ~ i
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In the present invention,
Tyr - Asn- Tr p- Asn- Ser - Phe-d y- Leu- Arg-Phe-NH 2 (SEQ I D
WONN0506638 s referred to as netastin 10 ( Met ast P@i/BR2004/003401
i.e., MSIO In EXAMPLES | ater described, the
N-term nal Tyr and the Cterm nal Phe inMsl O are
counted as the 1- and 10-positions, respectively.
Tyr-Asn- Tr p- Asn- Ser - Phe-d y-Leu-Arg-Phe-NH 2 1 2 3 4 5
6 7.8 9 10 For. exanple,.[Hphl QINSI O of Conpound .79
of pexdyvpgistersd H?é’éﬁsanaacﬁléﬁ’ct{o&é) WRAEFR Fes Ukt b t@nlgé}SFﬁf%d;EeyﬁfPéda etc.
(10-position) of MSIOis substituted with Hph. For
Siuf% AR 630 1H%50/ate MaldaOthe GRABADBING steps, T aRMe AehRiptibASVll be
wheréin the NNtermnal Tyr ( 1-position) is deleted.
For exanpl e, des(Il-3)-Fnoc-M510 of Conpound No. 53
omyiechberes pepti de wherein the N-terminal Tyr-Asn-Trp ( 1
to 3-positions) is deleted and the am no group of Asn
at t ﬁ?es%ﬁﬁ?&%‘tféé &Bhbﬁnféﬁ%ifﬂas R8¢ iRVafiRaEth WdAnE WPFIG. 6, a
[ EXAMPLE 1] ©(Synthesis Process A): Preparation of
[ Hhl 0] M510 (Conpound No. 79) Using 5 1 of
neWnnetiqepartiplsl 7@ svith @snmzceocesgemuﬁglﬁt,erqdhn?%n wel board 700 of
prepared by introduci ng Fnoc-Hph into comrercially
co R e R R 31 B P R af it o
Tyr (But)Asn(Trt) Trp(Boc)Asn(Trt) Ser (Bu ) )
comnRni@ sysep MakePlaf Hevp lartilg o @spmbaip valgntarifyy resjuesty @ notice to
resin, 200 nL of TFA/ PhSMe/ m cresol / TI S/ EDT
I 5/ 2. i Xtu :
slsiRial lebors” bk, PARnRHRTIMEE B ol o FReF TRl AR specia
solution, the resulting precipitate was centrifuged
pugrode(elze asgrpap fratsame habby, reronper fathive styderds @t e bukalso a group
repeated for washing. The residue was extracted with
ou ' ' ' h t ,
of FpRENAR s FrcHflaion bt RhoBile p puBie 26 bl ete). The
gradient elution was perforned with eluants A/ B: )
title32ev6 3loBice wsticlg:710. % Tepmlarnmeeting, aaddhelogatent Bf article 720
0. 1% TFA-cont ai ni ng acetonitrile on preparative HPLC
usi.ng Y TS
colf S, o Moo B ! K onach 0 BefIBAH TS, Ebhbrskf of M content or
and | yophilized to give 2.6 ng of white powders. Mass
detajile ©f artinl¢ KAMHard 18k6 axollSkt| call, it i3 pa:fapblE| tatpreonde & meenrbution
HPLC. 20.6 mn Elution conditions Colum: Wakosil-11

foprieging e o UF TR ep kP g s PRRAN I arile i
0.1% TFA in water as eluant A and acetonitrile

alsoopussible fog tite: TVS Thledt 351 server jo ¢tenminatie execation of TTS-collect
m /m n. [ EXAMPLE 2] (Synthesis Process B): Preparation

cafl el PbPhRy VBT TR, 0 33 a0l 1) . i h

was prepared by introducing Frnoc-Arg(Pbf)-OH into
commeTld ATBycolleeti ¢abierve- cinl parfitrmi 4 skxvideoofi denvegsigncontent of
(Gt resin, 1.33 mmol/g), the peptide chain was

mf%ié\gﬁg%é’ k l%)@fﬁ@&%t%o?élé%} ?%gpig&s cz)fnlys%én-lréi}rf,( B article to be
t) Phed yLeuArg(Pbf)-O-dt resin. To 270 ng of the

nofie@t toddl/parflalnheberdAdobY IdtmeBCh bd tebidgredas tirdaetbddné Thus, if
m xture was shaken for 30 mnutes. After the resin was

renmgved by filtration, the. so|vent s, concentrat ed

the, fgtipt SRS BRIBPTRRE (HIOUBALABAIY Fe Aoerd ol el mieggbers and
was then washed with satd. NaC aq. solution. After
dryi ng over Na2SO4, the solvent was concentrated and
di et hyl ether-petrol eum et h% was added to the residue
to give 68 ng of Boc- Tyr(Bu
t)Asn(Trt) Trp(Boc) Asn(Trt) Ser ( Bu
t) Phed yLeuArg(Pbf)-OH as the precipitate. To 22 ng of
the peptide, 4 ng of HO H Trp(For)-NH 2 (prepared by
treating Boc-Trp(For)-NH 2 with 9.7 N HC /di oxane at

S~~~ . o N A NN - 1 1™ A 1L
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sol vent was concentrated and di ethyl ether-petrol eum
et her was added to give 1.48 g (yield 99% of
wo-pwsH&deesd y- OBu* as the precipitate. After 25BCTHRRG04/003401
t he product was dissolved in 10 nL of toluene, 404 ny
of Lawesson's reagent was added to the sol ution,
followed by stirring at 8Q0C for 2 hours. The sol vent
was concentrated and the concentrate was dissolved in
sol utig ,hen washed.with | N :
a0 i tiopn M TaTiAon PR Rt OB RTHCAHioM isPrifgh s b 1o the TTS-
NaCl aq. solution. After dry| ng over Na S04, the
colsédt ¢l berves itGo peRitlé t Red aferhfeorCRy \Rﬁébttﬁgtl@ral’\@élplents without
pur|f| ed by flush col um chromat ography et hyl
r-p troI eum et her was added to the eluate to give
in Qﬂl?at’r?&‘f%%ﬁube 80% OF FnOC- PhCT(CSNH) Gl y- OBu as t he
precipitate. To 103 ng of the product, TFA H20O (95/5)
vas ol estepitl tendticttidgestate STI-EQitkcE @Al %Qrvglo Ektracts contact
After the sol vent vvas concentrat ed, d| et hyl ether was
added to give 82 é 90§ . ]
informatiopypf ey @{HP @Wa % SF‘P?@“E? diSpraligeiecall et arg included in the
Fnoc- Phe- PAL resin, which was prepared by introducing
notid®fey e BB &S | '
R 08 h SRRt TRl 0l el B8 70 Al e
Frnoc- LeuAr g( Pbf ) Phe- PAL resin thus extended was
inforpptiont wigh tae e b rostast infermatione et@5andy infbrmation indicating
Frnoc- PheY(CSNH) d y- OH, 47 ng of PyBrop, 14 ng of HOAt
e S e Sk 8o B e et HREPEIP) cach
peptide chain was extended on ABI 433A to give
mepbsr’ Tormnigation (teymipgly gpddmeriasms rES SemveBuon on the content of
t) PheY( CSNH) A yLeuAr g( Pbf ) Phe-PA L resin. To 15 ng of
articRe7201eBESint. 200 L of TFA/ PhSMe/ m cresol / TI S/ EDT
(85/5/5/2.5/2.5) was added, followed by stirring for 2
hours Di et hyl ether was added tot he reaction
sol utthenf TS mﬂqcbgdl SOTHEY gnedbpiiy atteangmdssivarresilf #4@dn case of
and the supernatant was renoved. This procedure was
notf @RFFhERink Othe WRAHP O gJﬂﬁ‘é‘)l pafid! i Ay %e%%iﬁi?é{eﬁ%&ﬁ IhdMrhlimission
an aqueous acetic acid solution an extract was
filtered to renove the resin. Then, l|linear density
resyf Z4-ent el uti on (60 m nut es) was perfor med with
eluants A/B: 77/23-57/43 using: 0.1% TFA in water and

or epmestitiee pptofniRil bl RURR, bibodtyBRt mity refeing to
(20 x 150 nm). The fractions containing the product

FlGueY e theo r¢aapienid aggedses yiopHiel iTd8acallecyjicald serder mandofinmits tdesired
powders. Mass spectrum (M+H)+ 1318.7 (Cal cd. 1318. 6)

infEEbRI B S inying o B el i RpRegaon 500 and
linear density gradient elution with eluants A/B =

a NP0/ Blegtip:y Providednby thel Y $reallect ewdl sarvers FEGuArshows ahel case of
acetonitrile containing 0.1% TFA (35 mns.) Flow rate:

thesis. Pro :
yéfroé’dgg allon S0 WP Dy R0 AR o TR oo e uses
321 of Fnoc- Phe-PAL resin, which was prepared by
conwmttromdhmarql;l $en o Bhe ifi there is drnesdi abitapleatoaht addiferBdkeyword
resin, the peptide chain vvas ext ended on ABI 433A and
Fnoe- Leu b PLr |nthus t end )
on fiieeh uﬁ% ST 18 oMl phfiecting o TRPkRion fhe Starchpill be
and 16 ng of CDI were added, the m xture was shaken
for 2 hours. Then 6 niL of hydrazi ne nonohydrate was
added to the m xture. The IBXtUI‘e was shaken for an
hour and the resin.was then washed After 39 ng of
Froc- Phe, 93 ng of PyBrop, 27 ng of HOAt and 105 ni of
DI EA were added to the system followed by shaking for
2 hours. After the resin washed, the peptide chain was
extended on ABI 433A to g| ve

~ — ™~ 1\ - ~ o
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acid solution and the extract was filtered to renove

the resin. Then, linear density gradient elution (60
worwanes s was perfornmed with el uants Af B: 74/ 2BCBER3@4/003401

using: 0.1% TFA in water and eluant B: 0.1%

TFA-contai ning acetonitrile on preparative HPLC using

YMC D- ODS-5-ST S-5 120A colum (20 x 150 nm). The

fractions containing the product were collected and

| yophilized tao give 1.8 .of whjte powders. Mass . )
repcgied et lfﬂ)ilﬂ)lfr%ﬁs@i?&?ﬂ( ohi ef.mai@séh% EFSHIEH Witipishxed in
HPLC: 18.6 min Elution conditions: Colum: Wkosil-I1I
thefden® sbectidh, Gt ¥ pR&AMN t&lsbath thd WeBaites @8RbiaYed to the selected
gradient elution wth eluants A/B = 100/ 0-30/70, using
0.1% TFA in water as eluant A and acetonitrile
calggPfai ning 0. 1% TFA (35 mins.) Flowrate: 1.0 m/mn.
[ EXAMPLE 13] (Synthesis Process M: Preparation of Ml O
( ConpeitaiiRiy, Ihe PIREAICEalYseR¥eR1id @m&ﬂe@fd%tf&ﬂatiﬁﬁ%roviding
resin (0.77 nole/g resin) was charged in a reaction
tank of peptide synthesizer ABI 430A. Thereafter,
sermeis- Ppaespondingg BT oeach Buwiceghle Befdeggry , via network, and converts
Boc- Phe. Boc- Ser (Bzl ), Boc-Asn. Boc- Tr p(For) and
i At in 336k JodhtoAoidibobe! sehi BAHE RididHt Orriherec iRt wants t
mflﬁﬁﬁ% | snor er accorog‘?oﬁg toetshe Boc-st1 ét egy DrCCi-ﬁ’IﬂCBtvgans °
peptide synthesis to give the desired £r ot ect ed
reqeiysta wettere firrexample, sense of sprtsigage ipdslseoliackeplhth€TS-collect
for 60 mnutes in 10 m of anhydrous hydrogen fluoride

. n - .
colf A FecBid ufdardy o iRfle, & fer sBivcf fiom 2 sports dnformation
distilled off in vacuum Diethyl ether was added to
senveie wheehi whdatesiibe eureenp stetsi gfispertegamas inf iehk tirae,cond providéseit to the
preci pitate 50% aceti c acid agueous sol uti on was added
: [ ' luble matters were renoved.
reé@%%ﬁﬁ{oﬁgﬁéﬁsa@%ﬁg@guffi ciently concentrated, the
concentrate was applied to Sephadex (trade nane) G 25
col urn (aq@iring eswpuifabld b the regi &epwpnl zegarless of initial
aqueous sol ution foll owed by devel opnent with the sane

s R T 0 35 PSSpHEN S Lt lytopasin. 1 v
vol unme of the powders was applied to col umm

seaptir tasalt agom tieywélR béard nghager) by thekKEDS-wplidet calCksérverperap inputted
(trade nane) RP-1 8 followed by washing with 200 m of

by Py R oth DR 6T, b (R SOt nppmation may
in water and 300 m of 0.1% TFA-contai ni ng 33%

be predesseidttoibeesuitdble fomm forf reaipicnd 830.Iéarpely pitlis ptederabledo perform
| yophilized to give 2.2 ng of the desired peptide.

SS_spect r um. 302. 5 ( £d. 0 | Ut .
TSR 25 R g S B detemin
Wakosil-11 5C 8T 4.6 x 100 nm Eluant: |inear density
wigtlze bendt lstant the restwf donednti alittus, ibsBrefeiblStodmtnh theustienof article
.1% TFA in water as eluant A and acetonitrile

0
ontai ning 0,.1% TFA .(25 mi FLow.rate: 1.0 m/m.n..
an @ksHoReo eoptite fiiRugoand f dud leighéhuP s, so gt w8l then
des(l-3)-2-(1ndol -3-yl)ethyl carbanmoyl -[ Azad y7, Arg( Me)
oufpuvidOor{l Celtandutaith thie alsd 189 vaHong-oRdnfomnatidege.g Bithat building is sold
t) PheAzad yLeuAr g( M 5Boc2) Phe- Ri nk- Ami de MBHA resin

repared in MPLE 8 was subjected.to Fnpc

or Bl PRt IO G iy 03 G DR DO REn{Tr ¢ ) Ser ( Bu
t) PheAzad yLeuAr g( Me, Boc 2) Phe- R nk Am de MBHAr esi n,
1.5 nmL of THF and 13 ng of CDI were added, followed by
shaking for 2 hours. After ; nmg of tryptam ne
hydrochl ori de, 28 nL of DI and 500 nL of DMWF were
added to the m xture, followed by shaking for 24
hours. Thereafter the resin washed to give
2- (I'ndol - 3-yl ) et hyl car banmoyl - Asn(Trt) Ser (Bu
t) PheAzad yLeuAr g( Me, Boc 2) Phe-Ri nk Am ed MBHA resin.

— A - o a1 NN N o
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(yield 67% of nono-fluorenyl nethyl nal onate. After 5
nmL of 20% pi peri di ne/ DMF was added to 46 ng (15 nmmol)
W@ BooFeas3d euAr g( Me, Boc 2) Trp(Boc) - Ri nk ani de MBEHKR2®003401
prepared in a manner simlar to EXAVPLE 15, the
sol uti on was shaken at roomtenperature for 30
m nutes. After the resin washed, 42 ny
of mono- f | uor enyl net hyI rral onate 70 ng of PyBrop, 300
nmL of 0.5M HOAt/ DM, 52 DIEA and 1 ni L of
ver e Taddénionobilling m&m’fm&ﬁé TTI$e°QHeﬁt eplleseppse §417a‘k‘“eﬂu’fpu’fted at
for 15 hours. After this procedure was repeated tw ce,
C , .
thégsziﬂie %ﬁ g?esr?tle:"}r‘olr %ll%t@rﬁggiﬁﬁhgr%glﬁg?fﬁ? gﬁ?ﬁ Vﬁv@ev@ﬁ 488 service
m nutes. After the resin washed and then drled 5
chasge 2ooomsoyidingdinfempionvenn beldbaraed sepaeataly offom Hilse collect call.
resin, followed by stirring at roomtenperature for 30

agle?r)gnzyl Rﬂéﬁ %zp rB&%s bﬂe%’%%%}jq?ro%{?}%ohe 1:9r coélﬁ:t call and
1

HOAt / DIVF, 21rrLof DIEAand nmL of DVMF were added to
inﬁ)hnaticmstogﬁzthﬁowmqbemin@ tek¢allget eall. Thelrotgrean bafsagre erheheaper
resin washed and then dried, 200 nL of
FALP / 1215 hfs® d
e FUEATST B30k T BV ORURE AUoNg S e o
was added to the reaction solution, the resul ting
informeatiqui tat bevdmeroemid ivingysty acebrding wuther tyat arft semwise that the
removed. Thi-s procedure was repeated for washing. The
I acted wth an agueous acetic acid
recé%?%tsy%ﬁy\%ngg%iﬁ% extract was filtered to renove the
resin. Then, linear density gradient elution (120
m nutes) was performed with eluants A/ B 83/ 17-63/ 37
using: 0.1% TFA in water and el uant . 1%

TFA-;ggnt aj i n egﬁgﬁ %%%eclo ﬁc%nﬁ’e? ig&aﬁl%gggfgntf%%é%h%%t& But,

fractions cont ai ni ng the product were collected and
thdsy epbodinmats dre ogiyvier Bdlpmgrigosefskilleidtie theoant torwndeldbesid the present
spectrum (M+H) + 767.6 (Calcd. 767.4) Elution tinme on

1n\{§éio% I’\_(é f?’ﬂ rﬁémtmg_% %_rﬁp%%?r}d t Itﬁ)rg n‘h eré\Feli!tgn Iﬁ é«\)/\ftgeo %‘orementloned

gradient elution with eluants A/B = 100/ 0- 30/ 70, usi ng
embodinehisA The tgtseopeast the peasentAnegdioacadsd rbietimiefpeeted by following
containingOl%TFA(25 mns.) Flowrate: 1.0 m/mn.

EXANVELE, 20 eS| S Proc Pre f ..
MR PR R RS0 Do SRRREIS, By v

10 (Compound No. 436) After 340.1 ng (0.1 mml) of
andFsaape AL dd predentiimdegtidioc 2, Me) - Tr p( Boc) - R nk Ani de MBHA

resin was swollen in DVF5 the resin was treated in 20

m of 20% pi peridine/ DMF solution for 20 mnutes to

renmove the Frnoc group. The resin obtai ned washed with

DMF and treated with 155.0 ng (0.4 nmol) of

IndidiciaPhsplidabilfig. 6 nL (0.4 mmol ) of DI PCDI and 0. 8*nL
(0.4 mol) of 0.5M HOAt/DMF sol ution at room

t enpe ure for, 90 mnute |ntro ePhe.
b A et e Py Bmine S B Soe. oo ok g sending
MBHA resin obtained was subjected to Fnoc deprotection
it RNHe rb@picht’ € ab@fhunication! Sraindl, 1he-réci Joddfnot need to check the
4- Pyri di necar boxylic acid, 63 6 nL 0.4 mol ) of
DI PCDI and 0.8 pL (O. 4 ) 5 HOAt/DNF sol uti on
ocgTeng® B e et a% gfto} %mﬁf’ﬂ tﬁbegt M’F’n g¥ent Fﬁ%lw &% jadition, by
washed and dried to give 353.5 ng of
4- Pyri di necar bonyl - Phe- Azad y- Leu- Ar g( Boc
2, Me) - Trp(Boc) - R nk Ami de resin. To the resulting
resin, 3.5 nL of TFA/ PhSMe/ fiffcresol /H 2Q TI S/ EDT
(80/5/5/5/2.5/2.5) was added and the m xture was
stirred for 90 m nutes. Diethyl ether was added to the
reaction solution, the resulting precipitate was
centrlfuged and the supernatant was reaned ThIS

Y o N
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Fnoc group. After the resin obtai ned washed wi th DM,

the resin was treated with 1.806 g (4 mol ) of
waeaos5@6es380H. 0. S5SACOEt, 2.086 g (4 mmol ) of PyAQRCT/BRR004/003401

(4 mmol) of 0.5M HOAt/DWMF and 2.787 nL (16 mol ) of

DI EA at roomtenperature for 90 mnutes to give

Trt-Phe- Azad y- Leu- Arg(Boc 2, Me)-Trp(Boc)-R nk Am de

MBHA resin Phe. The resin obtained washed wi th DCM

after swelling, 30 ni, of TFA/TIS/TFE/DCM (1/5/19/ 75
pr%aémadb@@om@ﬁeomwh vie fuselled falin itris vern eagynior @rggnthe use of

the solution was distilled off. This procedure was
sefvieeat ed until yellow coloration caused by free Trt

group in a TFA/TI S/ TFE/ DCM (1/5/ 19/ 75) sol ution

di sappeared when the solution was added, thus the Trt

gr oupglm,saqcem@p thenpresenpbHevengiag VOI_Penetwpgl{ Boused as a part of

2, Me) - Trp(Boc) Ri nk Am de MBHA resin obtained was

A [
ik bt o R R R ')t hsauied
of FnOC- ThT Bu)-CH, 0.636 nL (4 mmol) of DIPCDI

fomrdVanase(\dcmmlbe rocﬂuC@dSM HOAt / DMF at room tenperature

for 90 minutes to introduce ThT(1Bu). Subsequently,

:thgeﬁigéf ad ?%Rﬁé P{e?é}g%}ﬁ Mv%%&? s‘h %amac&\girgﬂl%nnation

condensati on by the DI PCDI / HOAt nethod simlar to
withott geog hitemetof ThT( Bu) were repeated so that
Asn(Trt), o-Trp(Boc), and D Tyr('Bu) were introduced
to give Fnoc- D Tyr(tBu)-D Trp(Boc)-Asn(Trt)-Thr(
t Bu) - Phe- Azad y- Leu- Arg(Boc 2, Me)-Trp(B oc)-Ri nk Am de
MBHA resin. The resin obtained was treated with 30 n
of 20% pi peri di ne/ DMF solution for 20 mnutes to
renove the Fnoc group. The resin obtained washed to
give HD Tyr(tBm-D Trp(Boc)-Asn(Trt)-Thr(
t Bu) - Phe- Aza@ y- Leu- Arg(Boc 2, Me)-Tf (Boc) -Rink Am de
MBHA resin.. The resin obtained was treated with 188.7
m. (2 mmol ) of Ac20 and 348.4 nL (2 mmol) of DI EAIin 20
nmL of DMF at roomtenperature for 30 minutes to
acetylate the N term nus. The resin was then washed
and dried to give 4.168 g . of
AC-D TyT(BU) - D- Tr P(BoC) - ASn( TTt ) - ThT(
Bu) - PhB- AZaQ@ y- LeU- ATg( BoC2 Me) - Tr P(BoC) - R nk Ami de
MBHA resin. To a half of the resin obtained, i.e.,
2.111 g, 15 niL of TFA/ PhSMe/ mcresol /H 20 TI S/ EDT
(80/5/5 /5/2.5 /2.5) was added and the m xture was
stirred for 90 nminutes. Diethyl ether was added to the
reaction solution, the resulting precipitate was
centrifuged and the supernatant was renoved. This
procedure was repeated twi ce for washing. After the
resi due was extracted with an aqueous acetic acid
solution, the extract was filtered to renove the resin
and | yophilized to give crude peptide powders. Wth
respect to the remaining half of the resin,
deprotecti on was perforned under the same conditions
to give about 650 ng of crude peptide powders in
total. About 50 ng each of the crude peptide obtained
was purified by applying sequentially to |inear
density gradient elution (60 mnutes) at a flow rate
of 15 mM/mn with eluants A/B: 71/29-61/39 using: 0.1%
TFA in water and eluant B: 0.1% TFA-cont ai ni ng
acetonitrile on preparative HPLC using YMC Pack
R&D- CDS- 5-B S-5, 120A columm (30 x 250 mm). The
fracti ons containing the prqgduct were collected and
| yophilized to give 255.5 ng of white powders as the
purified sanple. AU of the white powders were
di ssolved in 200 nL of aqueous acetonitrile solution
and 492 niL of ion exchange resin A x 8 AcO form
mhlch was obt ai ned by convertlng conner0|ally

L T T ' APPSO AN T e
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was repeated until yellow coloration caused by free

Mt group in a TFA/TIS/ TFE/ DCM |/ 5/ 19/ 75) sol ution
wael®apasas ed when the sol ution was added, thusPCTIERMO/003401

group was renoved. The resulting

Froc- Orn- Tr p(Boc) - Rl nk Am de MBHA resin was

neutralized with 5% DI EA/ DCM sol ution. After washing

with DCM 25 nL of DCM TFE (4:1) and 1.946 g (6 nmol)

of N-met hyl -N, N -bi s-Boc-1| - guanyl pyrazol e obtained in
ClpimeRENCE EXAMPLE 1 were added to the resin. DI EA was

added to the m xture to adjust pH of the solution to

10, andathensd ﬁr%ﬁvé’iﬁﬁﬁﬁﬂ@hﬁﬁh&@fmé Y018 U BetsenUioVL recipient’s

Frnoc- Arg(Boc 2, Me) - Tr p(Boc) - Rl nk Am de MBHA resin.

Fnoc-Le was introduced into the obtained resin as in
commeuniegieniemyegl vires eqllosbeplh semprisinge Fnoc group was

renoved fromthe thus obtai ned Frnoc- Leu- Arg(Boc

2, MB) re g{s@?ﬁg@t - p- cﬁﬂ%&%aﬂ@é'ﬁ/err eaﬁ' &eﬁ?c&ﬂﬂ?ﬂlén by gde‘r’lﬁﬁcanon

H-Leu c 2, Me)-Trp(Boc) - resin (2

mol ) . Separately 2.326 g (8 mml) of Frmc NHNH 2. HC1
mfmama@msp%mtgﬁumpatm tenmingl, byl reagingdrirgs @ reapientigrmigal;

suspension of 1.297 ng (8 mml) of CDI in 20 nL of THF

and t&ﬁé}nﬁmﬁ Fathérl(@r HHPLUA e%ntD&El%s 1@?@@%& Qvidtecondition

suspension, fo d by stirring at toomtenperature

for an hour. The resulti ng reaction solution was added
octwrsH Leu- Arg(Boc 2, Me)-Trp(Boc)-Ri nk Am de MBHA resin

descri bed above, followedby stirring at room

t enpe I :

roact oot ool Qs Al 5513%%’ IdEB B Bh jhRfmption of the.

Fnoc- Azad y- Leu- Arg(Boc 2, Me) - Tr p(Boc) - R nk Ami de MBHA
commsimcatiggitergniggd 8o a collect 0a12$771t¢im?5 It})e g@yfent occurs;

Frnoc- Azad y- Leu- Arg(Boc 2, Me) - Trp(Boc) Ri nk Am de MBHA

resin, .

|t r oG Aoaerhle RSP kom Bl il o e honding

rrethod wi th ABI 433Ato give a
to Bheollpdi(dBil reqiredir 4 BeCplla¢tizalbemitBl)anBhC- Azad y- Leu- Ar g(

Boc 2, Me) - Trp(Boc)-Ri nk Am de MBHA resin. N-term nus

od th n ' e k' g )

111 (,eon?rg}k Elg go%ge%rﬂ A%Pogl‘é&gn%y%yofﬁ% F ?e%tt %8 ﬂ'}fén }é?:mlent

DIEA in 5 nilL of DMF at room tenperature for 10 hours.
cofupsdcpenttéminalne resin was washed and dried to give a

Ac- D Tyr (tBu) - D- Tr p( Boc) - Al b- Ser (

t Bu) - Phe- Aza@ y- Leu- Arg(Boc 2, Me)-Trp(Boc)-Rin k Am de

MBHA resin. To the resin obtained, 6 nL of TFA/ PhSMe/

mcresol/ H2O TIS/ EDT(SO 5/ 5 /5/2.5 /2.5) was

added?. Hredmtthed ofi slaémsl, ovheneis ssidadedernfiming twhetleo wor snot an event

After renoval of the resin by filtration, solvent was

distill e glbefev B,%/c ggl cgh gtcg I gger%er precipitation
°°658%p°88 & (b KPP é’ﬁ‘trl]fruga washi ng by renoval

of the supernatant was repeated tvvl ce, and the

r esi dseaschweyiefoembti@chighlyvdstdriaedvithehessolent conditio, trd

the resin was renoved by filtration, the fraction was

purifi a n reparative HPL [ Y, o .

Pack dekisrotiat Bhather 8 nL B EREY Hhndiori sz el it ratio of

flowrate of 15 m/mn sequencially with |inear
théleasdticyl igfoaditiont el ution (60 minutes) with eluants

AfB: 69/31-59/41 using eluant A: 0.1% TFA in water and

eluant B: 0.1% TFA-contai ning acetonitrile. The

fractions containing the product were collected and

| yophilized to give 106.5 ng of white powders as the

purified sanple. Al the white powders obtai ned were

di ssolved in 100 nL of aqueggs acetonitrile solution

and 400 nL of ion exchange sin A x 8 AcO' form

whi ch was obt ai ned by converting commercially

avai |l able BioRAD A x 8 A" forminto the acetate

type in a conventional manner, was added to the

solution V%lle nanually stlrrlng the reactlon

o, . . o T e 1
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termnal to input the event condition. For exanple, an
event condition can be sent to a TTS-coll ect cal

W@ 2008062688/ SMS serviced by a voice networ k. BupPCT/K&2004/003401

t he conveni ence of description and avoi di ng usel ess
redundancy, the neans for inputting and sending the

event condition will be described as the IP term na

in this specification. Additionally, the recipient can

i nput_the question_in his voice in the third . L.
enbodi- et methed Af| daigp @‘@6’{%@ is?ié qvsnt pendiljings a registration of
condition that is input by voice will be sent to the

artf@l ! ect call switch through the voice network or IP

networ k. Describing the first enbodi nent with

referring to FIG 1, the collect call systemusing TTS
conprises a receiver's IP termnal 100a, 100b, 100c, a

reci pient's comruni cation termnal 110, an answerer's

co isal ihinal 11 T .

Soom o WBDHRATLRR 1}t iRy bl b, RSBl cal
provi di ng service using VolP collect call, the collect

senvat thesyenteondision gnd 8 identiffaatioh exfonnation of @omneutli¢atiog terminal,

gateway at the TTS-collect call server, a called

\J

boﬂx%@%i@é’d ﬁbmttpfre% it Wmfiddl lcomfiik&d. a gatekeeper, and
a collect ca proxy server. The TTS-collect cal

server 200a, the calling gateway, and the called )
gat ewaymnentingclonthe ctcaaimtiicatzarh tesmireal  domespagidinghte kKR voice call
networ k supporting Vol P standard, and the collect cal

it . , i Di: 's..camuni cation termnal are
frof e GeiBlafly § DmABRICRL It ik the PSTN mobi| of | P

network. Al'so, the term"gateway"in the present

i nventongerting anse fronvthe readpigecs corgmuwnisador feemanat into text; and
networks, and will be used to describe the preferred
enbodi t. havi conmpatibility with H 323. Thus, it

is agg%?%QPE?m

0 those who skilled in the art that the
gateway can be replaced with equivalent entity in

anot her Vol P network that supports a different

standard fromH 323. The calling gateway can exist in

vari o fornsg.. Ihe .callj . C ' .
Uhe Trans3idlied SGpifF Lo HhEIR et S oniE R FELBHoh Bt notice
sof t war e/ hardwar e nodul e, or can be enbodi ed as an

requestependent devi ce coupled to Vol P network. The

coll ect call request generated by the TTS-coll ect cal
server 200a conprises a collect call identifier, which

is recognized as a collect call by the calling gateway

or called gateway, and a phone nunber of recipient's
conmufi Tiet method of rlaial 1, windeint aél ewdnk eonditienh lis a eegeption of E-
can further conprise access information of a called

In% teway so that the calling gateway can send the

Ilect call request directly to the called gateway.
If the collect call systemusing TTS includes a
gat ekeeper for RAS authentication and gat eway
assignnent or a collect call proxy server, the coll ect
call reguest can further.i.nclude .access information of . |
the chi S¥FSyREnEgRSHINE SR EEANER 1B Yaigs o bf ponitg 4 recipient’s

server. The called gateway is coupled to the calling

cofiRN@Yioh fdrating viaecolettalletovaplisingnd is el ectrical ly

coupled to the collect call swtch. The called gateway
enabl e voj ce call between .the recipient's ) . )
comminiagrsabiset elhFP: AREISEREES RRoSVRSK (oaBditen andsideyification
200a by establishing H 323 conpatible link to the

calling gateway responsive to the collect call request
fromtheTTS-collect call seryer 200a. And, the called

gateway notifies a coll ect Gall to the collect cal
swtch so that the collect call switch can perform a
billing process. In the first enbodi nent of the

present invention, since the use of the Vol P network
is not charged and the use of PSTN link between

I B T I ] T T Y | - e . e
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recording by voice directions to the recipient. The
requi red steps nmay include providing a voice direction
WO 0008mb288 a cat egory of question and recei vi NBCT/KR2004/003401
information that the recipient inputs as a response.
At step 510, if the recipient starts to describe his
eventcondi tion, CTl records voice and then sends the
recorded voice to the TTS-collect call server
. otherwise, CH sends the voice to the TTS-collect cal
infeupation off tasignt ﬁé@mvrﬁgathnnte@agéhodet@tpg raPc OFHIggce of event
when the recipient finishes inputting question, the
coﬁﬁs@gﬁ(ﬂﬁg tf WeC&ehB ciifififior, And tonflih® ebntER bf SRHY fifio 30Re to be
t ca etween CTl and recipient®s communication
termnal is termnated. In case that CTl_ does not
sentelhor ¥CipENE’s glogppynicHwne ramatal | afisn t coppectiagnh repdleeth call to the
call to TTS-collect call server. At step 520,
- S : VAN i .
re o G b BT b L PE e BRGSO Bl
(1) voice recognition software/ hardware, or (2) human
oper at aolledth @agoﬁwﬁﬁh,edionmin'gs the opadlget ncaliTSoc dhd exctipient’s
call server. At step 530, the TTS-collect call server
cofBiflcBubl &Rl B ALY oftfeck B Rl PbApAs B Y bniication
result. The search engine may be included in the
infoimsatonl frentsacal TS seHed rcallr sencratmel sandingt the nlice from said TTS-
Al'ternatively, the TTS-collect call server extracts
. d text. Also,
colfot Eal 4Bl e ECHIRRES LerBbiCiGERKEIRE " T2 boar a
till a certain answerer nmakes reply. Al so, the
converted text can be sent to the predeterm ned
answerer to nmake an answer. In case of using search

engi Lt b S : st it abl
aneud Thi el BF Sl P et P ErRbait fios TR R A Prs-
represents how any keywords the search result

coliagt talbsesver lahd sdié collert nalbpeitelt Brseipgr droVolP reesorkh, t he
answer can be sunmari zed based on the search result.
In case of registration of web board or forwarding to
answerer, the search can be regarded to finish if
reply is registered or the answer is sent fromthe

answex &he dystemi eficladd 7, wheram sactenvennitaidndiredreneednedid TTS-
into voice is registered, the TTScollect call server

ends, a col |l ect..cakl  request, for. the ;pient's
colfEh Sl it enfSia e APt SRRAR B FRE,Toh
through CTI. The collect call request conprises

identification information(e.g., phone nunber) of
communi cation termnal and will be sent through voice

net In additian, -PSIN cal I we TTS-col | ect
ool 1 T g s ERPr AR 2 WheefiC i A solfgrgal ftver S8 boupled to
Alternatively, if the TTS-collect call server includes

mofe ithanc oupl iatbrinativo | froviditigl eervdiovi aetvorkeamb ontdi® updated
collect call switch and TTS-collect call server is set

. up. tailed description will be omitted. At step 550,

ingimaBon Rpr e PHRMERna v e sePq 8 porce iR b bt et
call switch nmakes a collect call to the recipient's
communi cation termnal by identification infornmation.
At step 570, if the recipient responds to the collect
call and accepts it, PSTN call is set up between
collect call swtch and the conmuni cation term nal
and at step 580, the TTScollect call server converts
the answer into voice and sends it to recipient ' s
conmuni cation termnal throygh the collect cal
switch. It is an advantage the third enbodi nent
that the service according to the present invention
can be provided through PSTN. Hereinafter, by applying
the present invention to an Internet application
service, the enbodi nent of providing the detailed
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