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prophylactic treatnment of Tryocardial fibrosis or
associ ated conditions. In particular this invention 5
concerns conpositions conprising certain active
fragnents of VIP and their use in the treatnment of

myocardi al fi brosi sTVEBNIrRgmeupndangtheids efissei’on of t he
prior art. throughout the specification should in no

way be considered as a’f‘E@?ﬂﬁI@?\'fLoﬂEﬁbat such prior art
part o

is widely known or forns common 10 gener al

know edge in the field. In nmyocardial fibrosis, heart

nmus c [This igvertiohacletds by cdmimsitions end setrods fegherapebitic ©r pauphylactic
interfere wth._t flexibility of t.he heart nuscle..Ilt .
hreaf o mibsetbl Rusaud O pospeiitee PondiiS I ewuirh s oy invention
fcBn@y& donkjRBftiont 8bthpHi8ng b8RiPictVE I?ragﬂﬂnﬁ REWAP And their use in the
fragnments of VIP in therapeutic and prophylactic
ticatmans af mypcarjieb@brgbial fi brosis and rel ated

conditions was 15 described i n PCT/ AU2005/ 000835,
incorporated in its entirgt %?ﬁhEPby ref erence.
Conventional view of strucC QE%Q unction relationship

Wth respect to VIP activity is that the N-term nal

am no Aagi dsqussiomlofihe pliobirt drreughopothe 8pdcification sh@sd &t o way be
for .signal delivery once VIP binds to its receptor,
ennsifiard ay I5Hen H%ﬁme&%ﬂ il haEroE™ rdgrmiRst of common

BRANARRMeddR8n MeRidi@! ecul e, distal to the N-term nus,
that are inportant for 20 receptor binding. This would

suggésmyopartlial fibapyisnbeartofiusgleHs repdided dpy dibrdesrortshar tissue. This can

N-termnal., residuyes.qr .significant rtions, that . .
SRR n ERLOUT B PR Bodl BB s aBe ingignetion
fabdl,| ey ehtuAICY, it® Bodrt héadd failgre. $is@IF &3P vhd Berfal®fr¥iRents of VIP in
fragments, described in PCT/ AU2005/ 000835, 1ndicate

heaapegtie and prophilactic eatyem of sufogandiel dibrasiseandgelated sonditions was

i . ' I ' NN

B 1 PERLO o Roo ORI e APTES e Bl Fedlee

frag mmmhaMEEw of b@ﬁctﬁi‘eguﬂ?io%l\tglaﬁ@hshhﬁwﬁh espee :ﬁ% VOP activity is

condi tjons .,sych .as nyocardi a i brosis, that wou .
ﬂ@&%e@éﬁww pUa ERpIER fled) de dBRPHRTE quhneqesiagy Fy signal

(e bl P 50, 4L SO o
2680dues 6522ghoRrCHe AUPGOELO.04,86:8al 12 tHSUNAMARNGE thEHE e important for
Ircl,\c“égt%rrr 'b%ging. This would suggest that fragments of VIP lacking either the N-terminal
residues or significant portions that encompass the receptor binding residues would not
be fully functional. Earlier studies with two VIP fragments, described in
PCT/AU2005/000835, indicate that such fragments of VIP could be active, at least in the
treatment of myocardial fibrosis.

It is an object of the present invention to identify additional fragments of VIP
that are active in the treatment of conditions such as myocardial fibrosis, that would

overcome certain disadvantages associated with using the entire VIP molecule or large

portions thereof, or at least provide a useful alternative.
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nyocardial fibrosis is not 2curtailed by either

deletion of the N-term nal residues of VIP or the

majority of amno 5 acid residues responsi ble for

receptor binding. In a broad aspect, the invention

rel ates to conposi tSUMBIARY OF TRIFINCENTION

therapeutic treatnent of myocardial fibrosis or an
associj at ed condition, such as _hypertension,

conpr Pesnifg the gy peyeiling wwelf Wé% ppesipgy fanddhatggtivity of VIP

oéﬂ‘ﬁg 11? %Hﬁ%% fngﬂé‘k;g t}ﬁ%ﬁp dr &eﬂhSﬁBf %@F%;?&?fr %%WSEIS is not

1Curtedleéd bysutherahteﬂoa@(ﬁ ﬂErN-eermmarl mesaxd:ued of &3P duths nﬁiaJ d)mxylﬁ amino
of .nat L&/e VI P, qr, gconser vaiﬂg&n substitutions thereof.
ue?ﬁ-’é?"rﬁgti} TIECORLRS % core sequence amino

aci d I £610d4 8shedd tHeQnventioh rélafels ¥codhpositRhs Cf@f‘?l%{)Hﬁﬁéﬁéeor
substitutions théreof. Accordingly, in a first aspect

t therapaviénitréadmentrad e grdial é‘xbnqsmcprtanmssdcmted gmndpiwl, atf;hlas
therapeutic treatgent o S or_an

dj.al
bseaiBE bR HEMIGHsELT srapti 8T &G fomctional

phabaaBRUAlesHal Yeride ¢VIR)Eagats tMest p@ﬁ@ra@ry, EHéf(VIP) fragments
functional vasoactive intestinal peptide (VI

f haNgrAs BLooThspdrenge 4gino @(@d eesihigs e & oﬁmtﬁ/@ \élé’b @ conservative
| t P
;u Ssﬁ#ﬁt%%{lg thlét%o# 0H8$ve ﬁm\% alsfoq{avg §r\é %Ed\*ergce ammto acid

utions thereo erre Ive

ofesMubs 86 & 24 cH’(rfhfﬁﬁVlP \ﬂr%ﬁseiﬁa)twe‘s’hlﬁ'}(tﬁitikﬁﬁ thevdd?( 6 12),
VI P(6-20) and VIP(6-24), with the proyjso that
f r agrBREEdpely; tma Ky asdeqt thgem\wm BLoyisles g campggition for

V?l‘blp{iglﬁgu &bcl‘l\gr Jutlctt&ﬁtr%’egs? ofﬁly&%difa[ ABIERLE an h%!:l%l@ki%ndltlon

VIP (6- e treat nent
nﬂmmamjxoaﬂtmﬁ lcbmpnsmg apharotdeeunticaly offeat\echnwndoﬁ QIeNs more

S as .h rtens e assed the resent
B R iaterd b Gl P ER oty b Byt oot Segponce
as&iﬁbeac}ﬂ Rl RIM0 3 dakivy FMY, ordeAQHIRG stibstialBns thereof.
patient and/or with the severity of the di sease or

condi Thepreterredsstivefagmentapf EI:P eV IBEA-46k P - HadVER(6-10),

appr@giril)a?ﬂ)(éfigg d?iﬁn(g%) 1O 1% o{ha{‘EQ%ﬁ‘é 'té’VIP (1212) and

d¥P y&d8¥ sro Avdiaslages Heweversthe usdof VIP frﬁgenam rmﬂudmg VIP (1-12)
nodel s descri bed herein, or with reference to

P@fd XB} tro29)donthedreatmens of mivaeargial fibrosisead other a%sa%léﬁed conditions
r phyl actic

R e A L L et

assoc [th: phhrnram:ljtlk:al@neffedﬁ@e aheustorfpasictivoN I fapmegiwil vary

phar naceut i cal |, ectiye anmount of one or no

F Esrord bRt the Rads A @P & é]%‘??eﬁﬁliltypf’gﬂ?‘? @éeaéwmonﬁmon These

f (AR B PR YERGaRSd By 6RE SkilEHHEME Grt b TbiPneAG&hErimentation. An

residues 16 to 25 of nat ive VIP, or conservative

s amppmajc dmge tetngpgasfa staning polm,@:aﬁ bederived from dosages administered
PCT AU2 0211%6%‘3/? 8 gr%ggr?ggg‘eﬁ’trle%ﬂenlacgﬁg b&‘f’/ﬁ %?000835.
Accordmgly, in a second aspect the invention provides a composition for
prophylactic or therapeutic treatment of myocardial fibrosis or an associated condition,
the composition comprising a pharmaceutically effective amount of one or more
functional vasoactive intestinal peptide (VIP) fragments having as a core sequence

amino acid residues 16 to 25 of native VIP, or conservative substitutions thereof.
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or nore functional vasoactive intestinal peptide
(MIP) fragnments selected fromthe group 5 consisting
of VIP(4-16), VIP(6-16), VIP(6-10), VIP(6-12),

VI P(10-28), VIP(16-28), WVIP(6-20) and VIP(6-24), or
cons eXocatdingdy snlshird adpectrtbe friventéwf profideda domposition o1 a

fourt spegt the.invention provi a conposition for ...
SPOYAEAE B Copipor i RBeT Lt RS o PhAd Rt apd Hndicon
fhDE SRSkt AMARERC FHal a&:@ﬁ@lauy Iectivd HROGATPORE bi BBre
conprising a pharmaceutically effective anount of one
dimetivnal viegodctiive intestiapl neptide &EP\) &ragmenistselaeied Hopt thg group

telpring SVELTeE UER £ VIRBTIIYRIGER \IPLER O mytp 629,

COIPROS0} ArdMSIRg6 -2t & icoivweRiation subBiltutiensithiicof.st ered in
conjunction with a lﬁghar maceutical ly a,ccegt abl e .
car r iAgcordipglringefou aspsgt the MVEBARN RIGBINRS # FOPResition fog,

i . . i . ot i . dition,
i i i i g
ahe thepositi@nddnoprisirya phethuackatictlyerffdctipe adbenttod one or more
i pcl udi pg dyes, preservati buf fers and . .
peosa] thantdive imstmeLheange (VI TRgsE 1ol figr iy group listed in
pfﬁ?@flto_r'cﬂﬂ AR sBYitdloaQ ek ude ot her active agents
useful” in the treatment of cardiovascular conditions.
The pHercvagesitiooad! dempesiion may bt administered in feHunesipn with a

take any.syjtable form. but . .20 i r ef I )i -
b RS B g st P e RS o oAb B f o
Odeviseld BEthft&itnd suft a1t 6F thnh@ledreddl otswell as carriers, the

adm ni stration such as patches, snuffs, nasal sprays

aptdrmipgsufival somppsitipe o£ihe dxventon mex énciyde qther ingregdigats, including
art. Accordin Lk eqt LV eRt e £11
i BEEPL00 A8 B RERRSL keIl Glmpsiions of e
Myressat thvahtidn Mapalss imiudervtles acivesdgedisanefiil i the treatmant of
subject, the nmethod 25 including adm nistering to the
s%ﬁile&sc%awpmiymrqi al fibrosis or an associated

condi T@hmﬁa&%ﬁpﬁ%bfﬂgg.@ﬁ&? 6Pfhd iR&ntiOn HR§ tdlR\A@R suRble form, but
The conpositions of the invention may be used fo
pisgvefatablyrsuithioleyfotadministratipmesysirel) ingfavesdushinirgasrular or

cardial fibrosis, as . well.as.to.reduce the, degr

B Gl rp R OTeb gy St AR UP R LD BAEhSy Rt nasal
agRgftant i HIVRN bOsledttd Mode SkiRedBE fA0Ertof prophyl actic
treatment of nyocardial fibrosis or an associated i
condi Apemding tea Sifithj aspect thetinveniph oepvidas@ methedof therapeutic
adm.ni stering to.the subject | '
B S gl Do el PRl L R ot
CRINASIg ddaiinBREAE 6b 1@ stibjetihieith myesdriiahfib/fls 20 6 AG662RA
PCT/ AU2006/ 001869 4 . )

condition, a composition according to the invention.

The compositions of the invention may be used to prevent or slow down
progression of established myocardial fibrosis, as well as to reduce the degree of
established fibrosis.

According to a sixth aspect the invention provides a method of prophylactic
treatment of myocardial fibrosis or an associated condition in a subject, the method
including administering to the subject at risk of developing myocardial fibrosis or an

associated condition, a composition according to the invention.
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Wth respect to prophylactic treatnment it will be
understood that such a treatnment would benefit

w@aswrioczb@r | y subjects who are at risk of devePOpAng06/001869

myocardi al fibrosis or an 4ssociated condition. As an
exanpl e of subjects in the risk category are those
havi ng hypertensi on, diabetes, nyocarditis, ischaemc

hear i sease, dru such as daungrubicin 5 and
e B T e R R p—
RicReH BRRSi birBBula®y BRsjeGORHD biOR 5 S%nﬁa i i
Syndr one afr)1d _F{hglg%c hrj%rmcyt orfcgi,ﬁlﬁiﬁ gﬁg‘%‘gﬁp eyé%arﬁ%falt %berOSIS of
i Resociptad qonditiap) Astanexemphktofentjestain the risls eateg@y are those having

vent. or ..sl ow down the devel o nt.. of fibrosis i . .
BREUEAORLY BN HOUDE HeveboPEnty. Ol LERLORS Bunorabici
ahd ethes Wisivie aiuges irtdanc&ahkottRapl, fehklid!pRdRPosition, other
echqcardi o raéhy. For exanpl e such signs are present

8s

PRGBS syich 8s B0y vPysieme ard Phacoshmmoeytomashigh salTHist and the

i:ngi | | ' ' V. hi gher.. According.to a
UBEL 8Fe5 kDol R bR by 800 B ASCn PSGRY Bt efetope
pf fiptogisdn thecat oisk gtdupr Hiphliroportioe af s@idctsahay SIngAshaVesigns of
caﬁs{jiﬁac %ﬁl | ure Ln a_subject, the nethod including
S hractarlpnspnicshessediogiaplae t Forrexamale syph signears prasgnt in nearly

i U8 i3 .
S P tont e Ao SR HBEGU L kv e
to a dicghrdingdepseventinespentbainiventiqr mevidesa mettridhdgrafhylactic or

BB shelign! G<nettb e rltfiat B S tiFch SeBeaiod including
bdinist@HR0E thOGlbicbk BGHADT RSNk BondeRtitd G g ERte, 3

conposi tion according to the invention. According to
BharAapeuiicaksaniositios acenrdingitothegnweantiges a net hod of

redugi I n.Af O t,ion _or..enhanci ng cql l.agen. .

e Bai Rl QL0 O SNADALO B AR ing
telvelspiahibitthg arabdiinggtha @H6 ducséi€ lof Peb-£iBrotib ehediHRdr8 &4 a Subject, the
conpasi tion according to the invention. According to )
methodinclydips adminigterning iorthe 5ibient 8 epapesitiomescheting o the invention.

H . gy .
ther aﬁ%%lﬁﬁlﬁ% an RiAR Q%ﬁggtct.fn% &Vﬁéﬁ%{ aofdeg § methad ogf reducing

hypertensi o e met dmnisterin
cdlbagess (yjmation ar ednpdsg colapeadegiditivg ihohd daedineuriBile 00a subject,

é“n% Ac[ﬁ(gcgdip .to a.eleventh aspect the invention .

U g Igterigg s thgubietfseronpogiion agcqrding to the
avehieit ., the nethod including administering to a
subject a a conposition according to the invention.

It wiktorgiagappaménaspect tha svekiion prdvides & mettaxdtoftthaspdutie or

. O e of..the conpositi.o f .the invention
PRbh i e Bl PP T8 i nrlh g S SRR e
Sibjdrea esmpoyitibadcoidng i the ateatigy. t he nature of the
di sease or condition as well as its severity. The

as s oCFEddE oA gleyersh espaghihe inveatiomproyidss aaether of lowering blood

[ : . iti . of th .
R L A
ahicasting fochd\DVAAMH. 065226 PCT/ AU2006/ 001869

It will be apparent to one skilled in the art that the pattern of use of the

compositions of the invention may need to be altered for optimum effect. It may be
necessary to take into account the nature of the disease or condition as well as its
severity.

The associated conditions, which may be subject to prevention or treatment by the

compositions of the invention, may include left ventricular hypertrophy, diastolic
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5 dysfunction, nyocarditis, cardionyopathy, left
ventricul ar dysfunction and congestive cardiac
wo avo6e2¢ f or whi ch nyocardial fibrosis my bePErAU2006/001869
under | yi ng pat hol ogy). The 5 associ ated conditi on may
al so include conditions which give rise to generation
of profibrotic nediators or conditions which
redi spose a supject to nyocardial fibrosis, .5 such as_.
oimesapecH g HEr cesiemSADHRG ok VAR GHLISE g S Corfstive
|88 ; . BPARBLs ni | dnk@defiibt Pehology). The
SRR Y R, ByBRETEFIA0Ns cilte dnifidelTog ptolosy)
BEResi dinditionfmashalsd imebdt comditiows whieh giveuisate gensrasfongf

medi canment for the prophylactic or therapeut]i . .
prefabroRemedigiors ﬁi,%lg?[mng |VM1F‘?‘DEIS§‘F%C,’33 &P“é‘ﬁ iy Colcgridéaé fibrosis,
SN %)'r Qﬁarﬁﬂ-lg hYB&rtcpBigh Rgd/oARRA ALt Ritaltd) Gistaysefich@s diabetes and

provi des the uSe of a conposition of the invention in
thébkeranuf act ure of a nedi canent for the prophylactic

or therapeutic . treatnent. of .c tieve.. s : :
Fai IS Fiestd i el pacp IR RS SRR SHES of e jmention
R ORPREI & BreCTMhéEEAgen® forpheprphgluttical thyrapdiftiedteatngent of
amount of one or nore functional vasoactive intestinal
mFoqaedieli fthsotiy/ oPpn REsRgittadtcendition. t he provi so t hat
fragpent s.. VI - MR | the
| SRaeREn e, ptdich e B0 prbiaccihy Bicor bt ofe
©OSMRSIih Hemeafidtinsiofg neediqansentrioe ¢l prophylgctisf drdlsarppeatic
amount of one .or n&iée f,luncti onal vasoactive intestinal
tseasnerio! congeptive eiyenfdlUeavi ng as a core sequence

am nq A6Hd; LESbdHRInRnkiBn ?é’lat%@foza's%d?ﬁ ARidhonyeisMeR, or

conservatlve sutgstltutl ons thereof. Preferably, .
Pliaagaentisallyl &Ffdctivd 2noumcf o Pr nereincignal Mesoasthe| iptgdinal
Pr ef , the VIP to t
R e (LD taginenovigh blsaroaGhEhfRget VIR B3/ TP @-28) are
}{At%&ﬁéedl) , VIP(4-12), VIP(4-13), VIP(4-14),

(

VIP(4-15), VIP(4-16), VIP(4-17), VIP(4-18), |
VI P( - a@fher erRey HROpyentioprdates 1) a COppRsiianiOmmispies 25

ﬁ%&yé@:éw é%%:t]}_flla?&%%%@(f on loE ﬁl%rg@%nﬁ?@a? g_/ésoggﬁve intestinal
gép?{dé (8)), frddntnBs Hedhing élaR(be selyhiencdlaRibe A6l residues §-107r, 16-25 of
I'P(5-18), VI P(5- 19), .VI.P(5-20), VI

| P(5-21),
P2 copp b DAL Tpesioss Hispiepsay B 12) and
7 P(5-28) , VI P(6-10), VI P(6-11), VIP(6-12),

W@%%m%%@dﬁ% Y (P( 6- )15) , VI( P( 6- )16) , (6-12)

VI P( Brefathbly MhR (VAP Bzmext B(0Be b mora/freggergyeleoppdirgmahg group

VI P(6-22).,. 30 VI P(6- 6- 1.B( &

vomenael VI LR ey I VRGBT 1, VIPG-15),

‘#Igglﬁs)?ﬁip(ﬁlﬂ’z?’(ﬂ@(ﬂk), WPR( 1) 98)(4020)CUTH SN AIVIPEI-22), VIP(4-

substitutions thereof. I n another aspect, the

DBy SHP (4524)s BITRHERS)1 VIR G6mDTL(4- On VABK- 2D SEIRG-40h VEPGr LD,
et t, ,of r i i ' ) )

SRS, W o TR 4B PLS TS, it [PV A 79/ VIRGS-19), VIRGS

19), VIP(5-20), VIP(5-21), VIP(5-22), VIP(5-23), VIP(5-24), VIP(5-25), VIP(5-26),

VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-11), VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-

15), VIP(6-16), VIP(6-17), VIP(6-18), VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22),

VIP(6-23), VIP(6-24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(10-28), VIP(16-25),

VIP(16-26), VIP(16-27), VIP(16-28) or conservative substitutions thereof.

Tn another aspect, the invention relates to a composition for prophylactic or

therapeutic treatment of myocardial fibrosis or an associated condition, the composition
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WO 2007/ 065226 PCT/ AU2006/ 001869 6 conprising a
phar maceutically effective anobunt of one or nore

wo eowcee@l vasoactive intestinal peptide (VIR)T/AU2006/001869

fragments wherein the VIP f¢agnent is one or nore
fragments selected fromthe group consisting of.

VI P(4-10), VIP(4-1 1), VIP(4-12), VIP(4-13),

VI P(4-14), VI P(4-15), VIP(4-16), VI P(4-17), VIP(4-18),
W@%ﬁsq@g)ﬁ phwgutg@; ly efqu:b{vg aglozlgj.s 0 qnep)(rmoggﬁmctmnal vasoactive

‘iﬂtE’s(tﬂxa? ndé/ \gﬁ(ngr’aggnenM geu%%e’ V@J E%ggn%gs or%logg@ %?)agments

\sq:l tsd firajn, thvgﬂ@bcmgmtmg &2 BIA(8)10),WIP(&1 1)l IP(4-12), VIP(4-13),

I§§451é IP(%I@ EV’%’% SOA é@%@%}\fﬂ’ Pl&g \;If@ 19), N3id50), viea-

m)D(\finﬂiz), VHF(@523?8\)'IPV4JEQ55 \ﬂIPElhlzs)Vk/ﬁﬁF@ ‘)’IP(4 27), VIP(4-28)
| P(6 | P 4 6-
Vllﬂéiel% iP(‘@‘IlF]?E 6VI 12)JVFI>E 13) VIR(|5+:1(4<5, \zma(s 19), R{IBCR0), VIP(5-

}?)P‘é'éﬁ’ése 3%11‘\(7/}%%(61 9%6\51%%@9%}3 ggs) fo){,\/,g%’ Q\%ﬁ’(s 23), VIP(5-24),

vupx(sm)zﬁlp(sszs?(\m(mn WPB(Q@ \2@)(6 1, R?(Hég 121532 vm(é 12), VIP(6-

[]
i§>p§/§H6aH)Z\efin{3a%e VR G-SP R b bﬂa%ﬂiﬁpi&u ViRgr 19VIP(6-20),
WP(@ aVIP(G 24 VIPEB‘E%%EW 6024)"%‘ } ~IP(6-26), VIP(6-27), VIP(10-

ert nsi on, nprls
@&)awriﬁ(détﬁi),cﬁlﬂ(m -126), MIP@GtZ?\) eVH?(D@J-QB) &fcoasevatversabRitutions
&gnc i onal vasoactive intestinal peptide (VIP)
nts wherein the VIP fragnent is one or nore

(/Ir g G(Jafpaﬂé);ﬁhe‘ﬁ @%}%Eﬁt&- ﬁ% fﬁvé}ﬁbh ?aaﬁﬁ WP \)ﬁ@%b}ﬁ% 13 ;\)ﬁoggxylaithcs or
them@qutlcstfeaﬁvpant(oafhme)r;ensivnﬂm cmppsm/d)rP@ﬂﬁﬂx&)ng a pharmaceutically
e Byt HioaE 3 3re Mppgned sbloactineiinsiats penida ¥ BMfagments

Mha(eﬁrthQ)VIP‘ﬁlaQﬁlénﬂis bhe oM'aneSfr entL81étdd(Pork e roup ¢ nsisting
VI P , VIP(5-17), F’% g

b!;) Vi}fi(é(léb ‘@2?{4 (18(4213); VW(FP(H),Z@P@ 15) VIP(4-16),

@ﬁ ?’733% p(Y, '1@%, Y18t 9)be1§((§16£0§,1¥11)\({1”3§,? éﬁ% 2 VP vipca-

XA)PV&’(alaz)S) wm%)l,zv)ll)(mn( V{H@)zs)WIPgﬁic)z)l@)}?@ 11< VIP(S 12),

1%% %’7\}IP(¥IIE)§ %Iég%“) V/IéiéalQAYIP(w 15@@,18) WRG-19), vipes.
SOPYER G20, WS-G0 R U BV AT 83) viK £060 viR-0),

or’con
¥LH£§t28fa WIP@RED)t ‘ﬁﬂ?(édﬂ ), VlIP(@fIfé)r APE6- 1 DOWR(SH 114) OVIEP(6-15), VIP(6-

B R BB QURRLAT B €55
G e ) VL2 629,

Mg)ed@'l%} vIp h]é 37r)e‘émﬁ=6r@8) of C@éﬂdambﬂitmomdhdﬁoﬁ ons.

Th be, f ;
YeiRfantd Aonb SLERERE il Bt Baah S 88 gfminigiered in

ijmmtwl@ Wﬂara ph@tihzﬁf&uhddlﬂy&ﬁ@éﬂ%e &5HEC The Hl@d}’ PRI Be
rel, ates%{o met hod of  therapeutic or prophylactic
administREst ingenipeiion with Png phimess eheractive aesptsaisafiin the treatment

SR bRk eoRdoRE. EPhey hil PN BR%nce, be formulated for

administration by oral, intravenous, intramuscular or subcuticular routes.
In another aspect, the invention relates to method of therapeutic or prophylactic
treatment of myocardial fibrosis or an associated condition in a subject, the method

including administering to a subject a composition including a pharmaceutically
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i ncluding adm nistering to a subject a conposition
i ncl udi ng a pharmaceutically WO 2007/ 065226

WS A62006/ 001869 7 effecti ve anount of one PCT/ADRE®G/001869

functi onal vasoactive intestinal peptide (VIP)
fragnents having as a core sequence amino acid

resi dues 6-10 or 16-25 of native VIP, or conservatlve
substitutions_thereof. |In anqgther aspect,

Hvereigwunbetaneor mepre furstippa) vasoachvg @ﬁéuml@ebmde (VIP) fragments
Hﬁ“fiﬁ% }ié 2€4 e%e%\%nké SahseRla I%fs [TO4 36 giﬁ% 2% ?5%?%5\/1@ o
a330|ate |on|nasu1ect

condetidiing swtdtitutioas gkicof to a subject a corrp05| tion

accot di to the present invention er aspect

the. ThUMES ARPeCh 1@3@@@%@%&5 ﬁ%a n&?ﬁhqdr@n g?iélaﬁ‘%“& op prophylactic
ReoBRY @ﬁh&&cardlﬁlel%rﬁﬁﬁ‘ br 2 2 d3¥Q5@4 gbl?dltl(gﬂ 0 fﬁigfecf) theédflethod

associated condition In a subject, the net
inedudine adynindstdringgo @rsubggcﬁapommmoa@tccudmgrtp tmi preswnt invention.

It Egl E}}%rﬁ)gheg%%%q% %nefsr?/ 0 %,{a%g%?tm?c’e\hlo%( g ee}%tee%c or prophylac‘uc '
WeRattnl @ mydMalRid fisddsis oMAPAsdodidkd coAdRidn &P subject, the method
VI P(4- 16 Vi P(4-17), VIP(4-18), VIP(4-19), VI P(4-20),

m d4ng 1nls¢qrm,g40 a3 bJ egf| ompg)gl)tlonw ding gpe or more VIP fragments

e e e
VIIPU5LA)EY TP (4 180, 5V IPLFL 6), WIP(AEl’@?VIPMLII%OSVBPQ%W) VIP(4-20), VIP(4-
}2/'1)5 Q@Pé@%@ﬁ'ﬁ&%ﬁ%@g&?ﬁ\5){1;23(2%2@\7’;\7?&31226%? VIP\&-FE%)S,'VZI%)(M;)
SEETET R SR VRSl R v
\WP(\HPGSQN) VIH§6192WIP(5 VORNIPEEY1), VIREE22D)2YIP(5-23), VIP(5-24),

&&g@ﬁf}%gjéﬂ 3(1%2% gggv'\}j{;{’spﬁ) VI£¥§ PSMVEI?{@ %/)7%&621% VIP(6-

‘1/3)%1113(62134), V!IP(%DIT5§ evnvgsmp \HP@;ﬁH)t YP@ORR), Vh%qgj vx@% 20),
Pref er abl i s used revent or slowd

MIB@r2sV 6&2),@&1’6@126)5 B (6- 21%/)0‘&’&? 6r295|f) VIPn{ﬁrgléD , VTP 27) VIP(10-
o SR 2L 026 150 28, EORR T SRAhA ions

thepertt ensi on, di abetes, nyocarditis, i schaem c heart
di sease, | eft ventri cuI ar hypert rophy diastolic
dysf GFerpbly, theyesshadisused to Rieieat ohsjos Ry progipgsion of established

FFBREE R MDA FORBSSMAY B PR Gl

pat hetadeybly the emociatet cmmdlhplﬂrsdglpeﬁmfbnadlabetau moyrogiditisn
SRS ANED e et RSPUSST, SRR DAY, o,
@aarbn«%yoémsir R%eﬁﬁiiuﬁ? ﬁ?ﬁﬁﬁﬁtfbﬁo&dﬂg@ﬂﬁw Bt Balde (BirSthich

and the [ike. Preferably the associ ated condition
myorcudias ﬁbmsd;umasommmmdgﬂy@g\pathdm),ttmatrﬁwgeﬂech'ags ich as

g?@g’[@[ﬂ%@égél msd 1? ?i%esus%, ggtgar%g%:tc![h%%%meaa&ysgenetlc predisposition,

other conditions such as Conns Syndrome and Phacochromocytoma, high salt diet and
the like.

Preferably the associated condition includes conditions which give rise to
generation of profibrotic mediators or conditions which predispose a subject to
myocardial fibrosis.

Preferably the prophylactic treatment is used to prevent or slow down the

development of fibrosis in the at risk group.



Preferably the prophylactic treatnent is used to
prevent or slow down the developnent of fibrosis in

w0 b@7m65226 sk group. WO 2007/ 065226 PCT/ AU2006/ BO1/862006/801869
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Preferably the condition is8 hypertension and/ or high
salt intake, diseases such as diabetes and the |ike.
Most preferably, the condition is hypertension. In

anot er aggg the invention relates to nethod of
t her b“éﬁﬁa thg ¢ is fypsriensiop apd/pphighsnlt mjdkeadigeases such as

s it 1Y HIEONAIP BroRBAIG | BBBL Ao REyPERASM,

including 5 admnis ering’to a su Ject
ri sk Imamsixpaspect, she invedtiooi ralytea ty/hietHodagieenapeutit br prophylactic
ent on relates, to .a nethod of

ERRHISEof PES Gl iat B aui LE oo el heRion oo kst eiaping

fadﬂﬁ[rﬁﬁéﬁnéoﬁé 4 ROjEet By BRAL AR Qhpokfi®n MRUNESL a VIP fragment.
including admnistering an associated condition a

conpsndtiess aspest. ik nyewnn rokateste @ m@tRd dfthagapmutis or prophylactic

J?é?]}hﬁ%l&?&@f;{lgleq%?gg %SC uﬁg%thli@%fe%%/lo\él( tpg4 %hc?d including
WiliR{dstdih)g anVAsRicdatd® tonduiidy( ﬁco’kﬂﬂosﬁiﬁnﬁﬁﬂu&lﬁg oné/ bPﬁl@relng
VI P(4- 20), VIP(4-21), VIP(4-22), VIP

{egguts aslected fiom tizs)zroumw(mstz@)o WiPEt 510)2?/}[ (4-M)PYIR(E8),

wg@grﬁohpé{' 1@? 5&71%;)1 isFg%’g?I@)g IP(%: 13@,5 ﬁ% “18), VIP(4-19), VIP(4- |
%P(\EPGQ&I) V[W;EASJZIPW\%% %?%24)V\%@%§)VIN4EG§ MARJ4-27),
Y3 el 1B 1y EkPég Taf VP 8 VIR L4y BIR(S1), VIPG-
1@9{5\/11%1591@ Sllﬁ?ng 1\42 R&ﬁ’(i‘}%) gé(@o)l’éhg \d@(\fnﬂ(@zz) VIP(5-23),
WWS@‘QJYIP (WISQ eV 12’25 26NWF1’E’6'2’B) VIR(ERE3VIB(6-10y) W{I623), VIP(6-

Ukt IR, Vinteriy o Yol afiterls Vikisan eV bug 1), viece-19)

w o;aVIB(s-zay b\%ltpv(é opy, aB(e- I vaf(6-22) e B &by VIP{’G‘«‘%) VIP(6-
od i s used grevent or SiOMI down progressi on of

82‘,} é{ﬁPﬁﬁsif@dVIIX@)O#ﬁ cAPEi%alS)f VBR(36126), \APErG? BbVYP([H AE8) or
?Fr&s@%ﬂb@s*ﬁ%&ﬂn&{?%ﬁ&%gfe t he degree of established
|

rosi's er aspect, the invention relates to

et hBetfahbly pihve mdtigodok asell Prpes&ut & slew H@Wh?h‘@essmn of established
adm ni Sﬂi?%‘ﬁ’ g to a subject in need thereo
BYREEd $¥ncl uding a pharmaceutical ly effective

a”DUPfefé}Bblzgﬁ‘e REHIR SR té’f’e%lgéé:ﬁl'e\ﬂg ﬂe@#;?é&é@i@he&ﬁﬁ%&ge

(M P) 25 and/or active Tragnment
phar heamwther esplecl tlxcioegptimblrelatcate methgd lofi Iceeainigéhlood pressure

aspect. L nvention rel ates a nethod of |ower|ng
BBy Sl B e EHGh Ghid Dhe@oER biigbedlon SEER IR
barRREShicHEY SBctide ARABRRSIINEBr I3 Y A8acfive intestinal peptide (VIP)
phar maceutically effective anobunt of one or nore

pishenactie fragmenabereviowith e phainrsputicpp esagptably da)ner
O PR S SRR o s
c@mﬁiﬂ@!&dﬂdmlsﬁdm@ttb tgtibjediin nB&l ®efeof a composition including a
pharmaceutically effective amount of one or more functional vasoactive intestinal
peptide (VIP) fragments having as a core sequence amino acid residues 6-10 or 16-25 of
native VIP, or conservative substitutions thereof.

In another aspect, the invention relates to a method of lowering blood pressure, the
method including administering to a subject a composition including one or more VIP
fragments selected from the group consisting of VIP(4-10), VIP(4-11), VIP(4-12),



I n anot her aspect, the invention relates to a nethod
of lowering bl ood pressure, the nethod including

wa@oadin7neReeri ng to a subject a conposition incledi/Ay206001869

10

15

20

25

30

or nore VIP fragnments sel e&ted fromthe group
consi sting of VIP(4-10), VIP(4-1 1), VIP(4-12), W
2007/ 065226 PCT/ AU2006/ 001869 9 VIP(4-13), VIP(4-14),

&1@@2‘1&@%@%2@5 of&?ﬁfé?zwv' Hpavi- 1.1, viee-
g(\ﬂ@%ﬂm W1P§4422§5‘)/1 (¥|2@éi 34) E{L%%’? vIPMIIRS A id-07),

\WB 5284y IP(SALPY, Bflw)ll)vme(s 123)5\)’113(5419;; snws 14) VIP(5-15), VIP(5-

JrboarEisi . Ydjspra bip . Ay G A 6220, Vibls-25),

WIP(SS.%%?VJP(‘SLB() SVESSgV}lLFYI@(SIQQ " 1@@)\3}{%{6616@ RB6-11), VIP(6-

\J'Piv\@P@rgﬂ Wi 6141,8§IP(6‘|1|SQ VIP®)-16), \V?IPQGGUZOYIP@ 18), VIP(6-19),
1g§662(§é IP(\\§' 2@’? %ﬁfé]?z}’\f gf%gg% 115’('\9%8,1%1”194@)2\5 | ReBi@38y, vipce-

VVP(\AIB(@B&))» VIR0 18), 2\6113.(16!1253( V8P@6)26) WE((Miz?)SNIP(M -28) or
conservati ve .substitutions thereof. 10 I n anot her

SeEEYatve fbstiffiens thereofel ates to a method of treating
hypei Qxﬂﬁhéi‘%sp&f) 0y 1'n§é1{]cﬂmargfyté§ 'tg‘ g ?ﬂétﬁ]&i 3UBtiRy fﬂfpee?tenélon

need thereof "a conmposition
pbmprmug adngadtéryngsth fassmbj eaﬁnawecﬂj ﬂier@ﬁ a@ﬁﬁlp@ﬁltmf‘@ fieluding a

nctio aI vasoactive intestinal ept.ide (VIP
PG AR SR s enbunbo eome o mane BBt ) vigspetive intestinal

idi Wf’t
SoBLENT gt oy DAL o U S RECH 25 o

nafifeny 1o ar ¢@1SaltVéfsV€t ibatifwiorotlierspL.t r eat i ng hypert ensi on

conp |ster| t o need her eof.

ac o%%ls | ﬁ“"d&”ﬁﬁg’él rglﬁ%ﬁ? Jg}ee@%qdccg]qeg g #’W%Oﬂ

aompifiding ﬁdrﬁi’mﬁ’stﬁfngf’fﬂ aQubjéBiCihineB@the ¥ @ 26MbY i b R RIdIRAY
pepti de (VI P) fragments having as a core sequence

H%I%C%%Cal ¥ @@w@e{é @munbof@mepsnme Gmctipnal vwaww intgstinal

g pg%tr(*{@it')' %nﬁé\l/&ent vz (ﬁnc% 4 het gﬁ)c;e annélggggd(g? Pauds6-10 or 16-25 of

haterdpd bt cnmewpmmw&mtwm thén‘ea:at ment of
hype net hod i ncl uding admini stering t

on,
subj @‘t:%nogher ﬁﬂ?ﬁ% El?et IN¥TRtioRaelates fy2 Biethagrof tesrepeyiipor PrOPhylaCtIC

GRS LA S Oyl ,)

SArpepiti®) incluilidg png 6) mowt PR fragmiynts WiR(tdd 8, the group consisting of

VY Tty V) yp el Rl oty v

W)gng(ilil)g)WE((&wp)me E’@BVlligvz M 9(15(412%)7, 1‘2"(1?(25& VJ[?§4: 24),
WM%SZSiQ%I (‘Wﬁk 5L Iﬁﬁg-27) \ 5282 MIP(SrL 6% ‘YIE@)H) VIP(5 12), VIP(5-

)%@(%3%49 \l’ﬂPZ% gS?gIP(% 5( gﬂﬁ@ 7)V{7F’I(Fg?61%g \{IPY% BopA)5-20),

VIIRG621),3Y IP(MR B, 6HRE)-23) WEle A8) VIGPG§H \M@Is 26), VIP(S 27) VIP(5-
Q\g)pg'lg’_(ég) \&#&21)%%}?(6\}|25§€1P1(2 )13) VIPE6 14), )VIP(6 ISS VIP()6 16),
VIP(6-17), VIP(6-18), VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23), VIP(6-
24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28), VIP(10-28), VIP(16-25), VIP(16-26),
VIP(16-27), VIP(16-28) or conservative substitutions thereof,

Preferably, the subject has myocardial fibrosis or an associated condition.



30 24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28),
VI P(10-28), VI P(16-25), VIP(16-26), VIP(16-27),

WWRM(A6228) or conservative substitutions therRGf/AU2006/001869
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Preferably, the subject had0nyocardial fibrosis or an
associ ated condition. WO 2007/ 065226 PCT/ AU2006/ 001869
10 I'n anot her aspect, the invention relates to a

nmet hod of reducing the levels, inhibiting or reducing
the pRaeribenaspecsithpinyertanslates traanethest of educing i jlests,
tiﬂlﬁbﬂﬁ '&9 geduhﬁg ltllféjdéngguc?f%ﬂ"og i)%—ﬁf)llo[ﬁ% ntleodiclttlc;l% iﬁ g%hl%%ét, %e method
conposftion actording to t present T nvention. “I'n

andtdieg adiapegtéring thehd subfiat & oompeditidrescchalitg Wathd pes&ft invention.
reducgin gollagen formation, 5 or enhapcin Qollgggn .
degr a8 a&_?t F 3SRCLHBe BapRceltrsdp @ nethed Qfusfiwdng cqllggen formation
'@Eﬂl%cirﬂg%ll&’é@n%gﬁqgﬂiéﬂ ttﬁé tGial AmdsbR o? H%ﬁ‘é&t fhe method
conposi tion atcording to the invention I'n another

asgeding admhimisteringribitimsubidchs esmpasitidreaccerling toghe invention
conpositipn according to th inyention for the .
rmnafaetURE G e ettt s Hroise DeacREApsiGen according to the
RiveRtivh 8ofitBe AbnuiMarAsrH Abdidoin® SbSthO freAeABSQRbAtySkis of
condition 10 Preferably, the use is to prevent or ‘sl ow
daxasasiad dibessis aringbsassttekdonditiod  nmyocardi al fi brosis.

A te ' the .use is to,prevent or slowdown.th

dever barel s Fub Fore oy BV SR peirg it B
piyelceddadd Fprosish A lugBativelyl, thenBEiC pr&@ntl60d16® dotvn the development
gét bl jshed fibrosis. Preferably, the associate

, d
[OSIS3R an &t HiskegrpuRnAlsgpretarablys thesuse iy toaaderetthe degrep of

leSGHAGH rt disease, left ventricular hypertrophy,
g?%s?%???bgsgfunction, nyocarditis, cardi onyopathy,

| ef t Pvedaablyc theassadjesddcontlition,is byprgession,elidetd] mgocarditis,
failure. (for.which ocardjal fihrosjs may be an ..
iieshis ih_%e}f plE#s: 188#?@3%&# ol Riagiofig &y ¥ egiiogsmyocarditis,
QRN FIYaty N AN En BB AyWIhGInAE S USR] dafliiSARREEe (for which

chenot’her apy, genetic predisposition, other conditions
supsisardinl Gbrsissngy belaowsledphgRhatobedy) dratyedvath divghsuch as

I i.et and., 20 the |ike..Preferabl t he assaciated ..
8 A EngBub SRR BEREE L Eoscion,
geee caidiehsabelpaPC bl Sy rdrdrRe bt PhifeoflirofRBtbiaORigh salt diet and
whi ch predi spose a subject to nyocardial Tibrosrs.

ably, the condition is hypertension and/ or high

[t pl , adi . ' . Li k
55 | AN S EaRE U T AT EERE LS e e
gknaxattomngfqsofibrotic inedlatds ogcomditions high gredikpbst magbRot 9

%?5%9?%&1%2 ﬁfb{o%{;} E’?gﬁeg%r@fyg ?hﬂcq%ga{_h;tgl)ls:n Igmoe;j@%/sliqpégéd/groﬁiéh salt intake,
\1419s)€£é§/ m,aszga)%(eee-s%ﬁa the[li(4-17), VI P(4-18), VIP(4-

[ P( 4- VIP(4-21). VI P(4-22), VIP(4-23),
VI P( &n 2apthervibrRcy {IRShyventoR(rdlaRB Yo the\dsPpfa Zdmpowitieadnc?@)ing one

9 o {(ﬂ% ’fragpg{tgée][ec]tgd frofn the 565 Conmittng oF VIP(4-10), VIP(4-11),
VIP(4-12), VIP(4-13), VIP(@-14), VIP(4-15), VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-
19), VIP(4-20), VIP(4-21), VIP(4-22), VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26),
VIP(4-27), VIP(4-28) VIP(5-10), VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14), VIP(5-
15), VIP(5-16), VIP(5-17), VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21), VIP(5-22),
VIP(5-23), VIP(5-24), VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-
11), VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18),
VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23), VIP(6-24), VIP(6-25), VIP(6-



30 15), VIP(5-16), VIP(5-17), VIP(5-18), VIP(5-19),
VI P(5-20), VIP(5-21), VIP(5-22), VIP(5-23),

wOo/R@7Pe249 , VI P(5-25), VIP(5-26), VIP(5-27), PCT/AU2006/001869
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VI P(5-28), VI P(6-10), VIP(64111), VIP(6-12), VIP(6-13),
VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18),
VI P(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23),

sV RBG0b OBLSE3). YIPG675 N BB 36) VIRBTTY B(16-28) or
nge(r%gl\%%bst\al (gn]s elﬁ(%@af 111\(11143 &%ﬁlfggcﬁre o\ﬂa'?ﬁée@ca%ﬁ)at €r the

conserva Ive Su tutions thereof in the manufacture

thérapeumchr@ammmacﬁo treattm:nt ohaywedmh ftbrogis pr @pmq)(a@t@qi gondition.
treat men ocar.di al. fihros or a ass

condlinﬁnB?t#‘er fape @FH%‘FCHHQB eﬁ%tes tBe u?ﬁ, i on&’ (ﬁﬁ q}mdu ing one .
(#J}ﬁoﬂés\eIPq{‘ag%éﬁ%%teﬁ'fﬁﬁn HRCIreh SshsRABg oﬁvm(m@r) AR,

ragnents selected fromthe group consi
AHYIP(

wrreem;oﬂl)(wsvx MRy 14), VIRt 4oy MR 97) VIP(4-18), VIP(4-

\;})Pﬁpé% vt %?21)13)6}’(4\/ )pﬁl;@l?)\/{fvf%?}l@‘gﬂ% PefviBu-6),

y/lt}ga@zi%\)LP(a\//legﬁgﬂgé)l()) Wl?w%%}i)w\r;mpmsﬂvm)s +13), VIP(5-14), VIP(5-
M)pfvgv@sg@ 78 e e R s 2B, F 8% Wbes ),

Pgés?% ?IP({ &%igz@ %%)}/WP%@XI%{S 6(7? 0 2@5‘ Pl6A), VIP(6-

VIP{3P@6)2), VIHRGA33 AIP (6L P STRE)1 3] V(Hiéﬂl@) VI\PK@@@% Vik(6-18),

Vm(%g@%tp(@,zas gq;g% A1) I é%e%)}’ '@,@%536 gz%‘ RkBr6lD3); vipcs-
%}#)E?SP@%@ V@i (ng?&lp(i\d 213()816 F‘(Iﬁ’(%)z@ VIIP(1§)(2|275,)VIP(16-

VI P(10- 2
68)2(5)qonkﬂr%tﬂy@-sﬁﬁsﬁtutmm(tﬂler@fzﬂ )he rwm(chgure ey n@qdlcament for the

onservative titutions.there
e B Hhao 3 HNBH R e TR e Renion
tr eatrﬁ@rﬂﬁh&fasﬁaé@%ﬁkféﬁﬁcfnl Braesits tHeyuse o8WTP oga fragment thereof in
hypertension.” In another aspect, the inventio

fhel memgadteretoi @ mskicagiont/fp lowersng Blaphisssurh jgch Preferably,

B{]e\é?iﬁégfq?%{t; 3 uo(JIre Enig g}ﬁ{a%% s s@fecﬂeﬁ\gﬁy\'i}rll {F]}g fng(ngPn%ﬁmstmg of

gpan ﬁO)OVIF(ﬂEﬁ)WIP(im ag nm(zsm)e NéE¢4e1j4);‘VH1t4ﬂi5¢ \GPG6), VIP(4-
consi stin

GPRRaDEE]S, Sieealory PSP 2 e Uy VI 0), B 4-24).
\Jﬁ% 4- Y@g’ QA}%() \ng& &7 g&’hé%érﬁ(@)lo) \’Glﬁgﬂiﬂ)l)vm(s -12), VIP(5-
VBPMP%M) WP((541537Y IP(S’”@O ANIZE-19), MBE&D@); 2/W(ﬁ’(@) 1MRP(5-20),
&Iﬁg%)mé gﬁ)gvgpﬁ)z%\{b?g? %%;')\’Iwés g;r’(% 26) Y RG] VIPG-
g&f@?@lﬁm Virgéﬁ 1%,3)IP(61|1§§)ZI?§9-13)WB((5 =124) VIPW-P6 5 VABJ6- 16),

6-10), VIP
I\)H’(NHPX, NIR@)ISSWHtgé 193) VIP(6-20%B v}.m 6 ﬁm BIH623) (ﬁ>(61 23), VIP(6-

Y SR Mt g e,

1612’?( Pax-28Y IP(6 26), VIP(6-27), VIP(6- 28)
Vi Pélo 8), WIP( 16 25), VI P( 6 26)

I
v P 1dn289>t ex 36D8A1R étrveag% atey (b KR Shehs U theypaufacture of
tOnbfEallSH £3 thd th\éhffoehpc Bltﬁ‘?roﬁﬁﬁ%t&%éé{rﬁerﬁfof hypertension. Preferably

the VIP fragment is one or more VIP fragments selected from the group consisting of
VIP(4-10), VIP(4-11), VIP(4-12), VIP(4-13), VIP(4-14), VIP(4-15), VIP(4-16), VIP(4-
17), VIP(4-18), VIP(4-19), VIP(4-20), VIP(4-21), VIP(4-22), VIP(4-23), VIP(4-24),
VIP(4-25), VIP(4-26), VIP(4-27), VIP(4-28) VIP(5-10), VIP(5-11), VIP(5-12), VIP(5-



a medi canment for the therapeutic or prophylactic
treatnment of hypertension. Preferably 30 the VIP

wo p@gmezee i s one or nore VIP fragnents sel ect ePICT/AUZ006/001869
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t he group consisting of VIRE4-10), VIP(4-1 1),

VI P(4-12), VIP(4-13), VIP(4-14), VIP(4-15), VIP(4-16),
VIP(4- 17), VIP(4-18), VIP(4-19), VI P(4 20)

VI P(\AIP21) VI P(4-22 (4-23), VIP(4

BR(IPEH5)4), ww(s,alsz&n%w 60 NTPEY-LT WV - 12@) AR (B¢ 19).168P (5-20),

&éﬁ A%é’o@?(é%’a‘glﬁ@%\éﬁ LR ARG AR BAS 2py, VIP(5-27), VIP(S-

VBRYEP(56)0), MFF(’M 1),7\m>(6/n£x 5'{11@)13)vvg((5 1119)VIP\(\IZF Es}i VARY-16),
STB{1 Do e oy 10V Vipde- S3b IV B G816 2T BLE 35), VIR(G-
g%lb(\g?féé?#%{wgz%@ ﬁ(%{ﬁ@,}ﬂél{ﬁggiéﬁ u;@g ag)@@(m -25), VIP(16-26),

WIP(B-20) VIR 828y.21) , VI P(6-22), VIP(6-23), VIP(6 5
24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28),

VI P(10-28), VIP(16-25), VIP(16-26), WVIP(16-27),

VI P(16-28). BRI EF DESCRI PTION OF THE FI GURES Fi gure 1:
Conpari son of tIBREFIHESCRIPTIVOCOFAIHE FIGORESI s in VKY
rats on a high salt 10 diet after 4 week infusion of
vehicle, VIP(6-16) or VIP(4-16). %ure 2. Conparison

Jigwirds oF empgrisonie dag deeras qf anyscardénd Throsiei@¥ K(zigfsopn a high salt
t t { d
dilfhet DR R doPbPIAAL | Vi Er1e) B ViRgERE® B

IFifasi X rComﬁaﬁHDh/df gvi}mcahﬁldl dibrodisvie ekts hgedl HueeksFzero time) then on

oLl B Lt 2Rk el er i e i bt 86 16) infusion
ng,%@r%gﬂmg\ﬁﬂme@) VI P(16-28), VIP(4-16) and

vehicl'e Control. Al peptides were
iFigunectd Myocarctiais”doroils BphbivedkasldiWK Nomtshfise d keeks 6 gb,rgé salt diet

o RER A b TaP R Lo o8 P PR P2 for

MleBicleMt sxtRs 2 A1 pe‘ﬁh&é@xféi@)inﬁlﬁd aaliosé 6f Spd1k@/minfot 4 weeks.

peptides were infused at a dose of 5Spnol/kg/mn for 4

vidgiuee 4: 2Mypczgd1abﬁsrosw@d§wb old Wik b sats afier ABechsor adiigh salt

:’Xrl(ge{ aaflggrsé%%{l %thl%% 9&&-&?%&9g§@&@r B?{iegx_ﬁcgg)@f’antrol. All peptides
oty e St i, o, bl

n
spigare % gMye perf) TiprosipdB g week § WI%Y r@%@%% wegks 99 high salt

Gl Rt B %hrﬂgé‘tvgﬁm IR IPEER- 28 U gV (i- 16 and

WP B 2091, veldldR{ @oiifig], Al’l RiptideOyere\thfagedt @4)doaadf Spmol/kg/min for 4
VI P 4 28) or control. Al peptides were infused at a
d8%&S-of Spnol /kg/min for 4 weeks. Figure 7: Systolic

gm PISSOUE BldoaBRssin (SBR) Af S8R afieM® QleSkOdh éihﬂ'gh%llt diet and
diet and treated W|th VI P(1-28), VIP(6-1

reaieg ity VIR0, BY-10), B0, Uk L )2 (o). VIP(4-24) and
VIP(4-28) or control. All peptides were infused at a dose of Spmol/kg/min for 4 weeks.
Figure 7: Systolic blood pressure (SBP) in SHR after 4 weeks on a high salt diet and
treated with VIP(1-28), VIP(6-10), VIP(6-12), VIP(6-16), VIP(6-20), VIP(6-24) and
VIP(6-28) or control. All peptides were infused at a dose of Spmol/kg/min for 4 weeks.
Figure 8: Systolic blood pressure (SBP) in SHR after 4 weeks on a high salt diet and
treated with VIP(1-28), VIP(16-20), VIP(16-24) and VIP(16-28) or control. All peptides
were infused at a dose of Spmol/kg/min for 4 weeks.



VI P(6-28) or control. All peptides were infused at a
dose of 5pnol/kg/mn for 4 weeks. 30 Figure 8:

w®Eyawobizes bl ood pressure (SBP) in SHR after 4 ReEPAE2096/001869
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a high salt diet and treattéd with VIP(1-28),

VI P(16-20), VIP(16-24) and VIP(16-28) or control. All
peptides were infused at a dose of 5pnol/kg/ mn for 4
weeks. WO 2007/ 065226 PCT/ AU2006/ 001869 13 Figure 9:
Qiigumlﬂ Syiipbioblopd exseure (FRIBFN SHR et e on ajegl salpdiet and

-28 .
B Dy Ve, iRl Sh R Fedhiay h Sogfipt CA eptides were
\Wefued dtAfdeseof Simal/kgnai fof 4 weeRd./ kg/min for 4 weeks. 5
DESCRI PTI ON OF THE PREFERRED EMBCDI MENT It has now
been found, quite surprisingly in view of the well
accepted views held in this field, that VIP fragnents
| acki ng ami no acids and notifs thought to be inportant
for their function are neverthel ess useful therapeutic
agents to r BESCREPTION @IFATHE PRAFERRED GMbyODAMIENT
fi brosis or prevent onset of fibrosis in subjects at
risk dev ardi al. fibrosis...Thu VI P .
{1 aotais ot bR S YRR ipatl B PRI e colebted views held
GRRAS HEIdY that VB Hh@ferft@idcking amii®adigLard mét thought to be important
phar naceut i cal conpositions of the invention in the

tfpetheirdmction arameyerhdesaluseiubiherpsutyy aggnls 4@ reveesg or delay onset of

C I

TRk IErk 3P OFRRILS el OP bl BRI Ak AF AR eveloping

freyocaydidlditalosad. Tl U Sragherits arcilwtedfut ﬂntdilbttnea)mnt of congestive

usual ly . target one, or at the nost two, of the known
afallereechani sns in myocardial  fibrosis. Wthout

Wi shi | fih HiRfreatment of

et o g ot B Al oG A o e TR Oh SRl reament

pnﬁparchallﬁhmsmér asheriated eontdittoms mepyreseatsgatevwilngsudltherapgutic agents

%1 @qscet'l %{g ' nowg}gr%?n]gétg rlf%r émjcg\f/cgglairbghgls ng%s%&géc’tieé conditions
Wsailerdef oRE o? QURE nid¥t L BT the knbwhTauddf$é Hedhiiknidiatmyocardial
VI P fra%{errents act as a mmjor regulator to prevent the

déwesis pWathoubwishingtie bg beunshhey atyapartitydardeqshanismpieetion, it is
%ﬁeg{g tf%(stﬁ? hg Xeu Sprg%a?%ogﬁg g? g%efwe%t]wﬂ r@ﬁa?;t%%rep%ﬁ'@ally all the

fdhﬂ@ﬁﬁﬁkﬁox@ﬁpidﬁﬁ)ter@bﬁﬁ@%ardﬁVﬁhﬁols@n seemto be abI e to
act in nmuch the sane as the natijve Vlgg
%180

mor e Quifhedsipof ﬂleWé‘?SSBTe%Wl%Ss ‘E)P?fc‘ﬁltshlélﬁéo
3;{5?[1}1&5 @Iﬁﬂg%}ﬁ@l{f% Set! a@ﬁ ﬁﬁf&m d];nreyent ﬂ@dﬁ@ﬁ)ﬁmem of

rranu ure une pect e a nunber - of
flitagsie am¢tHaathle |dagle‘ﬂm thIP may noleashi tHe symbasthﬂfsa rameber of

dongj ns, nl to be tant_f '
TERE PSR T ETBa DL P e BTy T W frienes of te
St B eI debilt8 bk ¥bl 36 hétlin RA MRIasn AN Ay 34 tRE BathR) VIP but are

more suited for therapeutic applications due to smaller size and hence increased stability

y theory, itis

and ease of manufacture.

Further, and unexpectedly, a number of fragments lacking certain amino acid
residues and domains commonly thought to be important for its function have been
shown to be active in the present studies. Particularly useful fragments are VIP(6-16),
VIP(16-28), VIP(10-28), VIP(6-12), VIP(6-10), VIP(6-20), VIP(6-24) and VIP(4-16).
Further, fragments listed in Table 1 are also expected to be useful in the methods of the
present invention. Fragments VIP(1-12) and VIP(6-28) have been described earlier and



30 VIP(16-28), VIP(10-28), VIP(6-12), VIP(6-10),
VI P(6-20), VIP(6-24) and VIP(4-16). Further,

wo e@gieizes | isted in Table 1 are al so expect edPCDAD2006/001869
useful in the nethods of tHé present invention.
Fragments VI P(1-12) and VI P(6-28) have been described
earlier and WO 2007/065226 PCT/ AU2006/ 001869 14 are

Ql% dqé)it grfcl&;c%ﬁtnﬁ re]: ;{rgﬁg gllngérg{ﬁ])tp AN e: lg}qlersgrtgj\étwhat thg present invention
6136 eARAGRLSes Wit its kdope S6:2R8 aﬁeﬁ[)él?és Bf ﬁ{%a‘lfﬁgﬂfvt.ﬁené?lfts WARh are

VIP fragnents which are based onh conservati
bapsd ontegniesyative sebstiteionrmsioae amnnm anindscidf of the WIPRragments with

%&ﬁﬁog?% MCﬁ? | VI Ipe &g’%“?lﬂ%i EY‘?%@HE’%F%}I%%E?@WGBtS Such

subistitutions woukl bm&mkmvmlthoée @I@leédliﬂ)tliefb?tsﬁd%dlé R6k refuire more
the art anag woul d not require nore than sinple
thap siopls fiadandrerios naigs wel |esfeblﬂsé1§d T@h@@u@% dﬂmcs}utés term “VIP

E‘@@ﬁ@m” b0 GsddGh Me Ofnfext bf 1%9?? ﬁgﬁ Is i Iﬁgg%ggeglgtgﬁﬁ#s such

the present inventioni
atméttgmgsxes O her useful VIP fragrrents are I|sted in

Tab'ﬁg}g 1\2&’ sequence rel,ate to VIP 10 a
f r agHEHT st ?S%"rqtsgﬁ‘fﬁ istgel iy fable d. t/’Hleth?é?cwenpwelate to VIP
hRV@AZ RNt 2O M ACHthin GONRERY fle V%Fy h%h e B¢ 5LRINE

t hereof derived from ot her mamm specles are
%ﬁ@ré’ﬁ%‘l)mt\@a aad dragmentsplageddetyed frempﬁMmMmm@N&fﬁpbaes are also

AR A B 451 B =St FOB o P agment o, Such
CONPDisd prieuns irVetiomalbdEshtaiplatey Bﬁarﬁfacé{ﬁﬁﬁ%xﬁﬁsfﬁon; Which

such as_tabl ets capsul es, powders, i qui
A petiveond I r%%‘ll@i% Sush cgm@patmemmaseirehsle anptperegsipsage form

t f | at i
%13 fag Ilét%éla gﬁéﬁufeg r Wc}eﬁ] (iilquﬁ[efﬁlérpu fe“ﬂ%t}s - o Or§ﬁ§,t?ﬂ%8‘i release,
pb]cétes, qnnﬁs,aravaitspms andtheflike s TS toranildtionx h&@"aﬁ&tloﬁﬂ[y include

IP ical formand content of
T Rareisni R PR BIEToOTN e Rt Eigpioad eaapetants, for example.
{chOR&h 2R SRAEAL RS ﬁa!ﬁﬂﬁce%ﬁ@ 1%@5%5%%{1%&*})’&@ are

TIRIPISA
thosé skilled 1 n the phar ceuticar
dong¢rtiomabiprapaatiasdatenn he fdmmwabby gloedsiiliédiaithe plsar@Beeutical

d d I R
BRI, hEl a4 el st et nd eanpesinns

deS&HedBh, foi SnilaRERGAPES! %@@&&c%%ﬂd PhdBRbf Pharmagy, 197
fornul ation texts and nanual s. he conpositions of

Fdidorp 188 &ritish Rhrrmatopasip 2806 end $1111111ad@rmu1lmmon aotts arel manuals.

b O%@Ogﬁl‘éfly é%ﬂhf]:lqres 'S 1t cF hge n?afy & ! JR @yg%ypt & gcl%lve agents useful in

thdﬁtﬂhenf@ﬁaamioﬁscmlmeo@lamgl tions of the present
i nvelﬂwﬁl on will depend on the treatnment requirenents
and sdonsend &reguency of adniisiragon of the commpss efitbel present

IK%OB han fd@{) (ﬁlt thQ ﬂ%at%}{t 1% ul’?‘é'fhénqg

!
adm ni strat i nt raven rarrus oft ¢ molecule to be

adutbaisteiaclul "ﬁhus the ﬁntrludnmonéx/hﬁy e agitabhy pref!méd Eﬂ)ﬁdﬂnﬁmstratlon by
.Sui t abl e. cosal . adm pi stration _such as oral,

i tﬂ%vef‘ﬂ‘éﬁj g}tranﬁlgggpr Fbeyicwar gecttpre JAP peRgEieRtsapay also be suitable

for mucosal administration such as oral, sublingual, nasal and the like. These parameters
are easily established by those skilled in the art.

The pharmaceutical compositions of the invention have been shown to be effective
in preventing or slowing down progression of established myocardial fibrosis, as well as

in reducing the degree (reversal) of established fibrosis and thus important in therapeutic
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30 are easily established by those skilled in the art.
The pharnmaceuti cal conpositions of the invention have

whe@n/oeizomn to be effective in preventing or BCDAMIREY6/001869

down progression of establil§hed nyocardi al fibrosis,
as well as in reducing the degree (reversal) of
established fibrosis and thus inportant in therapeutic
WO 2007/ 065226 PCT/ AU20Q06/ 001869 15 %gflicatiqﬁs. Thﬁ1 Ho
apphigrsiont.i BRGCAIRPASHIPNP PE SRS RLBHTITOR s pegdul jagprgphylact
d&r %erﬁe{geglﬁp YieRflehfof &)?15& ARG f5ilkE eahERMre Rhportant findings with
congestive cardi ac I'lure. These are inportant
rképedi togke minphand evpéiytoficonditiens whigh camble teated with tesf
condinons_ghich can be treated with the conpositions
OMPOREOPY & APISSPRIARISER™ 5 Further, the conpositions
of tHEmBF, BREmpdAMRRAL b%erﬁéée@ﬁpv@ﬁ@nmmydsa@¥3¢@aylayﬁcany in
in subjects at” risk of devel oping nyocardial fjbrosis
ambjecats ahsisloof develbpingrayedarhial TRgosinor ayasspidied pordipons ASan
in the risk category are th ' [
Pl sl 3t B BB RS B dE it PAFEREDE Blfetes,
BYsdar s, dahaanistieat diseagd, afugesschwiidatinaubicinumeddthans which are
cancer chenotherapy, genetic predisposition,. otheL .
wes i eanserchsmorhesapyCastis PIaslispppiipprRihesggnditions such as Conn's
haeachr o ' S ' | irk&terthP8rophylactic”
TURRRADPEOPGb oty dihar Bgh s By BRELL e, ThPterh e Brophylactic
B¢ N the Ryt cfthd presemit @nveetdon istimendedi iaret olie breenrpapsess
treatnments used to prevent or slow do e . . .
HREFI R 0FTevem b Ipivn Eh TeyElopaR! of Bifpsis n gt sk zrowp.
LT BF subjk L6 hiRh Wiyl JFh ﬁ}s?wlev&ia tRAARY hatdeady
tnent may afready have signs of 'early heart
Favielsigne of narbchaactafpdize gmagchgcardiszriplay.t erm " associ at ed

condition" as used in.the,context of e : :
inv ejll:l]{“? [ a?ﬁ%?ci‘aﬁeq’ A east%e@otggf dlg g)ftr?({fﬁ%er ISovglsesn tjryention
i AR aO tEMG OIS brokit iintentibdrid b pass| efthout limitation, left
ventricul ar hypertrophy, di-astolic dysfunctjon,

wgroderrlati lyipsrtraphy cliesiglispdisiyactipafrayocgiliis, cargiogpyopathy, left

dysf.unct i - : di i : .
R e
#a¢ beas eallalw pahdbty)o Therysmiaal ¢anditiotengyoaish ichds conditions
20 which give rise to_geperation,of profi(ﬁgoti . .
iR Sedp BsBRTaNen SRORRIORA NS o S ions iigh pregigpose o
Reea Wﬁ?’éﬁ*ﬁ%f 16l £0s 8% KApRABFRISsIHARBALR MSIHORLt intake,

or [ ?h e di seases Such as di abetes
dizdaseh euchidseliabBles andgerlikieng t he VIP content of the

cardiac nuscle i subject . with, or at .risk.,of, . :
devePSSORETVRY gggy ﬂ’l %ﬂn%n? 8% the;cardige rggssc%eclin & eg%ct with, or at risk of
‘aﬁm%ﬁih% My dcfdt FibrédiEorttiSo@dted Bhdafors @iFpagi the ansoftthe

the present invention significant therapeutic benefit IQ'
campbsitiensiiféheptesdnh bivanlionysigeifiant thmransutie Pepegis gan be achieved

reduction in t | evel oduck r LA BY 2 QiR 0P bro-
b Banehratar S s RS HE bt B prEklith bl p il oPpro-
fribRstRSth&diatoRd HEuE @M inpregtisigest fitvosigtredrtionin collagen formation
enhanci ng col | agen degradation _jin the cardi ac muscl.e.
or enhancing collagen degradation in the cardiac muscle.

The invention will now be described more particularly with reference to non- -

limiting examples.
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general nethodol ogy and tedhni ques have been descri bed
in detail in PCT/AU2005/ 000835, incorporated in its
entirety herein by reference. Exanple 1. - Effect of
VI P fragnent infusion ongfi S+ Ry ani mal nodel s of
fibrosis 5 Four animal ﬁ%@gﬁgﬁg§¢h§%cardial fibrosis
were used (animals obtained from Australian Aninal
Resour AB gcné?elrméthodMsg}eaml téelsiiguek have Beeatdesdrita) in Jdet¥iKih
r hi salt diet ii) WKY rat fed a high salt

d é\?f Aiﬂ%ﬁ%é( qu AL IMRRESTGA FoloFrEt ey herqiR P Igfereleqyi ni ne,
Sigma Chemical Co.) 10 ng/kg/day in the drinking water

10 dnhpdid 1 VKX e ator Wb o fleaPiaiRfod APHERSisRY animal models of fibrosis
streptozotocin Injeciion 60 Ng/kg 1V) SHR rat fed a

‘rzaﬁ(g"o ?nlads% gﬂftn’?atl %@%&%{W?%dlﬂ ggfo%&w\gggq}se%ﬁu{lﬁg SbtAfe§ from
Asustfﬁjaan AnimArRpsb@ved\Pgrth, \Westbin) AusiiaRg, ﬁlkﬂsfﬁr)aha)
EP( 4T§,r YASJ% fpasa hlgl\{ sal-trglret Arg-Leu- Arg-Lys-Gn),

1? my@%ﬂ%f@{h@ﬁ @aﬁ’l@f aﬁi}l%&?ﬁm&ﬁ-ﬁ[&bh&ﬁ@%ﬂm-b

(Al a- \aginBlee Si@n’ta— @lﬁfmméﬁrCoT)/IG fﬁlgﬂfgﬁdegr ihehe Adrgking water
L Al a-Val - Lys- - -L As VI P(16-28
1%/38 n- G tli\itraés ngh d&bgte}égs)gduzesd b3>/ gtrep%gzotocqr)x nj ect1on 60 mg/kg

Till)r ﬁf@@ﬁ'zlﬂ‘ﬁsé-lﬁ&ief%\“h e\ékg)( 10 28)
(Tyr-Thr-Arg-Leu- Arg-

Val - Lylg- eaylsm'ﬁylcl themts&wwemdolrmssd_wl)lmﬂrﬂ@ VARCBaliZhe-Thr-Asp-

(&If}gT im@g% @%Aféﬁ-yﬂa{}ﬂa%g% éﬁl (the—”ﬂhl)Asp-Asn-Tyr—T hr-Arg-Leu-

(ngty-@(}hﬁWIP%ﬁQONZVAfaW PhedrtdOA sp- Asn—Tyr—Tm Arg-Leu-Arg-Lys-Gln-
a-Val -Lys-), or VIP(6- %

L
(I%EQA%Va%bﬁ-A@nW %r(Ad@-élal-Phe Thr—Asp-Asn-Tyr—Thl-Arg Leu-Arg-

SRR VAR R Py R Gl Ve Los-

VBhLIQduEAﬁGSéIT—Dé Lémrshnam)@ OSEG)L(TyﬂTFhr-B@gGLEﬁ )ArgLLryst(snnqqet-Ala-
for 4 weeks via Al zet

oot Bir- by Serries Loy VIEGrdB) G TiieAgRrd s Tyr-Thi-
PARhNIEHD) (R REESEvh) 3006 3 Pie HREA R AN Thr.Are:

were CO nce
cuesapA;g Ligs- GlmAlawmmm\nﬂmé-@pp r(Bha-Th!r-ABpe,rshﬂ@m-Thr-Arg—

e BT e AL
Il“?fﬁfhteﬁsedw X8§Jep dAuﬁ%ﬁ‘a‘P&d‘}eﬁicléc QP Uﬁalltrﬁé(r? ls %ol’éﬁ%ﬁ Baxter)

quantitatéd. I'n"nodel 111) rats are injected wt
snﬁemrl(fmo’& zmalns 60 et gnisipuhs (we@Rsach expeimedtal ,gf(Iu@D ‘Bhe dose of

rats are random sed to peptide
eﬁ%ﬂjg‘fpgﬁe asng? égg or no

In models i) and ii) 14 Week old WKY rats were commenced on high salt diet or

high salt diet plus L-NAME. They underwent operative insertion of an Alzet minipump
for infusion of VIP or vehicle. After 4 weeks the rats were anaesthetised and the hearts
harvested. Myocardial fibrosis levels were quantitated. |

In model iii) rats are injected with streptozotocin 60mg/kg at 14 weeks of age.
After 8 weeks the diabetic rats are randomised to peptide infusion (Spmol/kg/min) or no
treatment. The peptides are administered as above. After a further 4 weeks the rats are

anaesthetised and the hearts harvested as above.

RECTIFIED SHEET (RULE 91) IPEA/AU
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treatnment. The peptides are adm ni stered as above.
After a further 4 weeks the rats are anaestheti sed

wapa7obe2hearts harvested as above. RECTI FIl ED BHMEET2006/001869

(RULE 91) | PEA/ AU WD 2007/ 065226 PCT/ AU2006/ 001869 17
In nodel iv) 14 week old SHR rats are conmenced on a
2.2% saI t di et. They undergo operative inserti on of

anAI rrpfor pepti de or vehicle |nfuso
At er 1m0 ﬁ { Wecls il SHR é‘atéﬁ%?ef@m@%ncgéen&%ﬁﬁét diet. They

H@@Jr%@oﬁ@ﬁtﬁ%%h?é?ﬁo%@ﬁ%&%ﬁ% d{leﬁlgﬁe& ?} }';3[1; WSy hf?: Finfusion. After

guanti t'ated as above ocar

#ivimebsths rats ammatsthﬂtse@ atd/the \heartsdiahvnmedl Mmmalrfmnmx levels

égefer Ye VZ dge G Yong JLC & Duggan KA (2002)
quintiipsd 45 %\‘fe fibrosis is associated with

depl ghé @égr@é oi‘ﬁﬁ?&%@&hb@orbiﬁ %deaﬂ%teﬁ%@rttWG%étﬂo&shﬁ known manner
heart & siol 87:539-546" Ye VZC,
D(.é@ 0

gefere @¢200®) Jﬂ@&cauggaalKA/(mOah Earlﬁw@aatrdwélﬁbrosm is

d by nitric .o e.s as
FhOERRL SRR sk B B DGR Tl by Bt
‘8’2.@3 9506l ye \ZC, WQ@@@EC{&MW@&Z@&@OOSP Myocard1a1 VIP and
Vasopeptidase ;i nhibition reverses myocardial VIP

gupradiabibiesis indiced Ry @ﬁnﬁyéléa shithase inhibiioniis therakApta Physiol.
SRR LI SNes YERZTAE 00y ob LC TREGI KA (2004 |

Nlasnﬂep‘adetss irdfibitibe révieesas ﬁjocaiﬂﬁl VIP tédetidond deyreasesdirgdcardial

br psi s i ndex. was si mf antly | ower |n he treated
st h b 6 Dy P o ian EGR o1 PIGPaass. (B G524
Exanpl s@gtﬁﬁcanﬁﬁ&%‘iferﬁént\arf fsﬁrﬁgiﬁ%g hdah %T RN % rats in that the
regressi on of brosis in animal nodels of br osi s.
myockstiet ﬁbm@tsmmhms sugrii¢amily 6gwer\th F{ettr<a0sd mﬁd:ompared to the
)i Pﬁ(»oi g‘)P anu on caused regression of ‘existing
FYHTOd ST )as prevent ed progression of fibrosis
two groups of 20 studies were perforned. The degree
BkampleQar Bifadt dfi VIPFEigeniirelitink @aingdorkdsiweeRfilrosis WKdhimal
rats was corrpared with the degree of fibrosis in 18

Is :rats after 4 weeks treatnent with a high

salt diet or a high salt diet plus L-NAVE
( 10ngARgeigayine velrethes MIRE6-16), W1PE-18)andWIB(G240jnfasien caused

VSEGRER 1 GoRIPLAES T D 86 S PLB rGPO RL g b B roups o
Studies erel peHdeme@t Ehetlegadelof nBlooaydlae Gibass iAMmBEated 14 week old
ocardial fibrosis foI | owt ng_ VI P(6-16) infusion. The

¥ a8 Wap compiuied Mgy the ﬁ@gre%@f @bf@ms ipl W%?ldr‘é(&}@ﬁ%ﬁlﬁer 4

4 t
(oSN i L1 o FUSREIEBE LS v gt
pat ¢1theuN§l? (61@6]’1 éﬂPéﬁﬁ@fanééﬂP(fﬂ%)t @m@/@g&m&b Olnve:hﬁcle control

%car @osmislikelyto be due to the action
Tt SS% igy which play a part in

Preliminary results are shown in Figure 2. The data clearly show regression of

myocardial fibrosis following VIP(6-16) infusion. The regression of fibrosis may be due
to either reduction in collagen formation or enhancement of its degradation. Although
not wishing to be bound by any particular mechanism of action, the regression of
myocardial fibrosis is likely to be due to the action of collagenases, which play a part in
collagen resorption.

The importance of the preseﬁt invention to health care will be immediately

apparent to one skilled in the art upon reading this disclosure. Although the capacity to
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waoTHES28 Al MS DEFI NI NG THE | NVENTI ON ARE AS FEUT/AWB106/001869

1. A conposition conprisingta pharmaceutically
effective anount of one or nore functional vasoactive
intestinal peptide (VIP) fragments having as a core
sequence 5 amno acid residues 6-10 or 16-25 of

e 3 AYMR DEFICRNS §HHRINVENTIORIA RE EALSOFQLLb'Wﬁ gof . 2.

A conposition according to claim1 wth the proviso

that fragnents VIP (1-12) and VIP (6-28) are not

i Incl AvdeniposiioiBcomiprisimpo phdrinacewicaldy elifergive amobai dfohe or more
nent .i.s or nor fragnents

SURLBPBFoestie B APPEn Y B0 ARG Doying s § oo sequence

Mﬁéa&@ram&ﬂe?@"’lﬂl&)w 25\/(51P Hafivd P, ofld F Sirdtive subs 1tut10
VI P(4- 15) P(4-17), VIP , VIP 1551?,

Vhereat. 20) VI P(4 21) VI P(4 22), VIP(4- 23) VI P( 4-24),
VI P(4-25), VIP(4-26), 15 VIP(4-27),
VI P(4-28), VI P(5-10), VIP(5-11), VIP(5-12), VIP(5-13),

. P(&<d: M R{cordk b he IP (1-1
v P( 5018 c’)sr% I P%KSG r1 91;@ to \;:}1/%{(?(5 ;v%i)ﬁ)t \ﬁwo%@'tﬁazhagmentsV P (1-12)

np(EP1628) gremosinelidedy] p( 5-24) , VI P(5 25) VI P( 5- 26) ,

VI P(5-27), VIP(5- 28),VIP(6-10), VIP(6-1 1),

VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16),
\Bl. P(% €dmpositibiP{dzoidd)g to\dld bt Mbr,em\/ﬂhE’(\ﬁP ZpmeM R0@e 3dmore

6- 22 VIP(6 23). 20 VI P(6- VI P( 6- 25) ,
\ﬁqg‘gr@ Iec gx?)groqlq q@(nﬂgtuzgy (é yglgeél-ll),. VIP(4-12),
e

PHIB(H0)R MIP -2, VH&(#%LN]]P@-QBE AHRER24)ON TPy AIPH-26),

CORLER R OBl SRR TS VB DDk R By g E TR SRES- £,
cﬁ Slﬂ?);TgﬂIﬁ(esﬁ%i)CVngBgn V@ﬁ’@ﬁ@?) WPtﬂﬂi%f]WIf(ngéﬁg@%Pr(ﬁél)

2yt )s ¥R 1240 Yfﬂ’éin%héf IBGSOZ@ VEREsA731 YIRS of .

élsggjp(ﬂm Wl Eﬁ ﬁ]\)Gl)P(é’{l/f)P‘bﬁ'@ 3)V{/ﬁ% 41]43,8\{113\/!; B6¢ABs-16),

\XIIIP(GHlﬂ)JIPMLFKMVHQBleIWG-Z&) VIP/(GDM R (6- 22? VIP(6 23)
4:23) | P(4:26), VIP(4:27),

\)fIBEQﬂ@g) 13,46;:%55 Y83(6 260 VIP(6.57), VIB(1028) V1B(1805), VB (16.26),

VIP(16-27), VIP(16-28) or conservative substitutions thereof.

4. A composition for prophylactic or therapeutic treatment of myocardial fibrosis
or an associated condition, the.composition comprising a pharmaceutically effective
amount of one or more functional vasoactive intestinal peptide (VIP) fragments
wherein the VIP fragment is one or more fragments selected from the group
consisting of: VIP(4-10), VIP(4-11), VIP(4-12), VIP(4-13), VIP(4-14), VIP(4-15),
VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-19), VIP(4-20), VIP(4-21), VIP(4-22),
VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26), VIP(4-27), VIP(4-28) VIP(5-10),
VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14), VIP(5-15), VIP(5-16), VIP(5-17),
VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21), VIP(5-22), VIP(5-23), VIP(5-24),
VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-11), VIP(6-12),
VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18), VIP(6-19),
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30 VIP(5-1 1), VIP(5-12), VIP(5-13), VIP(5-14),
VI P(5-15), VIP(5-16), VIP(5-17), VI P(5-18),

WORP(BeLY) , VI P(5-20), VIP(5-21), VIP(5-22), PEUEUABF/N01869

VI P(5-24), VIP(5-25), VIP@5-26), VIP(5-27),
VI P(5-28),VIP(6-10), VIP(6-11), VIP(6-12), VIP(6-13),
VI P(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18),
VI P(6-19), WD 2007/065226 PCT/ AU2006/ 001869 31
WITP(6B2@Q V1P (6L R(.6V L -22)1\APe6-22), ; VIMGE’!? Qﬁé(s-z‘gb R (&45),
VI P( 6- 27& VIP(1

WIBE@%Y)zgs’S[P(IW&% MP%b@ -25\VBP6:267) VI qsz’m 13@16028) or
98&§9%M§%5¥%Uﬁﬁgﬁ§ﬂk#%?ons thereof. 5 5. A conposition

for prop ctic or erapeutlc treat nent of
hyperten3|on the conposition conprising a

mount . of one or_ nor

Blinct P JasLeraphEier i oxhPRRfsdseim OppReriension, the
chﬁQHﬁﬁB&cc‘ﬁﬁfﬁs‘?ﬁg‘a H&nﬁb&ﬁfcﬁ?@ﬁé&we 'aﬁxoﬂﬂ?of%%e??frﬁ)re

fragments sel ected fromt roup consisting o
Viregignal vaqactiyPindestindl)peptidl P(VIP] BrgmifitP(vhefed) the VIP fragment

}’%@&4 1@% r5 P%m\s,lsaegteg $n4 1?3% ot gp%gv )4(140)19'11)(4

Vi 4 1 4 -
i N

VBPp Pﬁf‘sg% ViR (e 231)1\)4)P(4V|IP(%IP1%¥2) MI?((45233)6YIP(4 -24), VIP(4-

srbearatio. WBeAN ) fdhof Big s veG s vies-19)

WVIIP(S51 Q6 VIP (§HB),VP(3-16), WIP(f;i?ﬁ)VJMsEm VID(S 1\1} R(1®¢5L2)),
VI P(6-13 6- 14)
X’I&S«sﬂjﬁ &11)@[2.25,6\@% 23»&5%@ -34) VIRASF@:{@%(S -20).A(18(22Y),

VR ae I aie 1 IRV R S 3 0 g

MIP(&B@ZWE(&IWB(\Z[H’{Q—G}}), WPH-19); Y1 (6-20) P IFG6-28), \OP(6-22),

SPEEVBALTGESL by s v B tbar mpro-29)

VIP{I@S}C'VIFQ!@Q@ &4p{ 13- 27‘§°VIP{'PGt28?5‘r é@n&&vﬁwe subst1tut1ons

phar necéutical |y acceptable carrier 7. A conposition
ding to any one of the preceding clains
adm ni stered in conjunction with one or nore other
active agents useful in the treatnent .of 25
6ar ¢ evrasssitloaracestigtth A% ondof the GRABARE biadfs AGERAWrBYin
to any one of the preceding clains fornulated for
SemTRGtion veth »phastaeguiically prceptoblgsamier i nt r anuscul ar or
subcuticular routes. 30 9. A nethod of therapeutic or
prophyl actic treatnent of myocardial fibrosis or an
ds s dccamditoardedridong to Ianﬁ oBeIbf e prectdiag oRiMOskdministered in
i ncl udji ng .adm ni steri to,a suq%ect a conposition

FORIVREORGYIER QT ARRLE e& a¢1iye agenta pssfybnghe tieatmsnt Gne
@a{rdimgl&u)%cg&ﬁ%&@BZZG PCT/ AU2006/ 001869

8. A composition according to any one of the preceding claims formulated for

administration by oral, intravenous, intramuscular or subcuticular routes.

9. A method of therapeutic or prophylactic treatment of myocardial fibrosis or an
associated condition in a subject, the method including administering to a subject a

composition including a pharmaceutically effective amount of one or more
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32 functional vasoactive intestinal peptide (VIP)
fragnments having as a core sequence amno acid

WO e®7ae2e6 6- 10 or 16-25 of native VIP, or conskPCT/AUR2006/001869

substitutions thereof. 5 30. A nethod of therapeutic
or prophylactic treatnment of nyocardial fibrosis or an
associ ated condition in a subject, the nethod

i ncluding adm nistering to a subject a conposition

BERBIOHANGASE R Mrt@;ﬂﬁaquepﬁdl@WIP) fra@mdidts héavinEbd9boresequence
t herapeutic or prophylactic treatnent of myocardi a

APHRQaGIE residug 6- lﬂcprdés?écqf@a@ﬂe Yihor epwsrvativesuhsbiudens
Jrethod including admnistering to a subject a
conposi tion including one or nore VIP fragnents
sel ected fromthe group consi sting of VIP(4-10),
P(4 1 4-12), VIP(4-13), VIP(4-14), V| P(4-15)
P(A4mf Odﬂ% fﬁ%ﬁﬁf‘w? or Ropptats) treatpesyt A fgﬁocalvﬁb%hmm)oran
%%éé(@%?egé%o’ndl\\(; :ogguf"f%e ?Ct\}}ﬂ:%‘? 20%1?1)1@1&1/? g?dr thégtenr&% toa su)bject a
tomypbsNiGn adcprdivg R HrykRp of iaRa$1-83) , VI P(5- 14)
VI P(5-15), VIP(5-16), VIP(5-17), WV P(5-18),
VI P(5-19), VIP(5-20), VIP(5-21), VIP(5-22), VIP(5-23),

Yh P(bméfhod of\?ﬂéﬁﬁp%uﬁgwa%E&léct?eG&eatﬁ{éﬁ@n%%);ardlal fibrosis or an
VI P(5- 28 . VI P(6-10)

wReteizpndiippisa sahjcctyihpst mclvdlpg@dm)lstemng:(o& supject a

Fpapsdd) incliefiCon B ma MR Psfinns SR Eb p roup )
206nsWting (iwaMP(4 w)wm(ﬂﬁ)) VI\PI(P(%E \315{{4; \1/ ?’ ggﬂgt IQ?%J \{{Péﬁ S1 5),

Yikletn Ppela w>féma by QapeF T Vb WPQM%NI@’&%@Z)
nyo@é?%r Tip@r; O AU VIERASER VIR o] VERLER) ViRG0),
SIIR{(541 D), wm%(rSeml YIPGESdGthEEi-ﬂ@E VIB(SuERDAVIRES n@m\d@(ﬁ b®),
SAEEs By 3 AR VRS D), \iPLRal, vt Ea TRE S, w29,
aaP@:iz?t ip(534%) cvniéslzvp VIPEs- E%PWF(@H@} an(éiuP)b%F(% +12),

itis, ischaeric heart sease

ARG DN B (G TGy VIR 6 N TB SRS ER(G 1M, VIP(6-19),

i rai e V. t Leul
IRRGRD: Vofre A3 gER R ber E Vi PV B 26
TRERLT] FP (0B IP(M20TTHAESRT/ TS A2 90R( 1607369
33 may be an underlying pathol ogy), treatment wit
aprrgsvaive Rubstudigomtietsstci n and ot hers which are used
i n cancer chenot herapy, genetic predisposition, other
condi tions such as Conn's Syndrone and
PRaeonmistiodecydrding, to blagth 93@lidn w@dedto @adent or slow down progression

of established myocardial fibrosis.

13. A method according to claim 9 wherein the composition is used to reduce the

degree of established fibrosis.

14. A method according to any one of claims 9 to 13 wherein the associated
condition is hypertension, diabetes, myocarditis, ischaemic heart disease, left
ventricular hypertrophy, diastolic dysfunction, myocarditis, cardiomyopathy, left

ventricular dysfunction, congestive cardiac failure (for which myocardial fibrosis
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the like. 5 15. A nmethod according to any one of
clains 9 to 14 wherein the associated condition

w0 p@7iei236 condi tions which give rise to gener abCDAURF06/001869

profibrotic nmediators or &dnditions which predi spose
a subject to myocardial fibrosis. 10 16. A nethod
according to any one of clains 9 to 15 wherein the
prophylactic treatnment is used to prevent or slow

X Be Sﬁﬁn&ﬁXﬁg%Mgﬂftréahﬁé&SMﬁl dgd firhak dehrgkubicin and
group. 17 according to any one of _claims 9
dthers Gvhidheare isedtih sanasn dhernetheragy, gﬁgetr?ym@ilﬁl@%}"é’n ot/ or

sal t ,i ntake,
?qnaﬂmns fgeh ag C%é‘f‘ﬁé% ngrcc I'ng F o) %b%g\%er%llﬁd}?ﬁgd
Gemdetion is hyperten3|on 19. A nethod of therapeutic

or prophylactic treatnment of nyocardial fibrosis by
20 reduci ng hypertension, the nmethod incl uding

hsthéd | ekn fhie Bsodiated
B paoRbfLhetBhfe & S UBG plalnf S 8L Psftn flobopioted
tiditapeintludesaongitioph Whmhtglm tisecta igrmaratiayf oﬁm@ﬁbmap giediators
fibraosis b redyci ng Xgert ensi on b%?g
PHNAHIoNG VAMRHIRPEERASE fg Fetde ayorgf fﬂ’?bs t| on 25 a
conposition including one or nore VIP fragnments .
selected fromthe group consisting of VIP(4-10)

6P Admithpd addoRling 109y derf4laipy 9 toyil Prdeteds) thewmlwlagggy
VI P(4-16 VI P(4-17 VI B
qj%xgntzxf gused\;p ﬁ%ﬁ%ﬁ&%ﬁ slox@ldéw}ﬁ%; ejv\éty é’fk&ilg? 1br¥£1§){ ¢ Q) risk

% %4 25). VIP(4-26), VIP(4-27), VIP(4-28) VIP(5-10),
IP(5-1 1), VIP(5-12), VIP(5-13), VIP(5-14),
VI P(5 15) VI P(5-16), VIP(5-17), 30 VI P(5-18),

(Asmﬁ d a};’{ﬂ?{,gg & ésly 8’4{@%&%&% ol E(véqe?e%ﬂ the\éoﬁﬂferoa@

\/%qg Abon2iBh al/B BB Q3lt invAle( Grséla]s}:s sddh las ﬁl-a])Ql)S$ and\llth(h@e 13),
(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18).
VI P(6-19), WD 2007/065226 PCT/ AU2006/ 001869 34
6- . | 24
e o s )
VIP(10-28), VIP(I 6-25), VIP(16-26), VIP(16-27),

VI P 16- or conservati subst it uti t
R R L B e

%cﬁl\éﬁ@hﬁérté{sﬁiﬁ RWAthed ARTRISS MMmifsteginp abh ssijed in need or

myocardi'al fibrosis. 22. A method according to claim

1Orisl a 2empérationiseliding & BBLEeeE. degr ee of
established fibrosis. 10

20. A method of therapeutic or prophylactic treatment of myocardial fibrosis by
reducing hypertension, the method including administering an associated condition
a composition including one or more VIP fragments selected from the group
consisting of VIP(4-10), VIP(4-11), VIP(4-12), VIP(4-13), VIP(4-14), VIP(4-15),
VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-19), VIP(4-20), VIP(4-21), VIP(4-22),
VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26), VIP(4-27), VIP(4-28) VIP(5-10),
VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14), VIP(5-15), VIP(5-16), VIP(5-17),
VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21), VIP(5-22), VIP(5-23), VIP(5-24),
VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-11), VIP(6-12),
VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18), VIP(6-19),
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23. A nethod of |owering bl ood pressure conprising
adm nistering to a subject in need thereof a

W@ po63226 on i ncl udi ng a pharmaceuti cal |y ef f eBCT/%82006/001869

amount of one or nore of vésoactive intestinal
peptide (VIP) and/or active fragnment thereof with a
phar maceutically acceptable carrier. 15 24. A nethod
of lowering blood pressure conprising adninistering to

A BbRes VIP (- znevw(may exqu(@zgp rmp&i M)ovnp(racjsq dvnvg(s«%)
pharmaceutical |y ef tive ano one or

f\Gﬁ’éé 2On IP(ﬁa%&)a‘élP(\b@rZB}:tVéBﬂﬁn%i) Hélffﬂﬁ@é) (WlPléi)6 27) VIP(16-
fzrg F@Jhgérgg%ésrﬁ%s u%ctﬁgr of Sequence am no acid

dues native VIP, or conservative
20 substltutl ons thereof. 25. A net hod of | owering

2' A BJURR Heci0g e on Sk P GHHEAGGh B P eRbPESIgn How
%@&Wﬁoﬁ%ﬂa@ﬁ&f&@ nfyfo Q%Ea?;ﬁrb%{zs%up consi sting of

10), VIP(4-11)y, VIP VI P(4-13), VI P(4-14),
VI P(4-15), 25 VIP(4-16), VIP(4-17), VIP(4-18),

P(4-1 VI P P( 4- VI P(4-22),
é?péﬁ.ﬂf%od %wgﬁaflanmlﬁgoa 2§é§hen\ﬂs @.r.ﬁé%ee the freaeoss) |
ViBbAshe8 XibMsR( 5- 10), VI P(5-1 1), VIP(5-12),

VI P(5-13), VIP(5-14), VIP(5-15), VIP(5-16), VIP(5-17),
VI P(5 18), VIP(5-19), W P(5 20), VIP(5-21), VIP(5-22),

n%%dd (ifl@%% r%g%lo% gs%?eoﬁzosr)lv}%%&%ﬁms)(vnﬁ(t% a fﬂlij ect in

&@edﬂlﬁfe@f A 3pmpMiftBimthding\d ﬁ(ﬁmi&)&ﬁch}Péf&cﬁeé amount of one or
VIP(6-17), Vi P(6- %%;, VI P(6-19), VIP(6

wee of za%oactwep{l@st P@M@%&’@s@ﬂ ap‘m @agmenr/ﬂwf@fz’ssh a
PCT/ AU2006/ 001869 35

é:tl%%&‘ cal%qﬁgeg’p%%%%m 0-28), VI P(16-25),
\ P(16 26), VIP(16- 27) VI P(16- 28) or conservative

bs ti t her 26. A nmethod of treatjn

e ethied G Tottits oo Srar G i g e st in
ﬁe%ﬁﬂréoﬁﬁ%gﬁ oﬁtl&?fﬁl@ﬁ‘ﬁiﬂg’ PGB AG, Sfective amount of one or
pharmaceutically effective amount of one or nore of

mg Aenctipealivasasstiveiatespegd peptéde (MIP) fragu¢ns hadng eea core

PRI By oIS RE R SR hspRiat ©
@ﬁmitmtﬁjn@@leagbﬂ nistering to a subject in 10 need

t hereof a conposition including a pharmaceutically
effectlve amount of one or nore functional vasoactive

23Sl T L ORI
Yubiectar congusitiov dndlwding smﬂ)&t mbmtVMaﬁrﬁHﬂtﬁ@ﬂeateH&rcﬁﬂ thefgroup
s he s IR CH-Te VikiDn, PIFES), AR 1 SABEETD, Heca-ns),
VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-19), VIP(4-20), VIP(4-21), VIP(4-22),
VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26), VIP(4-27), VIP(4-28) VIP(5-10),
VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14), VIP(5-15), VIP(5-16), VIP(5-17),
VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21), VIP(5-22), VIP(5-23), VIP(5-24),
VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-11), VIP(6-12),
VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18), VIP(6-19),
VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23), VIP(6-24), VIP(6-25), VIP(6-26),
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i ncluding adm nistering to a subject a conposition
i ncluding one or nore VIP fragnents selected fromthe

wa@r@apsonsi sting of VIP(4- 10), VIP(4-11), VIRCHAL2)06/001869

VI P(4-13), VIP(4-14), VIP(4515), VIP(4-16), VIP(4-17),

VI P(4-18), VIP(4-19), VIP(4-20), VIP(4-21),

VI P(4-22), VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26),

20 VI P(4-27), VIP(4-28) VIP(5-10), WV P(5 11),

WHB(G2 12 Wvip LR Sv i) 0283, R(P¢ 645 V 263.5)1P 16:27), VIP(16-

Vi PSS 1% {\‘é:- Zillg &P 5(18)) 9- ( g (

\2|8D>9150<m§9rvat1m subsntz'gqns thtrp()% 23), VI P( 5- 24)

VI P(5-25), VIP(5-26), VIP(5-27), VIP(5- 28),VIP(6-10),

VIP(6-1 1), VIP(6-12), VIP(6-13), VIP(6-14),

6P(A niethod ofttiRafngd ByperteMidH SondpilsingAdiiBisle®ing to a subject in

Vi PC{/I 19) VI P(6-20), VIP(6-21), VI P(6 22), VIP(6-23),

Ip{eg g @?mpqﬁm@lgmggadmg\p, pi(agmgmunca}} yp(fgicgyg amount of one or
R P

i e M G T

tphemestuti@8y aécapebirochrdeacor di ng to cl ai m 28 wherein

subj ect has nyocardial fibrosis or an associ ated

condi tion. 30 WD 2007/ 065226 PCT/ AU2006/ 001869 36 30.
A7TeA hReh ol oftREY Hﬁmﬂ@ﬁs&@é’&hﬁxmﬂ%ﬁrﬁh{s‘té}& 95 a subject in

reduci ng the production of pro-fibrotic ne |ators In

anesdjtheeqof a compositommgliiding aphangaeediicallystféactingamountted one or

it e ni TRl A SR R PRYANY bint rEn Ty

B anes AeindQlcld@siausanl @dal 6-08 of RativieNEIPC 8f Ein&rvAlEC| €
of a subject, the nethod including adm nistering to-

tSH]@,StE‘EFb]Uééher%Pf conposi tion according to any one of
claims 1-8. 32. The use of a conposition according to
any one of clains 1 to 8 for the 10 manufacture of a

8di & aredod dfalieripeaitit be ptd@shyllhcﬁlf trgatapitydf dxp&tedhion, the method
r di fibrosis an assoc| ated condition 33,

%ﬁgu 58 a%emﬁ%mtaos egh %%@quﬁloﬁrlé‘éﬂéﬁi@g GRS 81 BRI BN

Fffa%ﬂfeﬁf%%hl%@teﬁffron?gfe%%d ggl ﬂﬂ(@'m '\h@?ﬂﬁ) v3f15<4 12),

€ use accor reven or’” sl

AERG-1 Be VAR 0 pWER(H- 1(51) Vlﬂ’(4}r16)s VéP(4a1@nvm(4rn83,W@w(m B),

T in | ai o, |.e t e
St VIEHEES Ve Ve Bk Vinded s 5Ty G g
wra(mi’ﬂ\/\m@m)wx@bm@)swwsanqdvmsdas Im(5-$3) VIP(S 14)

ertensi on, di abetes, ocarditis, iIschaem'c heart
é?llgé%réé),, VﬂB@H@eﬁn’IR(ﬁdﬂD,éfn%/ P(5-18), VIP(5-19), VIP(5-20), VIP(5-21),
VIP(5-22), VIP(5-23), VIP(5-24), VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-
28),VIP(6-10), VIP(6-11), VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16),
VIP(6-17), VIP(6-18), VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23),
VIP(6-24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28), VIP(10-28), VIP(16-25),

VIP(16-26), VIP(16-27), VIP(16-28) or conservative substitutions thereof.

29. A method according to claim 28 wherein subject has myocardial fibrosis or an

associated condition.
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hypertrophy, diastolic dysfunction, myocarditis,
cardi onyopat hy, left ventricular dysfunction,

wa@ongmeeeve cardiac failure (for which nmyocar dP@l/AU2006/001869

fibrosis may be an 25 undeBbyi ng pat hol ogy), treatnent
wi th drugs such as daunorubicin and others which are
used i n cancer chenot herapy, genetic predisposition,
ot her conditions such as Conn's Syndrone and

Phaeochr o d the ke. . 37. .

TEg Use acq%g%ré{ Aol trgdugplgstﬁé g;:é/gfs é.];%nt}?gt% éecillgzg&tpgpgodluctmn

c @lﬁ dia-filwotic meldl.aﬂ@s in 3fulgenight neioALIGHing ial@idistednd @ the
eration of profibrotic nediators or conditions

WﬁP‘ et Brompopitien agcasding & ant enerRfsdaimailad. fibrosis. WO
2007/ 065226 PCT/ AU2006/ 001869 37 38. The use
according to claim 37 wherein the condition is
hyperA sxetiodof aatiicing coﬂa@m iiaahatldnrdr&hhancmg&eﬂam dugeddation in
ag, di abetes and.th f.a conposjtiaon
e B anEC B & et RenietingririedR afiimagnd Gre tibrect
tb@m 69tidh %Bﬁiujg 10ty Qe ¥¥ Blaftnd 8. VI P(4-11),
Vi P(4 12), VIP(4-13), VIP(4-14), VIP(4-15),
VI P(4-16), VIP(4-17), VIP(4-18), VIP(4-19), VIP(4-20),
( V| 2 VI R(4-23 VI P(4-.24).,
VPB( 4158y R PSR stz by ohppbilai® 1 o plostogo)
Vhi%ﬁﬁfaﬂ:fh}e ot Bé&rcirﬁknt ¥ 1RE Predident ¥ &?t&ﬂléﬁis oMhRberrdial .
(5-16), VIP(5-17),. VIP(5-18), -19),
viﬁ (élszw)an aggopfatedeppditigpp( 5- 22) , VI P(5- 23), 10
VI P(5-24), VIP(5-25), VIP(5-26), VIP(5-27),
VI P(5-28),VIP(6-10), VIP(6-11), WVIP(6-12),
VBP( 8hd B3¢ adebidiite WalmWHo?aééxg%;; OMIE\Q((Elgikg)p)rogfbﬂicﬁr oK7) ,
VI P VI P VI P(6-21),
W?ﬁ%@lséi‘imy ‘%PE )OSIS’\/I P(6-24), VI P(6-25),
VI P(6-26), VI P(6 27), VIP(10-28), VIP(16-25),
VI P(16-26), VIP(16-27), VIP(16- 28) or conservative
sobsilhe usa mgrdm&ﬁosdfﬁm 3?2 tolpeeveanorf dow doendhe development of
nent the 15 therapeutic or prophylactic
{T?g%é)t%%enﬁn {n%ggpdl al fibrosis or an associ at ed
condition. 40. The use of a conposition including one
or _nmore VIP fragnents selected from the group
consilae Pi’?gacéf’l’dv}gj@&lﬂm)ﬁ toireure therdegrag CFf(edtablished fibrosis.
VI P(4-13), VIP(4-14), 20 VIP(4-15), VIP(4-16),
VIP(4-17), VIP(4-18), VIP(4-19), VIP(4-20), VIP(4-21),
VB®( TheRYe acvbidirk D) aim\A2RHerdidh)the MsPEidted 2dndilbPs4- 26) ,
\A]P(4 27 VIP 4-28) VI P(5-10), VIP(5-11), VIP(5-12),
gtelj_sg% rj}xgcard‘nlpeg:h@gylc hszpq:bc@egs@ left ventricular

Vh@e?tné%%r dl%%tg%g d%&gfgmctl\ﬂl ng?%&g%ls \%Fc&%gg%hy, iel%{ ?en%r]rgu!lar
\Z/gsrsgax;z? ;covg@g/ﬁ; 22’1‘1)hac\falﬁ(r5 (ﬁg )Vﬂdhﬁ(lﬁ(lacgﬁ)éal fiSHrE’:(lﬁrnhﬂzX)e an
\)'Hgifrgyl%g)paﬁ{ﬂﬁyé, % r{}pﬁ%@ %gs suchyas elgmﬁjalcm and others which

gzlirgglgec%%goanéér Bﬁéﬁgﬁa}erapy | bt 2pnedisyd i, fher col i GRiszthdh as

Conn's Syndrome and Phaeochromocytoma, high salt diet and the like.

37. The use according to claim 36 wherein the associated condition includes
conditions which give rise to generation of profibrotic mediators or conditions

which predispose a subject to myocardial fibrosis.



10

15

20

25

VI P(6-26), VIP(6-27), VIP(6-28), VIP(10-28),
VI P(16-25), VIP(16-26), VIP(16- 27), VIP(16-28) or

wW@ow3me3z2d i ve substitutions thereof in the mnPEEAULN06/001869

of a nedicanment for the tR@rapeutic or prophylactic
treatment of myocardial fibrosis by 30 reducing
hypertensi on. WO 2007/ 065226 PCT/ AU2006/ 001869 38 41.
The use of VIP or a fragnent thereof in the

BB UTTAE &‘cc@fdﬁ%m&ﬁﬁﬁﬁhergﬂfthe E(ﬁi’éﬁﬁélﬂg hgb&? 51oln and/or

pressure in a s ect . The use accor

Ahightselt éntake, ldeeaAepsmqhaegmwesan@m like. more VIP 5
fragnents selected fromthe group consisting of
VI P(4-10), VIP(4-11), VIP(4-12), VIP(4-13),

VBY( Zhd diye ofd RBorhpdshlion MeRidftreldik.or }'ﬂdo é ‘VIIiﬁ)a m¥hE68rediBa from
VIP(4-19) VI P(3-20) VI P(X-21 255"

vﬂ}@(g&OlzmonSW% af YI§(4-19), F‘(ISP(%}) WIP@( 2@28113(4 13), VIP(4-14),

W) VIR I - Yhﬁi%é"%% o Ny 203, Vb,

\1/NH’1€(9 2123) VIPDG-26% ng“z%”’" VS[/ ;1( BV (E’(Z%%)&QP? YYR6ap@)g)
v?f&%’ 5518, Vs oL Tk ik @a)vin(@a@ P A REREL)),

117%\/'1%5 Ff?@‘v"iggs 1 gﬁg(sj@} th(g(zgj %\g[}ﬂ(s %ﬁ)géxﬁp(g’%s),
vwit(é 2 VIPGS 26 -\IBJS- 26)},/NB((622874)VIP(5428§V2E()5 +10), VIP(6-11),
WEGBLyebshiaflew), Wi v aibks8) vime-19),
o O 1 T, 5

t V E{Oridmt VBX6-RY ) é/HPélrﬁ)sz&inVIPa(m 2’5}; é/IBélfé z&)p‘dﬂorl 63 7,0/IP(16-

ChP AR AOSSE Y ilATR B0 L FRUS¥s orie

VIIhE’(a@elit&) or pVb;H(y@acﬁl}reaM{eﬁf &ﬁ?éoardlw firBsid 8) an assoc1ated
VI P(4- 14), VI P(4-15), VIP(4-16), VIP(4-17), VI P(4-18),

W EIOIIQ VI P(4-20), VIP(4-21), VIP(4-22),

VI P( 4- 23) VI P(4-24), VI P(4-25), VIP(4-26),

VI P(4-27), VI P(4-28) VIP(5-10), VIP(5-11), VIP(5-12),
VR Bhe @e, of Wl Ritbpdsitjon 1nélhcﬂ1(1§ 01115))1: mWtPU B AB3ments selected from

S lrpbos ittt Bl Sp S Gdbcatriets), Vik(i 1,
Wﬁ((h? 1355)\111% E’éﬁv&ﬁgmm' V%szl ?)wg ?g) l@%@ &)P@@gu
WH’((622)7)VIP(A )6 VIB(#-24)) VIe4-D9), VIV(4L6), 3P4-INPYER2DS)

WISV I-BORVEEs 12), WS 33 Vgl b VAR 15), vips-16),
WE(3.8785)IP(5-W)PV18:528)), VIE(ROBSVaPB5-2 M, IAG-28) vip(5-23),
VIP(5-24), VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-28),VIP(6-10), VIP(6-11),

VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16), VIP(6-17), VIP(6-18),
VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23), VIP(6-24), VIP(6-25),
VIP(6-26), VIP(6-27), VIP(6-28), VIP(10-28), VIP(16-25), VIP(16-26), VIP(16-
27), VIP(16-28) or conservative substitutions thereof in the manufacture of a

medicament for the therapeutic or prophylactic treatment of myocardial fibrosis by

reducing hypertension.
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41. The use of VIP or a fragment thereof in the manufacture of a medicament for

lowering blood pressure in a subject.

42. The use according to claim 41 wherein the VIP fragment is one or more VIP
fragments selected from the group consisting of VIP(4-10), VIP(4-11), VIP(4-12),
VIP(4-13), VIP(4-14), VIP(4-15), VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-19),
VIP(4-20), VIP(4-21), VIP(4-22), VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26),
VIP(4-27), VIP(4-28) VIP(5-10), VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14),
VIP(5-15), VIP(5-16), VIP(5-17), VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21),
VIP(5-22), VIP(5-23), VIP(5-24), VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-
28),VIP(6-10), VIP(6-11), VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16),
VIP(6-17), VIP(6-18), VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23),
VIP(6-24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28), VIP(10-28), VIP(16-25),
VIP(16-26), VIP(16-27), VIP(16-28).

43. The use of a VIP in the manufacture of a medicament for the therapeutic or

prophylactic treatment of hypertension.

44. The use according to claim 43 wherein the VIP fragment is one or more VIP
fragments selected from the group consisting of VIP(4-10), VIP(4-11), VIP(4-12),
VIP(4-13), VIP(4-14), VIP(4-15), VIP(4-16), VIP(4-17), VIP(4-18), VIP(4-19),
VIP(4-20), VIP(4-21), VIP(4-22), VIP(4-23), VIP(4-24), VIP(4-25), VIP(4-26),
VIP(4-27), VIP(4-28) VIP(5-10), VIP(5-11), VIP(5-12), VIP(5-13), VIP(5-14),
VIP(5-15), VIP(5-16), VIP(5-17), VIP(5-18), VIP(5-19), VIP(5-20), VIP(5-21),
VIP(5-22), VIP(5-23), VIP(5-24), VIP(5-25), VIP(5-26), VIP(5-27), VIP(5-
28),VIP(6-10), VIP(6-11), VIP(6-12), VIP(6-13), VIP(6-14), VIP(6-15), VIP(6-16),
VIP(6-17), VIP(6-18), VIP(6-19), VIP(6-20), VIP(6-21), VIP(6-22), VIP(6-23),
VIP(6-24), VIP(6-25), VIP(6-26), VIP(6-27), VIP(6-28), VIP(10-28), VIP(16-25),
VIP(16-26), VIP(16-27), VIP(16-28).



