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either byagromdiistitredation, growiénnaibiticn, Rt

Si ngl e exon genes encodi ng novel bio-active peptides
5 The present invention relates to novel bio-active
pepti de hornone, process for the production of the
same, and use of the same. The present invention
identified novel bioactive peptide precursor and
salts thereof which can be used as drugs, for exanple
t herapeutic pol ypeptides, |igands to di scover

. r el evant r e argets for drug
Single eﬁ%%?%?é%@éoﬁm?ggﬁ%ﬁ%%%ti on relates to
novel bio-active peptide hornone, a process for the
production of the sang,. and. use of the s
The presgat inventien rlatestie r}?ﬂ@k@ﬁfachw&e?ﬁﬁqkﬁ'ﬁ *P%Fb"c%g p{%é%;& for the
. e the, | AN S Pl fHvievidon tddntified novel
mbducm%b&ﬂﬁ%é%ﬁ@%ﬁ?gkﬁgfggﬁéﬁggﬁﬁ?Qg?bgroteins that can be
bioactiveUsaslidesprebersapantiisaltp therpepwhitkscan e gees asHirugpulpr

example {aviapoabeRobeaPB RS SRR EIER S ik B 8bRoro
<xtamﬁﬂgh§%ﬂ§§}ﬂeH?HMOhiOl°giCally active peptides exhibit
r e

ofou ects both in health and di sease, either
by growh stinulation, growh inhibition, or the

- | ati f criti t abol | : _ -
The presaot RyRBLORFSaSMITE) HO- B e N SRR AR & g8t i the
producti(%r?’ gfﬁe%&r%gi;ﬁsé bE§ e tRE SMoPé ghaslarly) ties present invention

n, etc. tide hormones are initially )
relates 16 prhéeeidedthesideatifymtiop oé bieasdive, pesttidgrhaiBionsslerivar drom
may acquire a nunber of .post-tr '
precursof et et i o ARG aBePE PRYBERAdc adets (g arug
intervemfd}p, iiﬁ%hgé géH%%B\%r RSN AR gBIs0REG SBRCRIde biphasingy) ved
o'tHelr final destination to act as active
biomarkeghistraocies diséasssts. nessengers) to trigger a cellular
response by binding to a cell surface receptor. They
play a key role in physiological processes that are
i Y hctive B@?ﬁ"désf@éﬁbip rdibone difeats itk ém hehitls aot disease,
Manytﬂ@?é@%?ﬂscelnsu in), bloog_pressure r?%ﬁ;at%oﬂﬁi' boli
reuiatinryt cRigel mstabolic
Sclerosis (Interferon-fl) and others. The recent
pathway§equenci ng of the human genone has reveal ed around
30, 000 genes, far fewer than would be predicted from

the conplexity of human bi ol ogi ¢; )r 0OCeSSes. .
Peptide Abtraones ave pgsiuced g Rfﬁcwllﬁ?@ﬁ?e'rgélﬁ‘l@ rﬁﬁeﬁim%ﬁ and organs like

translation would Iike o .
dlands. {3 R O o B RE R St el oo
larger ple@&ksdrs asprahbafishedemidi magtaconse taontrhbepetpestrranslational

"~ products coded by these genes repr %ﬁﬂtsttg? e
modificatiods dusingltranspertatien SyAKOR e Frﬁ Ea@ GG steerss Jhexiat

the di.versit i . g . i first
processpq g opecdp dhitfinadlbstPalibh o el Bdile Bitiiahdes (irs
messen§OR] & Heshatd Selrligaespimiccihay bindinkg ta afopll syrface seespder. They

of sequence, usually geno

DNA h
olay a Kby oologh aYSIpIGaR PToTRees M anedBlauAat 14 many aTaas of

. .pr ot ei n- codi i Li2gbn
piomed Bg TR BT lifead BRBRte b iy, Blobe BB Tt ety ory
(Angiotdridin o Aeniie (Enfthmopoieginic), dhitipe SGdherosisr $ntedaePmBsand others.

i mportant steps in understanding the genonme of a 10
speci es once it has been sequenced. In extrinsic gene

The recfg}éggé.e(ﬂ%e@%fime Hutgar n_g?ﬁ@ﬁe%i@@ebkdsﬁ@mb@ﬂ),(ﬁm genes, far

at are si ar to extrinsic evidence in
fewer thahewvb@lebeopredicted fromtheecpreplexity of AumenskiniggicaRpIPcesses.

MRNA) or protein product., G vepn an it
Aftemati(\@ splicing @l thege @spps engr g%“ﬁﬂ?'éﬁ%“ a@meﬁ%?a%ﬁg‘;ﬁe up'to
sequence fromwhich it had to have been transcri bed.
G ven a protein sequence, a famly of possible coding
DNA sequences can be derived by reverse transl ation
of the genetic code. Once candi date DNA sequences
have been determned, it is an algorithmc problemto
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To determ ne the tissues transcribing the 8 novel
genes in the human body, commonly used in vitro
transcription assays were perfornmed on a panel of
human ti ssues (see figure 1-6). Using specific probe
200,000 priB®anSSipSs. It BenavRWidelnacdepigctthet posigeansiafional

I nterest can be detected and quantified. Ho

modificatianstto tlee pevten pleguctseo a@’ e%eé]e&r{ea’gﬁsae\?ﬁ%ﬁ{eoaaa'honal
I nf n t Gy Sffubetss | ocated in

levet of C?W@*%@Pfggﬁ%%%% tgﬁe){p@ﬁ%gﬁ% ilg(n addi tion the tissue
panel used in the present invention is not

Gene finding & ﬁggéﬂérlel\gré tpghg :ag%gtef E%I“BP%@%ER%E{M%S%%G%w
with algo{ﬁ?ﬁ gcfa@ %eﬂinﬁ) dﬁ ﬁlrn?t%ﬁe{s of LBgudhes TRaaly g@ﬁbmmDNsﬂt tyat are

ornones are used for treatnent

of
biologicaly Agrsenal. W’nﬁg mdﬂﬂl&ﬁldﬂﬁ@s peotem-coding aasese Bt ey SISO
and net hods for treat |

include offies duretiongl glespenisSue \?éjr Abg%mﬁgnci?éptﬂl %{eggons Gene
finding is eI ﬁ@sﬁrsttzﬂ‘ﬁ:l H%*shgﬂp&ftamcg@éybs fri @r&!eretaranmg theegergeme of a

sequences been nade however no reference
spemesdnbe15h35b9eeeeQuenmaht|on i dentified novel genes
encodi ng for bioactive peptide hornone precursors.
Pepti de hornones are characterized by their high

In extrinﬁ?@gléﬁé KRy sgété’i’ﬁ!;'théstaﬁdtftlg*én@hf@@;tseaeammrrse\qaeyces that

concen tions. Bioactive peptides hornones have
are similar toreximmsio evideseciin te forauekihe koyenseiengg iR, gressenger

o iR b RO e SR, et

‘unique gBRGMTCIORA §%Jé?ﬁ:elﬁ&ﬁ Wiich eiapeuhieabésn dbhectbed Given a

amount s as di ci nes and nedi canents for g db
protein sequanes) adﬁawb/s@‘saossltée spdmgelPrNé\sSQC&e@CeatcaW erived by

reverse t?%ﬁfﬁl%ﬁ?cgtl fdt%% g?%}ftt{g]e n t ﬂ%@e N %ﬁg%@@@ﬂé@é been

determm%@' MPsth 'a‘l’@rﬁﬁﬁﬁ@ﬁ%ﬁﬁb Sfidertiyusedreh o argetgenome for
treatnent of human di seases. The g § ent inventi ONevstem
matchesscomplete napapiabbardrekgcta deGigBBARIVE 12 &é’ﬁf Syste
CE&’ EE recursors and fragments thereof which could
designe 'écp "BO¥Sit erfere with physiol ogical factors that

i ncrease the risk of arteriosclerosis, inflammtion
or uncontrolled cell division.

A high degreercfi similadtyipia Kpewy roRSSENRRRA r@?bgﬁ?'t"‘?d?rt‘)ﬂﬁ?%r?gong
evidenod Bl ARG1CEEEE 4V (o BRI pefohOhng s bRl it gene.

Howeveﬁlim@bw thid\8proash rstysttrﬁlchb,smcmmebem@émﬁme sefeencing of
pol ypepti de chai n consi stin no a

RNA abdcaretete pesbistai Ng! GRK 3 I EXaeHSe. T 14 AP e piganisms
only a s 4 B 5H cPGRS ST thg OftRigh BN RS bftosS IS ehyighen time,
me:—;amng*’ﬂﬁ'i'a@I exPinskséddente forsadny génemajnq:te'@tadtﬂseaccwlblﬂ imany

e St o b BT PEFAE o
genes lndgI émpgéx 8&?@{% E@%g%ﬁ%ﬂ&%‘éﬁtrﬂﬁ%w@g of HEfegertraain thyes

n or insertion of at |east one
must bemdﬁ@d,aWhﬁ;hrl%!fanesemtBs‘udhendéiffmultm &or gxample|Somyg human

d d wh o) h
genes oz bip SxbiasseH DY Eu e ARvRRPmETTAsA B blef "
Despite g‘?ééﬁoﬁ} Ao fitils kié’nszv@qtﬁﬂé}f?ﬁit BRAtprefeiPsegeice databases have

osure ré ers to a polypeptide chain consisting
been gefnferatba foohlmanras well ae odmr igyuene erodel organisms in biology,

such asyamandRresst dEri/RaraRle, MedRefes friebase SPRAINHIARTTRL and
FLLH TLHAHGRHWPGQCSGVPSPL SSRGPGASGA.RVSSVRS Anot her
enbodi nent of present disclosure relates to a
pol ypepti de consisting of follow ng am no acid
sequence:
MGSGCARARL GLL SW.AASSGSEDALASSI SVKLALELAEVAWSEGDEAEGLA
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. a notablmw%@?ii%@%ﬁﬁc‘\%n‘gf& gre

Anot her enbodi ment of present disclosure relates to a
DNA that consist of a nuc] eotide base sequence
according to Seq Id no 14, encodi ng pol ypepti de chain
that consist of an am no acid sequence according to

' %&bd& OmBnaky Hifferémt dheciedsred ther Easembt systasy eof .
protein s ot her errbodi¥rent of present djscl OSFé relates to a

comprehengivelyanapsinis svidence tofeman Fbseure h&ragmes.
according to Seq Id no 15, encoding pol ypeptide chain
that consist of an am no acid sequence according to
Because S ahé thHPertt éXpeinise amal difficulty ireobiniag sxtrinsic rédepee for
Anot her enbodi nent of pres:{ﬁ. L scl osyrg. rehﬁ\&ﬁﬁ:htébrﬁ)mic
many geDp® it isaalse BRessRanio ESRtciPast IO 9aiLe "B de
~cagearding ' WP bighe ofipadtein-
DNA seqifge Sl §dviihunftally sSBrofRRrRE LBAaRACKRRS Lidas of pro
coding g&98s.IThee sigry cart bednbaldly categarized as eitharsignals.cyecific

| hi rd , th i i ded_th :
sequencs trg?é%méir@@teggg\%g‘g$%;ce$f§aplﬁé'?£rﬁg\équygé’é;?ﬁﬁeﬁf Qe
propertie% {pﬁ%@i%@b&n{; %%ﬁggpé?@rigelms Riitic §8RE Fingihglmight Bmase

ove, or 1 ntroducing said reconbi nant
accurateiestizrhclerizé® as deost predictionysince entrissicgevidence i§ generally

~conprises said recopbj nant _.vector. . urth
required &9@6@1PSWﬁWr®t$@'%rtggi @QH‘BJWFBQWd'SfngCﬂ?TOaAnaST acturing
of a pol ypepti de as defined above wherein sai d nethod
conprises the step of: i.providing the am ng_ acid )
Ab initio §¥né fieding in@ukheycies, respecially Ipprepex argaigas dike umans. 1s
. phase synthesis 1, extraction of Y '
considerBy mPEL eHNBING Tog ST pistons: Fas BfEbidifioter and other
regulaton‘&'oﬁﬁ@é%% ;ﬁf ?és%fé‘érﬁ)_nﬁéé ardRibhe dofrplexrand fasst well-ngdefstaod

e wherein the said nethod conprises_the .
than in psoleryotiespmakingi thgm meradiffieulbis @liablyerRagMNZEnjWpIRASSIC .

' id by. id ph L i '
exampleg i HeBH TSRy s pratc Yol Tlels BROEHC oA
binding é}f@{sﬁegggﬁﬁ)qaﬁg_ fifth aspect, there is provided a

met hod- P

duci ng the peptide, precursor or salt
t hereof as defined above which conprises subjecting

.amno t ' - ti Lyt i ' i
R A T
protein-dRItd 88qdéhceORdREZRNDATR is @it od ittbselveldl paeid (pyons),

I ntranol ecul ar disul fide bond formation. Present th
separatati by hostaoding wms&@goéshémﬁﬁr%ﬁsﬁ’ B dnaglveR another
. tjde, .. ' ' in-
signal t8F B}ty o8fE Ifke et e AS80REY 1 DI ArBRIS Brofein

coding gérn_egﬁ Punskh AShtBeCaviiexyihtot # dozen exonsstachuess thamiwm
acCl

or peptide to condensation, optionpally faollowe
hundredthasenpaieaipl leagitha andisoue aHenad 7§ W‘}éﬂ%{zﬁa‘&‘{%’ s Aﬁeregore
Sl xth. asnec I8 dlcitidy SV r St prépbrties of
much m3is SR Beteth i s SR A PR R pre
protein-QRAiNG ENA deeghaybiest precursor, or pharmaceutically
acceptabl e am de, ester, or a salt thereof wherein
sai d pol ypeptide chain consists of an amno acid
sequen C [ _ : WEIPeShaRBE t@iicdifeuse
Advancef BERES0BITRE DollaRRanidicam el RO athaTmeE Mce v
complexc@rapkbiistig nasidid|esuabtasvedder Markop Modeiptin gedeHai Gerehine
informatian o @ vagSBANAHAEREHEn A AL P EaT ST DRt e Le
Intorma e 3 VaBgeyHNt i"de
- halid,cans| ' EEGrate gHRE HindackR prokeyotes.
Ghmmeggﬁstfegl ﬁorhs\fﬁ%?y Bge@?rr}@a'ﬁ'i%gm h asgect_, there%ﬂd;my
Eukaryclic@t i gdee fisgersf by bampadean have adtipeed enlydinted success;
defi ned above Si ng as the active agent
{#9or, or pharmaceutically
acceptable am de, ester, or a salt thereof wherein
sai d pol ypeptide chain consists of an amno acid
sequence according Seq Id no 1 for the preparation of

a pharmaceutical conposition to change physi ol ogi cal
factors that i ncrease the risk of a_rt_eri oscl erosi s,
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10 al phabet can be conbined in different ways to form
an endl ess variety of worgs, amno acids can be

I i nked together in varying sequences to forma huge
variety of proteins. The uni que shape of each protein
determines its function in the body. A precursor is a

substance from whi ch another, usu Ig nore active 8r
The preseat iventien slasuiadwveLoaF PERIG HPBTANG PEEeHTOE By eans
of identifyibR SF haY8 FAth Sxniindi it SfidodeMtr febidbmdridiRe
precursoredifienals. Jo.fintheove singké ekbe genesyutheohuman geneee NGB! 33

assembly 15419f JOMEER) AcoRgaRPes AREATEHRIEh S BEETB JRL P Uty
2003), bg@o\?@‘eﬁt@%ﬂsﬁ‘éﬂe& iR & é’ik’rfagaﬁhg"fﬁ‘aﬁﬁés h@in@qhé%ﬂ%ﬁéékldag@féﬁc

Ice and/or in large quantities. 20 T .
code. Opkypenpidadieagpeatustading with e aminmecigoMetiypningaand with a
' i on have hornon

length bEESH L b EDDEEInE A SBFRoaRGECa e Hmegnd e frouse

- set wereitd%\‘r%griee@o 85€h Fﬁﬁér%sjlgéé tHE pebgrafrOBLASEMAIgRder to find closely

erapeuti c polypeptide, ligand to discover relevant
related sequertes ihehaih oGRERsINS. Omlysegudnaesdhatappeart ndiath @Fganisms

eg targets for n opal antibodi L 25
(human $E rERg L ere Selst i i BES e BehEreBeint patontal vape!
sequenc%& $R28 PredibRJONIP tHRAbIdYai éignélp’oén@tﬁé Hoskiras dfgpotential

etect "peptide fragnents in body fl ui ds_%, protein
membraké spaening megions masaeehfisoiesk bythesprograra) Mb@ﬂMo praddition, an

Pept | de_nni not opes recept or _hi ndj S|
interPro BBk et BoBARE Brhe FERERLT el bnThbBate ryg put e
presencé Bt il? Qestimsed gﬂitéﬂedcﬂham@ﬁ(@ yJ. drfasef d érhein eieRntheonovelty
are usetul, for 30 exanple, as agents for the glege
of the remaining gequencasavas Neritied Py SEEHENSM COMPE&isan 4o PESLEY ar

. di sease. hornmner [ : i : i
availabie y3gP85en LT EPBPRUT ks HSibo b Sk Shrolsid e
discover]@%ﬁﬁbvélréé&?étedrﬁ?bfélilﬁ@ﬂ&t |aukuary) prvidusiyt slesaribegiopriobein

~ Furthernore, the DNAs of the invention are useful as
domainsagents for the gene di agnosis of diseases 12 such as
cardi o vascul ar di sease, hornone-producing tunours,
di abetes, gastric ulcer and the like. A vector is a

It is genat@lN Gh@erdseod] ehatvsaptiie geneiries aretaharadtesned bgth&NAigh
~toacell. DNA by 5 itself mﬁy be regﬁrged 2& a[E
specificityastwell as Hhelerbagliveness FavencaNarORATEH PN HIBET f or
.e). o) . . -
sharactefif f AN, S ApSELR e ArFORNA G o
a small ramtbéri ofi hdtirch tisshen e ubigaitous ekpiassioarpatiergiaf peptide
replication. An appropriate replication origin causes
hormones ig sarely gbseyyod imaaBmAipdSYSKdhg with the cell's
.chronosones and to pass it along to its progeny. A
single cell that has been 10transforned with a vector
To determiihé thay ywuesttearastribing the & nbvelrgenes it dhé Sumen kddhal |

contain the vectaqr, as well as an W%%%g attached ho
commoryy Usgd Iy Viire AEANEGRRIPR BESaYVaTR BOT RA& ke O gfman
i 1 ‘ il ‘ jctd AREIBRNA encoding the
tissues g% ﬁ?ﬁﬁggﬁqyéﬁﬁs ornﬁtlohéxﬁ¥wﬂ§ﬁ%edtor is a way ofg
gene of imdriesigcan bewleteciadizad qfanbfied nidpweversd mist lee aotagdhat the
| arger one. A vector can be a . E. coli-derived pl 1.
gene expigsyon Qrksan beBRIOBCS DT raBETIELST O Haee I Pralg i the
SUPLA IS g dsdhue ' e pdidBLLed iR TS prareh®hvention
same logt ye’légqég%gér?’éég‘ %‘{@g?nh gh(% g?%. POSHIS,  pSHIS) &
is not cobgrekengypdhage such as [| anbda] phage, as well as an
ani mal virus such as retrovirus, vaccinia virus,
vacul ovirus and the like. The antibodi es agai nst the
peptide, precursor or salt of the invention can
specifically 20recogni ze the peptide, precursor or
salt of the invention. It may be used al so to produce
an anti body columm for purifying an inventive
pol ypepti de, to detect an inventive pol ypeptide in



15 el evated concentrations of one or several of such

hor none peptides (e.g. cardiovascul ar di sease,

net abol i ¢ di sease, nental illness, cancer, viral,

bacterial or yeast trigger®d infections and others).

2.0 Expression profiles 20 2.1) Performng the tissue
expression analysis The tissue expre S|onpg§€% §§§Rﬂ1andzue

Bioa‘:ﬁ"%ps@gg 25 g?:gs(hgg?r&tr?? e %Nr?v@éﬂ igi YidbShatm
i es are
thereforetcﬁrimiar&stﬁ@mpﬁﬁ@ﬁ%ﬁ?@fl{gﬁgg’k'd éﬁqg‘?o&% Al resear ch
abs, for %raisgts_y of tasks, such as the detection of

|
used fOWé%tH?%ﬂ?d 'SeasSes, the identification of genetic
fingerprints, the diagnosis of infectious diseases,

the cloning of genes, paternit ' EMent of immune
WhereasoNﬁmOAgSg%@G (ﬁ@ﬁi iqoﬁﬁ?%{'?*&gpéﬁéstggg?cgéfg%i d| yn oth Sof
measur g, the | B5R peRpustidd peqliencds jthe method 0
related disgRSES M)S,C[qas%%g\lléglaﬁg?ndi : %ggi;gt nod £t s evagno reference
identi hi3hé vebwirehssiqugnses nad RESanH SR
'denhﬁcgmtagr RNA. This is commonly used for the purpose of
to. determ ni ng whet her a sequence is present or not, and
‘ if it is present the nunber of copies in the sanple.
Descri ption of protocol used for gene expression,.
e prgkfSonten e ogenio er s b S 1 oo
. i i as
precursbro rﬁ&ﬁtiﬁﬁd?@ﬁtoﬂ‘ﬁ@ﬁf@ré!ar@&ﬁﬂggg%ﬁggwﬁﬁpég o?é%c? S,Wh ¢
. _were purcha f ' Difvddtive giiesthaaorasthave a
their eﬁgﬁ@%’%?&dﬁﬁ%@%’%ﬁ%%%%%ﬂ DNase di g_g}st was d for
tremend&id g&@ﬁﬁbwémcaeepg'amv@@uamtlde rPnEfeAre Use

manufacturer's protocol, 10 c - Dp _
troatmehoof dBRAseR 08 I IS EIFRES %ﬁ?g‘fégﬁﬁgégf?ggﬁfﬂg YebBences

Transcri pt ase. Ki ﬁ&ﬁ 23duntBMas@etiviids and medicaments for
can be F%@%%‘?Pe@tﬁ%&&%nt ggi S T om 10 pg RNA was .

'immun%%lggmgeaggsjaqwan Reaction Setup: Products for the
CR were purchased from Appl era. TagMan Uni versal PCR

Master M x (4305719) was used in each reaction.

t ' o jor Brii 200403@956) could
The prokigticas iaih Pl By, AV RS [y G 8 cldeee pror ¢ e;‘”ﬁ?g e ?39 oo
be deﬁ&é@ﬁsT@Meﬁmg’ hbver horeroreepolypeptidle sparENERs WaIFhRTREE™

using the ABlI Prism 7900 | . blem b
the tredftoianbwf hyrRORISEABRS P'(G%D‘%?ﬂtﬁﬂ‘féé‘é'ggﬂ‘é%%fg%m em by

. moput es; at iok$ a8 G dgmnerits theraad which could be
providing _ﬁﬂ%’eépegﬁ%é:hBé&O&é? rgg%wl?g g_s a I\%’?t i pl Ex PCR clorosis
used e BANIAphgsdgpo dacoon el ror A ERT AT ERE S0

inflamngadioredr ﬂmorgr@@%G@hé BNy ‘gccﬁig?ﬁgatqugqsequlencevw provice @

accor di i hiocould be Usesiefor treatmentekhuman
new re%?WPHiqug)ré@'\%iﬂPh}iaﬁyﬁP%? Q@éﬁo\/\%ﬁe? i n anot her

diseasé ¥ i fieldi S Biemedival Mseard®L37aMean aa Ct Expressi or
Fetal Brain 30,96 24,22 6,74 9,34 Brain 30,01 22,31
7,70 4,80 Brain Hi ppocanpus 31,58 21,59 9,99 0,98

Summaeer ebel | um 28, 74 22,28 6,47 11,29 Brain Cortex
Tenporal 30,15 23,05 7,10 7,29 Brain Cortex Frontal

The pre%%npais%%s&ie therefore Tefers to polypeptide chain consisting of an amino

acid sequence according Seq id no 1-8 or an amino acid sequence derived there

from by deletion, substitution or insertion of at least one amino acid residue, its amide

or ester or a salt of said peptide.



16 Substantia Nigra 31,09 21,01 10,08 0, 93 Dor sal

Root Ganglion 33,87 21,16 12,72 0,15 Spinal Cord
34,57 21,28 13,30 0,10 Hypot hal anus 32,69 21,39 11, 29
0,40 Anygdal a 31,25 21,07 %@,18 0,86 Adrenal 4 and
40,00 20,68 19,32 0,00 Salivary G and 32,97 21,03 -
11,94 0,25 Thyroid 31,73 20,32 11,41 0,37 Heart 34,09

87 0, 05 Aorta 34,96 20, 66 etal . :
In aﬁE?ttagpéé’f, iéergzls Agrogchp? iéj’cg\éoe&gg%él}éns&rﬂpﬁgng an amino acid
sequence according to Seq Id no 1. or an amino acid sequence derived there
from by deletion, substitution or insertion of at least one amino acid residue, its
amide or ester or a sait of said peptide, whereby the polypeptide comprising an

amino acid sequence derived from Seq Id no. 1 has hormonal activity.

An embodiment of present disclosure refers to a polypeptide chain consisting of the

following amino acid sequence:



34,27 20,34 13,93 0,06 HUVEC 40,00 20,89 19,11 O
! ) ) ) ) ) ) !OO
Adi pose 33,16 19,58 13,58 @, 08 Fetal Liver 34,26
21,87 12,39 0,19 Liver 34,00 2038, 13,62 0,08 Nor nal
Spl een 34,15 18,70 15,45 0,02 Tonsil 33,53 18, 82

RS A AR SOARI T SRS oo gD TOrLL

TLHAHE RIGWREMOC SERPSRIBSRGRGASGLRYESYR S5 0, 00 THP- 1
nmonocytes 28,39 20,18 8,21

Another embodiment of present disclosure relates to a polypeptide consisting of

following amino acid sequence:
MGSGCARARLGLLSWLAASSGSEDALASSISVKLALELAEVAWSEGDEAEGLAPWL

SPLVQGRDSGEDR EQLEAACLKRGSWAGAGKARELSPTAPKWLE EAEERLTLRSI
PL

Another embodiment of present disclosure relates fo a polypeptide consisting of the

following amino acid sequence: :
MLLAMSSISIFSSLFSFSSFCFTRCRLSlCSPSSATLSACFFLRVAAVASCCRVASSR

SLRIFWNSASLFLFI_SIWAEVAPLASSSLSLISSSSLARS ERCFSILALSVCSASISSSS
SSMRA ‘

Another embodiment of present disciosure relates to a polypeptide consisting of the

following amino acid sequence:
MATSWAGSAAPPASAAKSWGTRPSRPGGPRSAWRRRRATLAAWTGF’ARAATAT

TTRAAARRPVAARTPARLAATSRATHARTWPMASP RASVTTCTCAFRAARAS PALS
S

Another embodiment of present disclosure relates to a polypeptide consisting of the

following amino acid sequence:
MPRSAPRAAAAPARAPAAAAVACACCPNSAPDFFMVCGGHVRSLAGKRLFSSPPR

PACSGPNDLRSSGVSGGAVRF’AARTRRRAQGEVEEEASCGEKGRRTAERMGPVA
AARAGLDAAWARRCEVPKVTI IPTRQPRAPARPGAPRRI

Another embodiment of present disclosure relates to a polypeptide consisting of the

following amino acid sequence:
MPKWRLAWPKQTRASSCGLSLPS!SCASSCSASRNGGDRCSLRI [TTRHTR

Another embodiment of present disclosure relates to a polypeptide consisting of the

following amino acid sequence:
MSVWTFLKCRGNSSLLKNLLQVKVKAELLLLCLLVTHSLWSSTWSPPGVAAVRSAS



3,38 THP-1 macrophages 31,77 19,39 12,38 0,19 Ki dney
34,59 21,75 12,84 0,14 Skel etal Muscle 24,83 21,92
2,91 133,02 skin 30,39 20,97 9,43 1,45 Chondrocytes
30,97 20,51 10,46 0,71 Tr dchea 34,31 20,35 13,96 0,06
Fetal Lung 31,75 22,06 9,69 1,21 Lung 30,90 19, 50

TvPEENESGErCyRIMec s i e b By PR R FEAE VI tsoLers
sTVIPKSEYSPAlEsPa L th NASP8RARFPO |

Another embodiment of present disclosure relates to a polypeptide consisting of the

foliowing amino acid sequence:
MASAAGEPFSMYLASAAAALCTPTASARKARGLRTEPLDEVLARGGPAASTLWCR

CRLWPKASLYPGARKPCLAASGSDSSTSGGSATDTGPDLTPWKEVDSDLSASMQL
LM!WLTLSTSLAMVEISATELWLSGPGRPSSQSLRSGGSPVRTSM |

An embodiment of the disclosure also provides a DNA comprising of a nucleotide base
sequence according to Seq Id no 8 to 16 encoding a polypeptide chain comprising an
arnino acid sequences represented by Seq Id no 1-8 or its amide, ester or a salts
thereof.

In a second aspect, there is provided a DNA consisting of a nucleotide base sequencé

according to Seq Id no 9 encoding a polypeptide chain as defined above consisting of

an amino acid sequence represented byASeq Id no 1 or its amide, ester or a salts thereof.

The disciosure relates to a DNA that consist of a nucleotide base sequence according
to Seq Id no 9, encoding a polypeptide chain that consist of an amino acid sequence

according to Seq Id no 1 or its amide, ester or a salts thereof.

This Present disclosure relates to a DNA that consists of a nucleotide base sequence
according to Seq Id no 10, encoding polypeptide chain described in paragraph 1 that
consists of an amino acid sequence according to Seq Id no 2 or its amide, ester ora

salts thereof.

Another embodiment of present disclosure relates to a DNA that consist of a

nucleotide base sequence according to Seq Id no 11, encoding polypeptide chain

that consist of an amino acid sequence according to Seq Id no 3 or its amide, ester or

a salts thereof.



Lung Tunor (adenocarci noma) 34,80 18,86 15,93 0, 02
Lung Tunor (carci noma) 32,71 19,29 13,42 0,09 A549
cell's 25,55 19,50 6,05 15,46 Breast 32,86 21,84 11,02
0, 48 Breast Tunor Control 34,14 20,87 13,27 0,10
Breast Tunor (adenocarci noma) 33,85 20,24 13,60 O, 08
Anothé@@ﬂ%b st (32s@it AScI65urtfelficd 108 MNAdhaBSREist of a

86 15,85 0,00 Col I.BD, Co l,~37.8
nucleafidschase iepegs B11 g 558 B8 2o Gy rRlyb R chain
that co%%nét o? Amifb ddd 4 cshén&é a%c@%tﬁ%'t@ Seq id no 4 or its amide, ester or

adenocarC|n
a salts thereof.



17,90 0,00 Esophagus 28,07 22,34 5,73 18,88 Stonmach
38,35 20,98 17,37 0,00 Small Intestine 33,91 21,20
12,71 0,15 Pancreas 40,00 23,63 16,37 0,00 Ovary
37,02 21,12 15,89 0,00 35867 20,46 15,22 0,00 Ovary
Tunmor Contr ol Ovary Tunor (adenocarci noma) 31,79
19,67 12,12 0,22 Ovary Tunnrﬁcarcinona) 31, 47 18132
Anothed@mbbdindm dnsretenedizgelosereo@latss ¢ aiDNAGhapsenRgishal @

nucleotééi%s@%%éggq{;%gxg@ tg %eﬁgld% 9308nEB@IREPStypeptide chain
that consist of an amino acid sequence according to Seq Id no 5 or its amide, ester or

a salts thereof.

Another embodiment of present disclosure relates fo a DNA that consist of a
nucleotide base sequence according to Seq Id no 14, encoding polypeptide chain

that consist of an amino acid sequence according to Seq Id no 6 or its amide, ester or

a salts thereof.

Aﬁother embodiment of present disclosure relates to a DNA that consist of a
nucleotide base sequence according to Seq Id no 15, encoding polypeptide chain

that consist of an amino acid sequence according to Seq Id no 7 or its amide, ester or

a salts thefeof.

Another embodiment of present disclosure relates to a DNA that consist of a
nucleotide base sequence éccording to Seq Id no 16, encoding polypeptide chain

that consist of an amino acid sequence according o Seq !d no 8 or its amide, ester or

a salts thereof.

in a third aspect, there is provided the use of a DNA as defined above for preparing
a recombinant vector, wherein said recombinant vector comprises

1. a DNA as defined above, and
for introducing said recombinant vector in fo a host cell, wherein said host cell

comprises said recombinant vector.

In a fourth aspect, there is provided a method for manufacturing of a polypeptide
as defined above wherein said method comprises the step of:
I providing the amino acid
Ii. synthesizing the amino acid by solid phase or liquid phase
synthesis
1. extraction of polypeptide
fil. purification of the polypeptide



35,15 20,15 15,00 0,00 HeLa cells 34,97 19,45 15,51
0,02 Uerus 36,13 20,32 15,81 0,00 Pl acenta 32, 62
22,18 10,44 0,72 Testis 29,85 22,58 7,27 6, 46

Posi tive Control (H PCO) 29,§% 20,27 9,05 1,88 2.4)
The follow ng expression profiles could be gained for
a gene encodi ng a peptide sequence according to Seq

IDN 2 (Fig. 8). These result re exhibited [l .
orosent Qisbiosrardivisdos mathagnBanyaehing i Pelpepids Wigrein the
o 39, 66 24, 66 9 :&hA 188 ah8indachd, HhtREsiBingChe amino
said m@?‘&ﬁ&%%ﬁ&éﬁﬁ'&fﬁeg?ﬁﬂ%gfﬁll, 210, 42 S&-.r ebel |n§m_ _
acid by AbIR%Re iglid Bhis8 @yRihasis, Gatrastion efpohwepgdezpurification of
23,61
the polypeptide -
In a fifth aspect, there is provided a method of producing the peptide, precursor or salt thereof
as defined above which comprises subjecting an amino terminus-constituting amino acid or

peptide and a carboxyl terminus-constituting amino acid or peptide to condensation, optionally

followed by intramolecular disulfide bond formation.

Present disclosure also provides a method of producing the peptide, precursor or salt
thereof which comprises subjecting an amino terminus-constituting amino acid or
pepti'de and a carboxyl terminus-constituting am_i_no acid or peptide o condensation,

optionally followed by intramolecular disulfide bond formation.

In a sixth aspect, there is provided a pharmaceutical composition comprising as the active
agent a polypeptide chain or precursor, or pharmaceutically acceptable amide, ester, ora

salt thereof wherein said polypeptide chain consists of an amino acid sequence according

Seqid no 1.

An embodiment of the disclosure provides a pharmaceutical composition comprising

as the active agent a polypeptide chain or precursor, or pharmaceutically acceptable

amide, ester, or a salt thereof wherein said polypeptide chain consists of an amino

acid sequence according Seq Id no 1-8.



9,66 1,23 Brain Cortex Frontal 34,81 23,20 11,61 0, 32
Substantia N gra 40,00 21,39 18,61 0,00 Dorsal Root
Ganglion 39,83 21,35 18,47 0,00 Spinal Cord 39,55
21,57 17,97 0,00 Hypot hajanmus 35,65 21,83 13,82 0,00
Anygdal a 35,82 21,52 14,30 0,00 Adrenal d and 40, 00
21,09 18,91 0,00 Salivary @ and 40,00 21,56 18,44
0,00 Thyroid 40,00 20,52 19,48 0,00 Heart 34,96 20, 69
In a sevighti? @sPediS thare isipRiided B 88 tfipBBnrREUtirakcampesitien as

defined above, comprising as the active agent polypeptide chain or precursor, or
pharmaceutically acceptable amide, ester, or a salt thereof wherein said polypeptide
chain consists of an amino acid sequence according Seq Id no 1 for the preparation
of a pharmaceutical composition to change physiological factors that increase the

risk of arteriosclerosis, inflammation or uncontrolled cell division.

Present disclosure also refers to the use of a pharmaceutical composition, comprising
as the active agent a polypeptide chain or precursor, or pharmaceutically acceptable
_ amide, ester, or a salt thereof wherein said polypeptide chain Qpnsists of an amino
acid sequence according Seq Id no 1-8, and can be used as therapeutic

polypeptides, targets for drug intervention, ligands to discover relevant targets,

biomarkers to monitor diseases.

The disclosure also provides the use of a peptide, precursor or salt of the inVention in
the production of an agent for the treatment or prevention of cardio vascular disease,
hormene-producing tumors, 'a hormone secretion inhibitor, a tumor growth inhibitor,

which comprises at least one of the amino acid sequence defined under Seq. Id 1to -

8.

In an eighth aspect, there is provided an antibody to a polypeptide chain as defined above that
comprises an amino acid sequences according to Seq Id no 1, or its amide, ester or salts

thereof.

An embodiment of the disclosure also provides an antibody to a polypeptide chain
according to paragraph 1 that comprises an amino acid sequences according to Seq
id no 1-8, or its amide, ester or salts thereof. An antibody of the invention can be
used also for detecting an inventive polypeptide present in a sample such as a body
fluid or a tissue. It may be used also to produce an antibody column for purifying an
inventive polypeptide, to detect an inventive polypeptide in each fraction during
purification, or to analyze the behavior of an inventive polypeptide in a test cell.



35,80 22,86 12,94 0,00 AoSMC 29, 23 19,25 9,98 0,99
HUVEC 40, 00 21,28 18,72 0,00 Adi pose 39,40 19,77
19,63 0,00 Fetal Liver 39,98 22,09 17,89 0,00 Liver
40,00 20,66 19,34 0,00 Nornmgi Spleen 32,16 19,05
13,11 0,11 Tonsil 35,12 19,12 15,99 0,00 39,75 21,57
18,18 0, 00 Bone Marrow Thynmus 38, 16 20,01 18, 15

The teori*nOonF!))?pl\é%h emansotljse?’ hgpei%%h%ﬁ béltaﬁgn to refer to any polymer
consisting of amino acids linked by covalent bonds and this term includes within its
scope parts or fragments of full length proteins, such as, for example, peptides,
oligopeptides and shorter peptide sequences consisting of at least 2 amino acids,
more particularly at least about 5 amino acid residues or more.

The term "polypeptide” includes all moieties containing one or more aminc acids
linked by a peptide bond. In addition, this term includes within its ambit polymers of
modified amino acids, including amino acids which have been post- translationally
modified, for example by chemical modification inciuding but not restricted to
glycosylation, phosph‘brylation, acetylation and/or sulphation reactions that effectively
alter the basic peptide backbone. Accordingly, a polypeptide may be derived from a
naturally- occurring protein, and in particular may be derived from a full-length protein
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0,00 PBMC, PHA treated 39,83 18,11 21,72 0,00 THP-1
nmonocytes 39,62 20,59 19493 0,00 THE-1 macrophages
39,80 19,82 19,98 0,00 Kidney 40,00 22,12 17,88 0,00
Skel etal Muscle 39,30 22,27 17,02 0,00 Skin 39, 49

by chem18éh Henkmilic Qlé&agbonﬁhgwagsnﬁtsu&h 20CHBriar proteages such
Trachea 39,64 20,70 18,94 0 et al 8
as tWPsuQQr daymatrgsin, amomgﬁ%@t@eﬁs&d@@“agwe 4 545N @08%%%15 may be

derived by chem(fgé]tsw he%% Qﬁng%eﬂﬁrﬁmﬁ Eeﬁt[@@ synthetic methods. Also
included within the scope of the definition of a "polypeptide” are amino acid sequence
variants (referred to herein as polypeptide variants). These may contain one or more
preferably conservative, amino acid substitutions, deletions, or insertions, in a
naturally-ocourring amino acid sequence which do not alter at least one essential

property of said polypeptide, such as, for example, its biological activity. Such

- polypeptides may be synthesised by chemical polypeptide synthesis. Conservative

amino acid substitutions are well-known in the art. For exampie, one or more amino
acid residues of a native protein can be substituted conservatively with an amino acid
residue of similar charge, size or polarity, with the resuiting polypeptide retaining
functional ability as described herein. Rules for making such substitutions are well
known. More specifically, conservative amino acid substitutions are those that
generally take place within a family of amino acids that are related in their side
chains. Genetically-encoded amino acids are generally divided into four groups: (1)
acidic=aspartate, glutamate; (2) basic=lysine, arginine, and histidine; (3) non-
polapalanine, valine, leucine, isoleucine, proline, phenylalanine, methionine, and
tryptophan; and (4) unchargedpolar=glycine, asparagine, glutamine, cysteine, serine,
threonin, and tyrosine. Phenylalanine, tyrosine and tryptophan are also jointly
classified as aromatic amino adid_s. One or more replacements within any particular
group such as, for example, thé substitution of leucine for isoleucine or valine are
alternatively, the substitution of aspartate for glutamate or threonin for serine, or of
any other amino acid residue with a structurally-refated amino acid residue will

generally have an insignificant effect on the function of the resulting polypeptide.

Included within the scope of the definition of a "polypeptide” are amino acid sequence
variants that have undergone unnatural modifications such as but not limited to
protection, _carboxy!ation, and derivatization by amide and non-amide bonds as well
as covalent and non-covalent modification.

Included in the scope of the definition of the term "polypeptide” is a peptide whose
biological activity is predictable as a result of its-amino acid sequence corresponding

to a functional domain. Also encompassed by the term "polypeptide” is a peptide
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Lung COPD 39, 00 20,28 18,72 0,00 Lung Tunor Contro
35,62 18,79 16,83 0,00 Lyng Tunor (adenocar ci nona)

35,29 18,81 16,47 0,00 Lung Tunor(carci noma) 34,02
19,18 14,85 0,03 A549 cells 39,81 19,75 20,06 0,00

whose bi st adRitd Lol At Heve bdh PedRrted &ty theranalyGim ot i amino
_ @?@EB 20, 82 10,65 0, 62 Breaigl:29 Tur ngy( adenocﬁ?i noma)
acid sequdficd9 20, 02 11,47 0,35 Manmary d and 32,62 20, 40
12,21 0,21 Colon 38,69 20,05 18,64 0,00 Colon |IBD
Control 35,60 19,02 16,58 0,00 Colon I1BD 35, 39 19, 50

An amino acid is any molecule that contains both amine and carboxylic acid
functional groups. Amino acid residue is what is left of an amino acid once a
molecule of water has been lost (an H+ from the nitrogenous side and an OH- from
the carboxylic side) in the formation of a peptide bond, the chemical bond that finks
the amino acid monomers in a protein chain. Each protein has its own unigue amino
acid set;uence that is known as its primary structure. Just as the letters of the
alphabet can be combined in different ways to form an endless variety of words,
amino acids can be linked together in varying sequences to form a huge variety of

proteins. The unique shape of each protein determines its function in the body.

A precursor is a sdbstance from which another, usually more active or mature
substance is formed. A protein precursor is an inactive protein (or peptide) that can
be turned into an active form by posttransiational modification. The name of the
precursor for a protein is often prefixed by pro or prepro. Precursors are often used
by an organism when the subsequent ptotein is potentially harmful, but needs to be

available on short notice and/or in large quantities.

The Polype.ptide, precursors or salts thereof, of the present invention have hormonal
activity. Therefore, the polypeptides, precursors and salts of the invention are useful
as drugs, for example therapeutic polypeptide, ligand to discover relevant targets
(e.g. GPCRs), targets for drug intervention (eg targets for monoclonal antibodies or

the_relike, receptor fragments), biomarkers to monitor diseases (in combination with

tool antibodies to detect peptide fragments in body fluids), protein kinase inhibitors

and substrates, T-cell epitopes, Peptide mimotopes of receptor binding sites,
Biomarker to measure the expression level.

The DNAs coding for the peptide or precursor of the invention are useful, for
example, as agents for the gene therapy or treatment or prevention of cardio vascular
disease, hormone-producing tumeors, diabetes, gastric ulcer and the like, hormone
secretion inhibitors, tumor growth inhibitors, neural activity and so for. Furthermore,

the DNAs of the invention are useful as agents for the gene diagnosis of diseases
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15,89 0,00 Col on Tunor Control 35,60 19,63 15,97 0, 00
Col on Tunor (adenocar ci nogga) 35,25 19, 32 15,93 0, OO’
Esophagus 37,59 21, 90 15,?%8 0,00 Stomach 35, 13 20, 88
14,25 0,00 Smal| Intestine 39,54 21,00 18,54 0,00

I, , .
o0 GGG et i b gt o

and the li86, 06 19,50 16,56 0,00 Ovary Tunor (adenocarci nonma)
(P)/ar%/ Tunor (carci noma) 39,67 18,95 20,72 0,00
rostate

A vector is a vehicle for delivering genetic material such as DNA1o a cell. DNA by
itself may be regarded as a vector, for example in particular when it is used for cell
transformation. A vector in this sense is a DNA construct, such as a plasmid or a
bacterial artificial chromosome that contains an origin of replication. An appropriate

replication origin causes a cell to copy the construct along with the cell's

_.chromosomes and to pass it along to its progeny. A single cell that has been

transformed with a vector will grow into an entire culture of cells, which all contain the'
vector, as well as any gene attached to it within the construct. Because the
constructs can be extracted from the cells by purification techniqués, transformation
with a vector is a way of making a small number of DNA molecules in fo a much
larger one. A vector can be a E. coli-derived plasmid (e.g., pBR322, pBR325, pUC12,
pUC13), a Bacillus subtilis-derived plasmid (e.g., pUB110, pTP5, pC194), a yeast-
derived plasmid (e.g., pSH19, pSH15), a bacteriophage such as [lambda] phage, as

well as an animal virus such as retrovirus, vaccinia virus, vaculovirus and the like.

The antibodies against the peptide, precursor or salt of the invention can specifically
recdgnize the peptide, precursor or salt of the invention. It may be used also to
produce an antibody column for purifying an inventive polypeptide, to detect an
inventive polypeptide in each fraction during purification, or to analyze the behavior of
a novel polypeptide in a test cell. Hence it can be used for assaying the peptide or

equivalent of the invention in test solutions.

Results

1.0 Description of the Computer Programs:

1.1 Signal P version 2.0

Objective: This program was used to detect potential signal sequences, it was used
with a cut off score of 0.98. Signal P version 2.0 predicts the presence and location of
signal peptide cleavage sites in amino acid sequences from different organisms: The

method incorporates a prediction of cleavage sites and a signal peptide/non-signal
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39,59 20,37 19,22 0,00 40,00 20,54 19,46 0,00
Prostate Tunmor Control 43 Prostate

Tunor (adenocar ci noma) 37,51 20,27 17,23 0,00 HelLa
cells 40,00 19,34 20,66 0,00 Uerus 32,39 20,46 11, 93

peptide er&@tI&’ll 86650 an3BeTAbiRation of 8evaraD attiickastausalmtwprks and
89 1,06 20 Positive Control

hidden M(arlmo@p_sglswzo 4812, 670,15 2.5) The fol |l ow ng
expression profiles could be gained for a gene
encodi ng a peptide sequence according to Seq ID Nr 3

12TMHI(/Iﬁ'#]gers%n 2fhese results are exhibited as well in Fig.

owever in another fo su e
ObjectiverGTBISEATKETLSES| {9 6887Q Hopabli Mgmins Franisg fsgions in
protein sque?’nces. TMHMM version 2.0 is used for prediction of transmembrane
helices in proteins. Predicted TM segments in the n-terminal region sometime tum

out to be signal peptides.

1.3 ProP version 1.0

Objective: This program was used to detect potential cleavage sites in protem
sequences. [t was used with a score of 0.09. This program predicts arginine and
lysine propeptide cleavage sites in eukaryotic protein sequences using an ensemble
of neural networks. Furin-specific prediction is the default. It is also possible to
perform a general proprotein convertase (PC) prediction. This program is integrated

with the SignalP program predicting‘the presence and location of signal peptide

- cleavage sites.

1.4 InterPro version 12 in combination with InterProScan

InterPro is a database of protein families, domains and functional sites in which
identifiable features found in known proteins can be applied to unknown protein
sequences. 1.5 InterProScan is the program used to compare amino acid sequences

o the InterPro database.

1.6 BLAST version 2.2.9

The Basic Local Alignment Search Tool (BLAST) finds regions of local similarity
between sequences. The program compares nucleotide or protein sequences to
sequence databases and calculates the statistical significance of matches. BLAST
can be used to infer functional and evolutionary relationships between sequences as
well as help identify members of gene families. BLAST uses Karlin-Altschul Statistics
to determine the statistical significance of the alignments it produces. The basic
algorithm can be implemented in a number of ways and applied in a variety of
contexts including straightforward DNA and protein sequence database searches,

motif searches, gene identification searches, and in the analysis of muttiple regions of
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75,43 Brain 27,58 21,82 5,75 18,56 Brain Hi

, , ppocanpus
26, 95 21,99 5,86 17,23 Cﬁgebellun126 98 21, 83 5, TE
28,14 Brain Cortex Tenpo 27,87 22,74 5,13 28, 48
Brain Cortex Frontal 27,92 22,36 5,57 21,10

similarity @iﬁab%}ﬂ}\%f%gﬁ%g%%?d%%rﬂ@ ifs- fféqtﬁﬂty%d)ﬁes’@bilmm

14 56, 74 Spinal Cord 25, 90
mathemaﬁ%lﬁa?na@y&s? BIEAST i+npartied armagnitydeyfasterinan esty 68

gdala 26,70 20,75 5,95 16 Adr enal
Sequencagorgpagscgﬂgt% akcempa ?S@%{ﬁ@“@z 343 d and 26, 30

All these programs as mentioned before are accessible via the public domain internet

The biological role of the hormone peptides of the invention have been examined by
means of expression profile studies (Fig. 1 to 6). The presence of hormone peptides
could be demonstrated for several tissues to be different depending on the particular
sequence. The differential expression of hormone peptides according to the invention’
in different tissues is regarded as strong indication for their important biological role.
The adjustement of the concentration of one or several of the hormone peptides of
the invention by increasing or diminishing the amount of such hormone peptides
could have a strong impact to the treatment of a disease in need of diminished or
elevated concentrations of one or several of such hormone peptides (e.g.
cardiovascular disease, metabolic disease, mental iliness, cancer, viral, bacterial or

yeast triggered infections and others).
2.0 Expression profiles

2.1) Performing the tissue expression analysis
The tissue expression analysis was performed by means of TagMan gene expression

analyses

PCR (Polymerase Chain Reaction) is a standard technique in medical and biological
research labs for a variety of tasks, such as the detection of hereditary diseases, the
identification of genetic fingerprints, the diagnosis of infectious diseases, the cloning

of genes, patemity testing, and DNA computing.

Quantitative PCR is used to rapidly measure the quantity of PCR product (preferably
real-time), thus is an indirect mefhod for quantitatively measuring starting amounts of
DNA, cDNA or RNA. This is commonly used for the purpose of determining whether
a sequence is present or not, and fitis present the number of copies in the sample.

Description of protocol used for gene expression studies in present invention:
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20,91 6,42 11,67 Thyroid 25,47 19,95 5,52 21,79
24,93 20,06 4,87 34, 20 Agéta 25, 44 20,08 5, 36 24F§irt
Fetal Aorta 24,71 22,16 2°56 169, 83 A0oSMC 25, 32 20, 02
5,30 25,40 HUVEC 25, 24 20,32 4,91 33,18 Adi pose 23, 86
19,20 4,66 39,64 Fetal Liver 26,93 21,41 5,52 21,82
Li ver 27,72 20,07 7,65 4,98 Normal Spleen 25, 66 ’18 39
Sample pfedra6ioA7 Tonsi| 26,10 18,32 7,78 4,54 ’ ’

RNA samples from the tissues tested were purchased from different vendors.

DNase Digest: 4
All products were purchased from Ambion. DNA free DNase treatment and removal
reagents (1906). DNase digest was performed using 50 pg RNA and according to the

manufacturer’s protocol.

cDNA Synthesis:
Products for cDNA were purchased from Applera Reverse Transcriptase Kit
(N8080234), RNase inhibitor (N8080119). cDNA Synthesis from 10 pg RNA was

performed.

TaqgMan Reaction Setup:

. Products for the PCR were purchased from Applera. TagMan Universal PCR Master

Mix (4305719) was used in each reaction. Target forward Primer, Target reverse
Primer, Target probe labeled with FAM for each gene, respectively (see Table with

primer sequences). PCR was performed using the ABi Prism 7900 (Applera) under

" the following PCR conditions: 2 minutes at 50°C, 10 minutes at 95°C, 40 cycles with

95°C for 15 s and 1 minute at 60°C. PCR was set up as a Multiplex PCR using B2M

as endogenous control for normalisation.

2.3) The following expression profiles could be gained for a gene encoding a peptide
sequence according to Seq ID Nr 1 (Fig. 7). These results are exhibited as well in

Fig. 1 however in another format:

Tissue Type Mean RPL37aMean 39 Ct Expressior
Fetal Brain 30,96 24,22 6,74 9,34
Brain 30,01 22,31 7,70 4,80

Brain Hippocampus 31,58 21,59 9,99 0,98
Cerebelium 28,74 22,28 6,47 11,29
Brain Cortex Temporal 30,15 23,05 7,10 7,29

Brain Cortex Frontal 32,02 22,81 9,20 1,70



Bone Marrow 29, 36 20,50 8,86 2,15 Thynus 25, 00 18, 95
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Trachea
Spinal Cord

Hypothalamus
Amygdala

Adrenal Gland
Salivary Gland
Thyroid

Heart

Aorta

Fetal Aorta

A0SMC

HUVEC

Adipose

Fetal Liver

Liver
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Bone Marrow
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- PBMC Control
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THP-1 monocytes
THP-1 macrophages
Kidney

Skeletal Muscle
Skin

Chondrocytes
Trachea

Fetal Lung

L.ung

L.ung COPD Control
Lung COPD

Lung Tumor Control

18,95 11,41 O,
NUscIe 26, 6

34,57
32,69
31,25
40,00
32,97
31,73
34,09
34,96
28,18
34,27
40,00
33,16
34,26
34,00
34,15

33,53

36,58
30,26
39,54
35,60
28,39
31,77
34,59
24,83
30,39
30,97
34,31
31,75
30,90
40,00
35,81
35,20

21,28
21,39
21,07
20,68
21,03
20,32
19,87
20,66
22,46
20,34
20,89
19,58
21,87
20,38
18,70
18,82
21,18
19,67
17,77
17,25
20,18
19,39
21,75
21,92
20,97
20,51
20,35
22,06
19,50
20,36
20,15
18,65

, 32 0,39 PBMC Contr ol
17,27 7,41 5,88 THP-1

13,30
11,29
10,18
19,32
11,94
11,41
14,22
14,30
5,72

13,93
19,11
13,58
12,39
13,62
15,45
14,71
15,40
10,58

21,77

18,35
8,21
12,38
12,84
2,01
9,43
10,46
13,96
9,69
11,40
19,64
15,66
16,55

0,10
0,40
0,86
0,00
0,25
0,37
0,05
0,05
18,95

0,06

0,00
0,08
0,19
0,08
0,02
0,04
0,00
0,65
0,00

0,00

3,38

0,19

0,14
133,02
1,45
0,71
0,06
1,21
0,37
0,00
0,00
0,00



25,64 20,58 5,06 29,98 Fetal
428, 06 Lung 24,92 19, 39
26,36 19,70 6,66 9,87 Lu

18, 18 Lung Tunor Control

24,15 20,82 3,33 99,
A549 cells

Breast

Breast Tumor Control

Breast Tumor(adenocarcinoma)
Mammary Gland

Colon

Colon 1BD Control

Colon IBD

Colon Tumor Control

Colon Tumor(adenocarcinoma)
Esophagus

Stomach

Small intestine

Pancreas

Ovary

Ovary Tumor Control

Ovary Tumor{adenocarcinoma)
Ovary Tumor{carcinoma)
Prostate

Prostate Tumor Control
Prostate Tumor{adenocarcinoma)
Hela cells

Uterus

Placenta

Testis

Positive Control(HIPCO)

32,86
34,14
33,85

37,21

35,71
37,82
38,87
37,41
36,40
28,07
38,35
33,91
40,00
37,02
35,67
31,79
31,47

- 29,26

40,00
35,15
34,97
36,13
32,62
29,85
29,32

i

Lung 23,50 22,27 1,22
53 21,58 Lung COPD Control
COPD 25,89 20,11 5,78

Tunpr (adeno ' 25 ég 46 18,90 5,56 21,24 Lung
noen 5 6,85 8,1%/93ung0,02

Lung T”‘H?%P%ESF%HC@%%) 25,% 19, 4011%8% 15,93 ASA9 cell 5

Lung TuRDr@ardfort8) 9, 82 1, 132fHeast 122963 21, 93 B,40 1909%P

98 i easfg Bymor Cont rephs

21,84
20,87
20,24
20,65
19,86
19,17
19,39

19,70
18,50
22,34
20,98
21,20
23,63
21,12
20,46
19,67
18,92
20,15
20,60
20,15
19,45
20,32
22,18
22,58
20,27

11,02

13,27

13,60
16,56
15,85
18,65
19,48
17,71
17,90
5,73

17,37
12,71
16,37
15,89
15,22
12,12
12,55
9,11

19,40
15,00
15,51
15,81
10,44
7,27

9,05

15,06
0,48
0,10
0,08
0,00
0,00
0,00
0,00
0,00
0,00
18,88
0,00
0,15
0,00
0,00
0,00
0,22
0,17
1,81
0,00
0,00
0,02
0,00
0,72
6,46
1,88

2.4) The following expression profiles could be gained for a gene encoding a peptide

sequence according to Seq ID Nr 2 (Fig. 8). These results are exhibited as well in

Fig. 2 however in another format:

Tissue Type

Mean

RPL37aMean

da Ct

Expression



Breast Tunor (adenocarci noma) 25,02 19,88 5,13 28,52
Mammary d and 23, 96 20, 3293, 64 80,12 Col on 25, 25’
19,76 5,49 22,28 Colon | Control 25,44 18,98 6, 46
11,35 Colon |BD 26,17 19,58 6,59 10,35 Col on Tunor
Fetal Brai ntrol 24,99 19, 50 39,680 22 24%ol on 14,99 0,00
unor (adenocar ci noma) 25,50 19,15 6,35 12 125;
Brain Esophagus 26,87 21, 34,18 93 22,48 st omach Y5294 29,403

4,61 40, 88 ' -
o Wil o e o LESHALS BP0, 8T 9802

Ovary 24,37
Cerebellum 40,00 22,84 17,16 0,00
Brain Cortex Temporal 33,28 23,61 9,66 1,23
Brain Cortex Frontal 34,81 23,20 11,61 0,32
Substantia Nigra 40,00 21,39 18,61 0,00
Dorsal Root Ganglion 39,83 21,35 18,47 0,00
Spinal Cord 39,55 21,57 17,97 0,00
Hypothalamus 3565 21,83 13,82 0,00
Amygdala 3582 21,52 14,30 0,00
Adrenal Gland 40,00 21,09 18,91 0,00
Salivary Gland 40,00 21,56 18,44 0,00
Thyroid | 4000 20,52 19,48 0,00
Heart 34,96 20,69 14,26 0,05
Aorta 3555 20,89 14,65 0,00
Fetal Aorta 3580 22,86 12,94 0,00
AoSMC - 2023 19,25 0,98 099
HUVEC 40,00 21,28 18,72 0,00
Adipose 3940 19,77 1963 0,00
Fetal Liver 3098 22,09 1789 0,00
Liver 4000 20,66 19,34 0,00
Normal Spleen 3216 19,05 1311 0,1
Tonsil | 3512 19,12 1599 0,00
Bone Marrow 39,75 21,57 18,18 0,00
Thymus 3816 20,01 18,15 0,00
PBMC Control 39,86 18,29 21,57 0,00
PBMC, PHA treated 39,83 18,11 21,72 0,00
THP-1 monocytes 39,62 20,59 19,03 0,00
THP-1 macrophages 39,80 19,82 19,98 0,00
Kidney 40,00 22,12 17,88 0,00
Skeletal Muscle 39,30 22,27 17,02 0,00
Skin 39.49 21,09 18,40 0,00

Chondrocytes 34,97 20,53 1444 0,04



20,93 3,44 92,12 Ovary Tunor Control 22,48 20,62
275,88 Ovary Tunor (adenogarci nona) 26, 19 19,4é 6 %’186
9,54 Ovary Tunor (carci noﬁi) 26,29 19,21 7,08 7 37
Prostate 25,44 20,35 5 08 29,4622 Prostate Tunor
ro , , 59,4, 35 Pr os
Trachea 1t pr (adenocar ci nomg’é’%é, 142§ ,009 5? 8t5e3(;,8?%4 I—IeLg’O0
Fetal Lur%l I's 29,11 19,35 93794l, 162R¢dr us 23, 77 14627 3089

49 Pl acenta 27,73 22,13 i
Lung 22, 28 3455 13 0% 20 74 Tesld§325 fb3

Lung COPD Control 40,00 20,04 19,96 0,00
Lung COPD 39,00 20,28 18,72 0,00
L. ung Tumor Control 35,62 18,79 16,83 0,00
Lung Tumor(adenocarcinoma) 35,29 18,81 16,47 0,00
Lung Tumor{carcinoma) 34,02 19,18 14,85 0,03
A549 cells 39,81 19,75 20,06 0,00
Breast 35,69 21,97 13,72 0,00
Breast Tumor Control 31,53 20,88 10,65 0,62
Breast Tumor(adenocarcinoma) 31,49 20,02 11,47 0,35
Mammary Gland 32,62 20,40 12,21 0,21
Colon , 38,69 20,05 18,64 0,00
Colon iBD Control 35,60 19,02 . 16,58 0,00
Colon IBD | 3539 | 19,50 15,89 0,00
Colon Tumor Control 3560 19,63 1597 0,00
Colon Tumor({adenocarcinoma) 35,25 19,32 15,93 ~ 0,00
Esophagus 37,59 21,90 15,68 0,00
Stomach 35,13 20,88 14,25 0,00
Small Intestine 39,54 21,00 18,54 0,00
Pancreas 40,00 23,39 16,61 0,00
Ovary 3994 21,12 18,81 0,00
Ovary Tumor Control 39,50 20,65 18,85 0,00
Ovary Tumor(adenocarcinoma) 36,06 19,50 16,56 0,00
Ovary Tumor(carcinoma) 39,67 18,95 20,72 0,00
Prostate ' 39,59 20,37 19,22 0,00
Prostate Tumor Control 40,00 20,54 19,46 0,00
- Prostate
Tumor(adenocarcinoma) 37,51 20,27 17,23 0,00
Hela cells 40,00 19,34 20,66 0,00
Uterus 32,39 20,46 11,93 0,26
Placenta 35,74 22,01 13,73 0,00

Testis 32,42 22,53 9,89 1,06



3,16 111,93 Positive Control (H PCO) 26,57 20,50 6, 07
expression profiles could
ing a peptide sequence
according to Seq IDNr 4 (Fig. 10). These results are

14,88 2.6) The foll ow ng
be gai ned for a gene enco

Positive ?gﬁhﬁ@l EF?I%

Fet al

3,16 111,58 Brain
2.5) The tllowing pEpResHiopPro

sequenc%@?@@ﬂg{g %)SS%&ESI%N{

$Fe™)

i 33514 9. 4ohmgvever in ameher 0,15
. Type Mean RPL37aMean aa Ot Expressi on
Brain 26,65 24,42 2,23 213,09 Brain 25,81 22,65

ISR SRk A

. TRésb Telllty areCaxitibited-as medlin
ubstantia N gra 25,09 21,41

Fig. 3 hoRe6ér in7arivth&diosakt:Root Gangl i on 26, 31 21,40 4,91

33,21 Spi nal

Tissue Type
Fetal Brain

Brain

Brain Hippocampus

Cerebellum

Brain Cortex Temporal

Brain Cortex Frontal

Substantia Nigra

Dorsal Root Ganglion

Spinal Cord
Hypothalamus
Amygdala
Adrenal Gland
Salivary Gland
Thyroid

Heart

Aorta

Fetal Aorta
AoSMC
HUVEC
Adipose

Fetal Liver
Liver

Normal Spleen
Tonsil

Bone Marrow
Thymus
PBMC Control

Mean
27,61
27,58
26,95
26,98
27,87
27,92
26,03
24,93

25,90
26,44

26,70
26,30
27,34
25,47
24,93
25,44
24,71
25,32
25,24
23,86
26,93
27,72
25,66
26,10
29,36
25,00
28,79

Cord 25,54 21,21

RPL37aMean
23,88
21,82
21,09
21,83
22,74
22,36
20,48
20,79
20,67
20,97
20,75
20,37
20,91
19,95
20,06
20,08
22,16
20,02
20,32
19,20
21,41
20,07
18,39
18,32
20,50
18,95
17,48

a9 Ct
3,73
5,75
5,86
5,156
5,13
5,67
5,95
4,14
5,22
5,46
5,95
5,93
6,42
5,52
4,87
5,36
2,56
5,30
4,91
4,66
5,62
7,65
7,27
7,78
8,86
6,04
11,32

Expression
75,43
18,56
17,23
28,14
28,48
21,10
21,34
56,74
26,80
22,68
16,20
16,43
11,67
21,79
34,20
24,31
169,83
25,40
33,18
39,64
21,82
4,98
6,47
4,54
2,15
15,16
0,39



4,32 49,99 Hypot hal anus 25, 34 21,69 3,65 79, 80
Anygdala 25,59 21,41 4,18.,55, 15 Adrena
20,92 5,51 21,96 Salivary @ and 27,09 21,26 5, 83
17,58 Thyroid 25,10 20,54 4,56 42,30 Heart 25,53

d and 26, 43

PBMC F%QA%ag B9 33,68 Aoripe@3, 48720, 64 2, 84 1AQ112 Fa,m

*Aorta

76 22,81 2, 95 129, 46 AoSMC 24 74 20,22

THP-1 nﬂiho&ﬂrtéslUVEC 27,69 2BWB46, 63988 08 23 AdIHS2e 243 ﬁ%

19, 4,61
THP-1 macrophages

Kidney

Skeletal Muscle

Skin

Chondrocytes

Trachea

Fetal Lung

Lung

Lung COPD Control

Lung COPD

- Lung Tumor Conirol

Lung Tumor(adenocarcinoma)
Lung Tumor{carcinoma)

Ab549 cells

Breast

Breést Tumor Control

Breast Tumor{adenocarcinoma)
Mammary Gland

Colon , _

Colon IBD Control

Colon 1BD

Colon Tumor Control

Colon Tumor(adenocarcinoma)
Esophagus

Stomach

Small Intestine

Pancreas

Ovary

Ovary Tumor Control

Ovary Tumor(adenocarcinomay)
Ovary Tumor(carcinoma)

Prostate

30,35
27,82
26,66
26,02
30,08
25,64
23,50
24,92
26,36
25,89
24,46
25,60
25,13
29,30
27,63
24,15
25,02
23,96
25,25
25,44
26,17
24,99
25,50
26,87
25,74
25,46
29,00
24,37
22,48
26,19
26,29
25,44

18,95
21,35
21,31
20,39
19,75
20,58
22,27
19,39
19,70
20,11
18,90
18,75
19,40
19,48

21,93

20,82
19,88
20,32

19,76

18,98
19,58
19,50
19,15
21,94
21,13
21,08
23,14
20,93
20,62
19,48
19,21
20,35

11,41
6,47
5,35
5,63
10,33
5,06
1,22
5,53
6,66
5,78
5,56
6,85
5,72
9,82
5,70
3,33
513
3,64
549

6,46

6,59
5,50
6,35
4,93
4,61
4,38
5,85
3,44
1,86
6,71
7,08
5,08

0,37
11,25
24,50
20,19
0,78
29,98
428,06
21,58
9,87
18,18
21,24
8,67

- 18,93

1,11

19,27

99,60
28,52
80,12
22,28
11,35
10,35
22,15
12,25
32,88
40,88
47,96
17,28
92,12
275,88
9,64
7,37
29,46



40,82 Fetal Liver 26,81 21,91 4,90 33,43 Liver 27,39
20, 57 6,82 8,85 Normal Spleen 26,36 18,93 7,43 5, 82

Tonsi |l 25,40 19, 02 6, 38 , 02 Bone Marrow 27,72 21,20
6,52 10,89 Thynus 26,13 19,67 6,46 11,35 PBMC Control

Prostategﬁgﬁ&rz éﬁg@% 6,23 13,5334 PBMCo0RtA treat ed £8250 13558

HP- 1 nonocytes 27,34 20,44 6,90 8,38 THP-1

Prostatemacr ophages 25,31 19,42 5,89 16,91 Kidney 26,42 21, 98

Tumor(aééﬁgcadfr%in%cr)na%kel etal %U 14 e %%6393 5,05 30,28
Hel.a cells 29,11 18,35 9,75 1,16
Uterus 23,77 20,27 3,50 88,49
Placenta 27,73 22,13 5,569 20,74
Testis 25,44 22,28 3,16 111,93
Positive Control(HIPCO) 26,57 20,50 - 6,07 14,88

2.6) The following expression profiles could be gained for a gene encoding a peptide

sequence according to Seq 1D Nr 4 (Fig. 10). These results are exhibited as well in

Fig. 4 however in another format:

- Tissue Type Mean RPL37aMean 33 Ct Expression
Fetal Brain 26,65 24,42 223 213,09
Brain 25,81 22,65 3,16 111,58
Brain Hippocampus 2546 21,68 378 72,68
Cerebellum 24,21 22,63 1,58 333,75
Brain Cortex Temporal 26,22 23,25 2,97 127,57
Brain Cortex Frontal 25,85 23,02 2,84 139,77
Substantia Nigra 25,09 21,41 3,68 77,94
Dorsal Root Gangtion 26,31 21,40 4,91 33,21
Spinal Cord 25,54 21,21 - 4,32 49,99
Hypothalamus 25,34 21,69 3,65 79,80
Amygdala 25,59 21,41 4,18 55,15
Adrenal Gland 26,43 20,92 551 21,96
Salivary Gland 27,09 21,26 5,83 17,58
Thyroid 25,10 20,54 4,56 42,30
Heart 25,53 20,64 4,89 33,68
Aoria 23,48 20,64 2,84 140,12
Fetal Aorta 25,76 22,81 2,95 129,46
AoSMC 24 .74 20,22 4,51 43,84
HUVEC 27,69 21,06 6,63 10,08



21,82 5,01 31,00 Skin 26,37 20,87 5,50 22,07

Chondrocytes 25, 32 20, 37
20,68 6,20 13,63 Fetal

Lung 24,34 19,66 4,68 38,99 Lung COPD Contr ol
20,04 5,87 17,08 Lu

Ad'poseLung Tunor

L

3‘%@??@?@%

,95 32,35 Trachea 26, 88

g 24,27 22,12 2,15 224,85
25,91
20, 43 5,48123, 240,82
37 24,23 Lung

Fetal LivBwnor (adenocar ci none6,84, 89218976 6, 13 14496 Lung3:43

. Tunor (carci noma) 24
Liver 24,30 19,69 4,61 40

Normal Spleen
Tonsil

Bone Marrow
Thymus

PBMC Control
PBMC, PHA treated
THP-1 monocytes
THP-1 macrophages
Kidney

Skeletal Muscle
Skin

Chondrocytes
Trachea

Fetal Lung

Lung

Lung COPD Controf

Lung COPD

Lung Tumor Control

Lung Tumor(adenocarcinoma)

Lung Tumor(carcinoma)

A549 cells
Breast

‘Breast Tumor Control

Breast Tumor(adenocarcinoma)

Mammary Gland
Colon

Colon IBD Control
Colon IBD

Colon Tumor Control

Colon Tumor(adenocarcinoma)

Esophagus

26,36
25,40
27,72
26,13
24,51
26,50
27,34
25,31
26,42
26,83
26,37
25,32
26,88
24,27
24,34
25,91
25,86
24,26
24,89
24,62
24,30
26,25
25,39
25,06
25,45
25,67
24,98
26,45
24,93
25,21
27,85

18,93
19,02
21,20
19,67
18,28
17,83
20,44
19,42
21,98
21,82
20,87
20,37

20,68

22,12
19,66
20,04
20,43
18,90
18,76
19,34
19,69
21,79
21,00
19,91
20,47
19,89
19,18
19,46
19,69
19,41
22,07

7,43
6,38
6,52
6,46
6,23
8,67
6,90

589

4,44
5,01
5,50
4,95
6,20
2,15
4,68
5,87
5,43
5,37
6,13
5,29
4,61
4,47
4,39
5,15
4,99
5,78
5,80
6,98
5,25
5,80
5,78

39" S20%7° 2O 88l cel lgsgs

5,82
12,02
10,89
11,35
13,33
2,46
8,38
16,91
46,00
31,00
22,07
32,35
13,63
224,85

38,99

17,08
23,27
24,23
14,26
25,61
40,86

45,26

47,72
28,22
31,54
18,14
17,95
7,91

26,32
17,93
18,21



Breast 26,25 21,79 4,47 45,26 Breast Tunor
4,39 47,72 Br

25,39 21,00
25,06 19,91
31, 54 Col on

Stomacg4, 98 19,18
7,91 24,93

19, 69 5,25 26, 32 Col on Tunor

Contr ol

st Tunor (adenocar ci noma)
5,15 28,22 Manmmary G and 25,45 20,47 4,99
25,67 19,89 5,78 18,14 Col on I BD Contr ol
5,80 17,89380l orpd 8D 26, 45 1954G 6, 983,22

Cont r ol

Small InGedtioe Tunor (adenocar2f.hdma) 26291 19, 41 5083 17, #P.24
Pancrea%sOIOha(‘:’uS 27,85 22, 0278,5478 %gé 24 Stong,(b@

Ovary

Ovary Tumor Control

26,27
24,96

Ovary Tumor{adenocarcinoma) 25,29

Ovary Tumor(carcinoma) 25,58
Prostate 25,83
Prostate Tumor Control 25,97
Prostate

Tumor(adenocarcinoma) 25,30
Hela cells | 24,16
Uterus 25,44
Placenta 24,65
Testis 27,35
Positive Control(HIPCO) ' 24,97

21,12
20,85
19,54
19,23
20,29
20,73

20,36
19,70
20,46
22,12
22,27
20,42

5,15
4,11
5,76
6,35
5,55
5,25

4,94
4,46
4,98
2,53
5,08
4,55

30,93
28,07
57,84
18,51
12,28
21,42
26,31

132,52

45,58
31,72
172,96
29,60
42,65 -

2.7) The following expression profiles could be gained for a gene encoding a peptide

sequence according to Seq ID Nr 5 (Fig. 11). These results are exhibited as well in

Fig. 5 however in another format:

Tissue Type

Fetal Brain

Brain

Brain Hippocampus
Cerebelium

Brain Cortex Temporal
Brain Cortex Frontal
Substantia Nigra
Dorsal Root Ganglion
Spinal Cord
Hypothalamus
Amygdala

Adrenal Gland

Mean

38,36.

30,39
32,35
33,44
30,48
29,54
29,00
33,57
34,83
33,30
29,81
35,88

RPL37aMean

23,87

22,28
21,47
22,32
22,87
2287
20,87
21,09
21.18
2115
21,10
20,63

aa Ct
14,49
8,12
10,88
11,12
7,61
6,67
8,13
12,48
13,65
12,14
8,71
15,25

Expression
0,00
3,60
0,53

- 0,45

5,12
9,85
3,97
0,18
0,08
0,22
2,39
0,00



26,33 20,90 5,43 23,22 Smal |

5,31 25,24 Pancreas 28,5

I ntestine 26,52 21,21

Cont r ol

3,50 5,03 30,53 Ovary
26,27 21,12 5,15 28,07 Ovary Tunor

24, 96

20,85 4,11 57,84 Ovary Tunor (adenocarci noma) 25, 29
Salivaryj@lé—agié 5,76 18,51 Ovagy1funor((;86ci noma) 251 58 19,008t

12,28 Prostate 25, 83 20,29 5,55 21,
Thyroid Tunor  Control 25, 97 3023 52850b6, 31 Pr osi%pé

Heart 25,30 20,36 4,94 32 ﬁggumrﬁggnocarm nog"gg

Aorta

Fetal Aorta

AoSMC

HUVEC

Adipose

Fetal Liver

Liver

Normal Spleen
Tonsil |

Bone Marrow
Thymus

PBMC Control
PBMC, PHA treated
THP-1 monocytes
THP-1 macrophages
Kidney

Skeletal Muscle
Skin

Chondrocytes
Trachea

Fetal Lung

Lung

Lung COPD Control
Lung COPD

lLung Tumor Control

|.ung Tumor(adenocarcinoma)

Lung Tumor(carcinoma)

A549 cells
Breast

Breast Tumor Control

Breast Tumor{adenocarcinoma)

32,01
32,25
36,69
37,96
31,88
35,04
35,58
39,90
36,19
37,40
30,63
39,28
39,82
39,31
37,87
34,05
23,72
32,47
32.69
34,91
38,69
33,40
38,12
39,60
35,64
36,67
36,89
37,89
30,08
38,42
40,00

20,35
22,20
20,10
20,81
19,24
21,66
20,23
18,59
18,63
21,07
19,29
17,90
17,58
19,99
19,08
21,20
21,72
20,76
20,10
20,45
2227
19,59
19,02
20,44
19,07
18,41
19,51
19,86
21,84
21,05
20,29

11,66
10,05
16,59
17,15
12,64
13,38
15,35
21,31
17,56
16,33

- 20,34
21,39

22,23
19,32

_'18,80

12,85
2,00

11,70
12,50
14,46
16,42
13,81
18,20
19,16
16,57
18,26
17,38
18,03
8,24

17,36
19,71

Pr ost %t 87

155,99
0,31
0,95
0,00
0,00
0,16
0,00
0,00
0,00
0,00
0,00
0,00
0,00
0,00
0,00
0,00
0,14
249,66
0,30
0,16
0,04
0,00
0,07
0,00
0,00
0,00
0,00
0,00
0,00
3,32
0,00
0,00



HeLa cells 24,16 19,70 4,46 45,58 Uerus 25,44 20, 46
4,98 31,72 Placenta 24, 62 22,12 2,53 172,96 Testis
27,35 22,27 5,08 29,60 P Qi tive Control (H PCO) 24,97
20, 42 4,55 42,65 2.7) The follow ng expression
Mamma&egﬁdges coul d be gajngg forzogzgene encodiggoa 0,00
e sequence according to Seq ID N 5 (Fig. 11).
Colon These results are exd8,67ted 189wl | in Fi$8.79 ho@ez)@r

i n_another format: Tjssue Type an RPL37 n a
Colon IBEk5pBYS| on Fetal Br aﬁgnég& Sé‘éngfv; 14, 49 %‘5\%% Brgll'é}%
39 22,28 8,12 3 [ '
Colon 1BF9 , , , &} B al n 1di gpocanpus 328,385 21,0400
0,88 0,53 Cerebel | um'33, 44 22,32 11,12 0,45_Br aioﬁ]f7

Colon T@oot &onfrelpor al 30, 48,68, 87 18,84 19,87 0,00
Colon Tumor(adenocarcinoma) 39,60 19,26 20,34 0,00
Esophagus 28,60 22,24 6,36 12,16
Stomach 36,43 21,12 15,31 0,00
Small Intestine 38,13 21,11 17,02 0,00
Pancreas 40,00 23,71 16,29 0,00
Ovary : 34,51 21,07 13,43 0,09
Ovary Tumor Control 3233 20,61 11,72 0,30
Ovary Tu mor(adenocarcinoma) 39,25 19,62 19,63 0,00
Ovary Tumor({carcinoma) - 37,45 19,11 18,34 0,00
Prostate 32,12 20,34 11,79 028
Prostate Tumor Control 39,62 20,71 18,92 0,00
Prostate
Tumor{adenocarcinoma) 38,21 20,38 17,83 0,00
Hela cells _ 40,00 19,38 20,62 - 0,00
Uterus 33,22 20,19 13,03 0,12
 Placenta 3992 22,32 17,59 0,00
Testis 33,43 22,25 11,18 0,43
Positive Control(HIPCO) 33,10 20,69 12,42 0,18

2.8) The following expression profiles could be gained for a gene encoding a peptide
sequence according to Seq ID Nr 6 (Fig. 12). These results are exhibited as well in

Fig. 6 however in another format:

Tissue Type Mean RPL37aMean 92 Ct Expression
Fetal Brain 27,34 25,41 1,93 263,22
Brain 29,19 23,30 5,88 16,95
Brain Hippocampus 28,80 22,54 6,26 13,07
Cerebellum 32,16 23,37 8,79 2,26

Brain Cortex Temporal 29,79 24,09 5,71 19,12



5,12 Brain Cortex Frontal
Substantia N gra 29,00 26,

29,54 22,87 6,67 9,85
: 787 8,13 3,57 Dorsal
Ganglion 33,57 21,09 12,48 0, 18 Spi nal

Root
Cord 34, 83

21,18 13,65 0,08 Hypot hal anus 33,30 21,15 12, 14 0, 22

Brain C BR8at29, 81 21, 10x@281 2,2890Adr enal
(gfgé,/)gS 15,25 0,00 25 Salivar

SubstarfiaMigiEnyr oi d 30, 02 28.03 10,2419, 97 Heart

Dorsal l%c’)oEi%e:ansg?ibgg Aorta 32299,%120’ %@é 66 0,31 7,50

Spinal Cord
Hypothalamus
Amygdala
Adrenal Gland
Salivary Gland
Thyroid

Heart

Aorta

Fetal Aorta
AoSMC

HUVEC

Adipose

Fetal Liver

Liver

Normal Spleen
Tonsil

Bone Marrow
Thymus

PBMC Control
PBMC, PHA treated
THP-1 monocytes
THP-1 macrophages
Kidney

- Skeletal Muscle
Skin
Chondrocytes
Trachea

Fetal Lung

Lung

Lung COPD Control
Lung COPD

29,63
28,81
28,93
33,43
34,15
32,85
29,36
31,93
28,86
27 84
30,12
30,83
29,63
28,50
31,40
32,57
35,75
30,85
34,92

37,76

32,76
28,51
30,38
33,40
31,49
31,57
31,85
29,20
30,97
34,63
32,57

22,18
22,42
22,13
21,62
22,61
21,28

21,31

21,35
23,35
21,18
21,89
20,28
22,65
21,28
19,53
19,71
22,25

. 20,87

18,96
18,82
21,11
20,16
22,60
22,76
21,72
21,12
22,03
23,75
21,01
21,46
21,55

7,45
6,38
6,80
11,80
11,53
11,57
8,05

10,58

5,51
6,66
8,23

10,54

6,98
7,22
11,86
12,86
13,50
9,98
15,96
18,93
11,65
8,35
7.78
10,65
9,77
10,45
9,82
5,45
9,06
13,17
11,02

d S2d 35, 2,99
d and 32,11

58 05 3050

5,53
5,72
11,99
9,00
0,28
0,34
0,33
3,76
0,65
21,88
9,92
3,33
0,67
7,91
6,70
0,27

- 0,13
0,00

0,99
0,02
0,00
0,31
3,05
4,54
0,62
1,15
0,71
1,11
22,83
1,01
0,11
0,48



Fetal Aorta 32,25 22,20 10,05 0,95 AoSMC 36, 69 20, 10
16,59 0, 00 HUVEC 37,96 20481 17,15 0,00 Adi pose 31, 88
19,24 12,64 0,16 Fetal Lfver 35,04 21,66 13,38 0,00
Li ver 35,28 20,23 15,35 0,00 Normal Spleen 39, 90
1 0,00 Tomsitg 36
Luna T ; g 36, 28 218, 63 17, 56120490 BO
ung '“béF?%ﬂﬁ§9,4o 21, 07 :é% 0, 00" Thynus 39,65319,29 i

Lung TuR@r déhddardimd@alont30gh7 39, 28,827, 90 21, 3916000 PEMY,
PHA treated 39,82 17 ’

Lung Tumor (carcinoma) 29,76 20,69 9,07 1,86
Ab49 cells 31,21 21,15 10,06 0,94
Breast 28,92 23,23 5,70 19,29
Breast Tumor Control 30,72 22,01 8,71 2,39
Breast Tumor (adenocarcinoma) 30,57 21,33 9,24 1,66
Mammary Gland 31,14 21,63 9,51 1,38
Colon 33,75 21,03 12,72 0,15
Colon IBD Control 33,12 20,13 12,99 0,12
Colon IBD 30,25 19,15 11,10 0,46
Coton Tumor Control 32,80 20,89 11,91 0,26
Colon Tumor (adenocarcinoma) 30,83 20,20 10,63 0,63
Esophagus 32,49 23,20 9,29 1,60
Stomach 32,13 22,16 - 9,96 1,00
Small Intestine 32,84 22,34 10,50 0,69
Pancreas 33,67 24,81 8,86 2,15
Ovary 31,63 22,36 9,27 1,62
Ovary Tumor Control 31,59 21,71 9,88 1,06
Ovary Tumor (adenocarcinoma) 30,43 20,50 0,04 - 1,02

- Ovary Tumor (carcinoma) 31,36 20,21 11,15 0,44
Prostate ' 32,00 21,38 10,62 0,63
Prostate Tumor Control 32,00 21,95 10,04 0,95
Prostate Tumor
(adenocarcinoma) 3153 2143 10,11 0,91
Hela cells 31,34 20,43 10,91 0,52
Uterus - 29,07 21,57 7,49 5,65
Placenta 32,19 23,28 8,92 2,07
Testis 29,04 23,44 5,60 20,60
Positive Control, HIPCO | 27,78 21,54 6,24 13,27

REFERENCES:
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(1)

(2)

(3)

(5)

(6)

22,23 0,00 THP-1 nonocytes 39, 31 19,99 19,32 0, 00
THP-1 macrophages 37,87 3§, 08 18,80 0,00 Kidney 34, 05
21,20 12,85 0, 14 Skeletal Miscle 23,72 21,72 2,00
249,66 Skin 32,47 20,76 11,70 0,30 Chondrocytes 32, 69
20,10 12,59 0,16 Trachea 34,91 20,45 14,46 0, 04 Fetal
Lung 38,69 22,27 16,42 0,00 Lung 33,40, 19 59 13 .
Hehrik/Nielseg, Gamth Epgetbseciig Sepen Brunak ane & uingh VEU%U“G
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Figure 1:
Figure 2:
Figure 3:
Figure 4:
Figure 5:
Figure 6:
Figure 7:
Figure 8:

35,64 19,07 16,57 0,00 Lung Tunor (adenocarci noma

36,67 18,41 18,26 0,00 L# g Tunnrgcarcinona) 36 %9
19,51 17,38 0,00 A549 ce @s 37,89 19,86 18, 03 0, 00
Breast 30,08 21,84 8,24 3,32 Breast Tunor Cbntrb

38,42 21,05 17,36 0,00 Breast Tunor(adenocarci nom)
40,00 20,29 19,71 0,00 26 Mammary G and, 37,00 20

£60%@ ARAA Erbessib, BofiioobAC195940 rod ! 45 bipn g5 fd o 1

ot i et Aori P LBoSEbnd RRARPI£R skt itho
shows mRNA Expression Profile of A00906’17 on ATAQ 1for Seq Id no 4
shows mRNA Expression Profile of AC114684 on ATAQ 1for Seqldno 5
shows mRNA Expression Profile of AC063920 on ATAQ 1forSeqldno 7
shows mRNA Expression Profile of AC074389 on ATAQ 1 for Seqld no 8
shows amino acid sequence list for Seq id no 1

shows amino acid sequence for Seq Id no 2

Figure 9: shows amino acid sequence for Seq ld no 3

Figure 10:
Figure 11:
Figure 12:
Figure 13:
Figure 14:
Figure 15:
Figure 16:
Figure 17:
Figure 18:
Figure 19:
Figure 20:
Figure 21
Figure 22:
Figure 23:
Figure 24:
Figure 25:

Figure 26:
Figure 27:
Figure 28:

Figure 29:

Figure 30:

Figure 31:
Figure 32:

Figure 33:

shows amino acid sequence for Seq Id no 4

shows amino acid sequence for Seq ld no 5

shows amino acid sequence for Seq ld no 6.
shows amino acid sequence for Seq idno7
shows amino acid sequence for Seq ld no 8
shows nucleotide sequence for Seqld no 9

shows nucleotide sequence for Seq ld no 10
shbws nucleotide sequence for Seq Id no 11
shows nucleotide sequence for Seq 1d no 12
shows nucleatide sequence for Seq Id no 13

shows nucleotide sequence for Seq Id no 14

- shows nucleotide sequence for Seq ld no 15

shows nucleotide sequence for Seq Id no 16

shows nucleotide Probe sequence for Seq Id no 1

shows nucleotide Forward primer sequence for Seq Id no 1
shows nucleotide Reverse primer sequence for Seqidno 1
shows nucleotide Probe sequence for Seq Id no 2

shows nucleotide Forward primer sequence for Seq Id no 2
shows nucleotide Reverse primer sequence for Seqgidno 2
shows nucleotide Probe sequence for Seq ld no 3

shows nucleotide Forward primer sequence for Seq ld no 3
shows nucleotide Reverse primer sequence for Seq Id no 3
shows nucleotide Probe sequence for Seq Id no 4

shows nucleotide Forward primer sequence for Seq Id no 4
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19,82 19,87 0,00 Col on Tunor (adenocarci noma) 39, 60

19,26 20,34 0,00 Esophaggs 28,60 22,24 6,36 12,16

St onach 36,43 21,12 15,31 0,00 Small Intestine 38,13

21,11 17,02 0,00 Pancreas 40,00 23,71 16,29 0, 00
Figure 34@9%%%&10@@ Raveie $Binter0EaDeaC foufee 1eswt4 ol

32,33 20,61 11,72 0,30 Ovar Frg é g%nocarm noma)
Figure 353ghows Tuicigotide RRrpbs, WU@OS?5° 1 ER i nomm) 37, 45

Figure 3%3?}@/ %ﬁtcﬁeﬁb@g@ﬁﬁ%%ﬁ%%&%n&@ £343&4.1d 9006 28

Figure 37: shows nucleotide Reverse primer sequence for Seq ldnob

Figure 38: shows nucleotide Probe sequence for Seqldno 6

-Figure 39- shows nucleotide Forward primer sequence for Seq id no 6

Figure 40: shows nucleotide Reverse primer sequence for Seq [d no 6
Figure 41: shows nucleotide Probe sequence forSeqidno7?
Figure 42: shows nucleotide Forward primer sequence for Seqldno 7
Figure 43: shows nucleotide Reverse primer sequence forSeqldno 7
Figure 44: shows nucleotide Probe sequence for Seqldno 8
Figure 45: shows nucleotide Forward primer sequence for Seqldno 8

Figure 46: shows nucleotide Reverse primer sequence for Seqidno 8
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Prostate Tunor Control Prostate
Tunor (adenocar ci noma) 38,21 20,38 17,83 0,00 HelLa
cells 40,00 19,38 20,62 0,00 Uterus 33,22 20,19 13,03
0,12 Pl acenta 39,92 22,32 17,59 0,00 Testis 33,43
22,25 11,18 0,43 Positive Control (H PCO) 33,10 20, 69
12,42 0,18 2.8) The follcﬁang expression profiles
coul d be gained for a gene encoding a peptide
sequence according to Seq ID Nr 6 (Fig. 12). These
results are exhibited as well in Fig. 6 however in
cLAlmgnot her format: Tissue Type Mean RPL37aMean aa Ct
Expression Fetal Brain 27,34 25,41 1,93 263,22 Brain
29,19 23,30 5,88 16,95 Brain H ppocanpus

1. A polypeptide chain comprising an amino acid sequence according {o Seq Id
no 1. or an amino acid sequence derived there from by deletion, substitution or
insertion of at least one amino acid residue, its amide or ester or a salt of said
peptide, whereby the polypeptide comprising an amino acid sequence derived from

Seq Id no. 1 has hormonal activity.

2. A polypeptide chain of claim 1 that consists of the following amino acid
sequence:MYWMALRRISTLGSRWLGLSRVLLFRASKASFTFLSLRFSLSVAARRRST
DTDFLLHTLHAHGRHWPGQCSGVPSPLSSRGPGASGLRVSSVRS

3. A DNA consisting of a nucleotide base sequence according to Seq ldno 9
encoding a polypeptide chain according to claim 1 or 2 consisting of an amino acid

sequence represented by Seq Id no 1 or its amide, ester or a salts thereof.
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28,80 22,54 6,26 13,07 Cerebel lum 32,16 23,37 8,79
2,26 Brain Cortex Tenporal 29,79 24,09 5,71 19,12 27
Brain Cortex Frontal 29,28 24,02 5,27 25,99
Substantia N gra 28,03 22,16 5,87 17,05 Dorsal Root
Ganglion 29,51 22,02 7,50 8353 Spinal Cord 29, 63
22,18 7,45 5,72 Hypot hal anus 28,81 22,42 6,38 11, 99
Anygdal a 28,93 22,13 6,80 9,00 Adrenal d and 33, 43

4. Us%&%%%l’%/% P%Bg'%é.%? écgeiaiirﬁ%féfr S1epafind% beofbifdntvbchot, wherein
sald recombinant vector comprises
1. a DNA according to elaim 3 , and

for introducing said recombinant vector in to a host cell, wherein said host cell

comprises said recombinant vector.

5. A method for manufacturing of a polypeptide according to claim 1 wherein said
method comprises the step of: |
ii. providing the amino acid
iii. synthesizing the amino acid by solid phase or liquid phase
synthesis
1. extraction of polypeptide
V. purification of the polypeptide

6. A method of producing the peptide, precursoi' or salt thereof as claimed in Claim 1
which comprises subjecting an amino terminus-constituting amino acid or peptide
and a carboxyl terminus—constituting amino acid or peptide to condensation,

optionally followed by intramolecular disulfide bond formation.

7. A pharmaceutical composition comprising as the active agent a polypeptide chain
or precursor, or pharmaceutically acceptable amide, ester, or a salt thereof wherein

said polypeptide chain consists of an amino acid sequence according Seq Id no 1.

8. Use of pharmaceutical compositioh according to claim 7, comprising as the active
agent polypeptide chain or precursor, or pharmaceutically acceptable amide, ester, or
a salt thereof wherein said polypeptide chain consists of an amino acid sequence
according Seq Id no 1 for the preparation of a pharmaceutical composition to change
physiological factors that increase the risk of arteriosclerosis, inflammation or

uncontrolled cell division.

9. An antibody to a polypeptide chain according to claim 1 that comprises an amino

acid sequences according to Seq Id no 1, or its amide, ester or salts thereof.
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Abstract

21,28 11,57 0,33 Heart 29,36 21,31 8,05 3,76 Aorta
31,93 21,35 10,58 0,65 Feta], Aorta 28,86 23,35 5,51
21,88 AoSMC 27,84 21,18 6, 9,92 HUVEC 30, 12 21, 89
8,23 3,33 Adi pose 30,83 20,28 10,54 0,67 Fetal Liver
29,63 22,65 6,98 7,91 Liver 28,50 21,28 7,22 6,70
Nor mal Spl een 31,40 19,53 11,86 0,27 Tonsil 32,57
19,71 12,86 0, 13 Bone Marrow 35,75 22,25 13,50 0, 00

The present invention relates to novel bio-active peptide hormone, process for the

production of the same, and use of the same. The present invention identified novel

bioactive peptide precursor and saits thereof which can be used as drugs, for

example therapeutic polypeptides, ligands to discover relevant targets (e.g. GPCRs)

or targets for drug intervention.



<110>
<120>
<130>
<160>
<170>
<210>
<211>
<212>
<213>

<220>
<223>

<400>

Thymus 30, 85 20,87 9,98 0,99 PBMC Control 34,92 18, 96
15,96 0,02 PBMC, PHA treated 37,76 18,82 18,93 0,00
THP- 1 nmonocytes 32,76 21,11 11,65 0,31 THP-1

macr ophages 28,51 20,16 8,35 3,05 Kidney 30, 38 22,60
7,78 4,54 Skeletal Miuscle 33,40 22,76 10,65 0,62 Skin
31,49 21,72 9,77 1,15 Chondrocytes 31,57 21,12 10, 45
0,71 Trachea 31,85 22,03 9,82 1,11 Fetal Lung 29, 20
23,75 5,45 22,83 Lypeoos0ns37txel, 01

SEQUENCE LISTING

sanofi-Aventis

singTe exon genes for novel bio-active polypetides
DE2006/054

40

pPatentIn version 3.3

1

94

PRT

Artificial

Artificial Hormone Polypetide
1

Met Tyr Trp Met Ala Leu Arg Arg Ile Ser Thr Leu Gly Ser Arg Trp
1 5 10 15

Leu Gly Leu Ser Arg val Leu Leu Phe Arg Ala Ser Lys Ala Ser phe
20

25 30

Thr Phe Leu Ser Leu Arg Phe Ser Leu Ser val Ala ala Arg Arg Arg

40 45

ser Thr Asp Thr Asp Phe Leu Leu His Thr Leu His Ala His Gly Arg

50

65

55 60

His Trp Pro Gly Gln Cys Ser Gly val Pro Ser Pro Leu Ser Ser ggg

70 75

Gly Pro Gly Ala Ser Gly Leu Arg val sSer Ser val Arg Ser
85

<210
<211>
<212>
<213>

<220
<223>

<400>

20

2

113

PRT
Artificial

Artificial Hormone Polypetide
2

Met Gly Ser Gly Cys Ala Arg Ala Arg Leu Gly Leu Leu Ser Trp Leu
1 5 10 15

30

Ala Ala Ser ger Gly Ser Glu Asp 313 Leu Ala Ser ser Ile ser val
0 5

Lys Leu Ala Leu Glu Leu Ala Glu val Ala Trp Ser Glu Gly Asp Glu
35 40 45

Seite 1



9,96 1,01 Lung COPD Control 34,63 21,46 13,17 0,11
Lung COPD 32,57 21,55 11,02 0,48 28 Lung Tunor
Control 32,78 20,29 12,49 0,17 Lung Tunor
(adenocar ci noma) 30,87 19,82 11,05 0,47 Lung Tunor
(carcinoma) 29,76 20,69 9,07 1,86 A549 cells 31,21
21,15 10,06 0,94 Breast 28,92 23,23 5,70 19, 29 Breast
Tumor Control 30,72 22,01 8,71 2,39 30,57 21,33 9,24
1,66 Breast Tunor &gﬂggggﬁgg{nona) Mamary d and

Ala ?gu Gi?lte%4ﬁ1%1P#33§§b §éu ser Pro Leu gg1 Gln Gly Arg Asp

ser Gly Glu Asp Arg Glu GIn Leu Glu Ala Ala Cys Leu Lys Arg Gly
65 70 75 BO

ser Trp Ala Gly Ala Gly Lys Ala Arg Glu Leu Ser Pro Thr Ala Pro
BS 90 95

Lys Trp Leu Glu Glu Ala Glu Glu Arg Leu Thr Leu Arg Ser Ile Pro
100 _105 110

Leu

<210> 3

<211> 123

<212> PRT

<213> Artificial

<220>

<223> Artificial Hormone Polypetide

<400> 3

Met Leu Leu Ala Met Ser Ser Ile Ser Ile Phe Ser Ser Leu ige ser
1 5 10 _

phe ser ser Phe Cys Phe Thr Arg Cys Arg Leu Ser Ile ggs-Ser Pro
20 25

Ser Ser Ala Thr Leu Ser Ala Cys Phe phe Leu Arg val Ala Ala val
35 40 45

Ala ggr Cys Cys Arg val ?}a ser ser Arg Ser Egu Arg Ile Phe Trp

Asn Ser Ala ser Leu phe Leu phe Ile Ser Ile Trp Ala Glu val Ala
65 70 75 BO

ero Leu Ala Ser Ser Ser Leu Ser Leu Ile Ser Ser Ser Ser Leu Ala
85 90 95

Arg Ser Glu Arg Cys Phe Ser Ile Leu Ala Leu Ser val Cys Ser Ala
100 105 110

ser Ile Ser Ser Ser Ser Ser Ser Met Arg Ala
115 120

<210> 4

<211> 111

<212> PRT

<213> Artificial

<220>
Seite 2



1,38 Colon 33,75 21,03 12,72 0,15 Colon IBD Contro
33,12 20,13 12,99 0,12 Colon IBD 30,25 19,15 11,10
0,46 Col on Tunor Control 32,80 20,89 11,91 0,26 Col on
Tunor (adenocar ci noma) 30, 83 20,20 10,63 0, 63
Esophagus 32,49 23,20 9,29 1,60 Stomach 32,13 22,16
9,96 1,00 Small Intestine 32,84 22,34 10,50 0, 69
Pancreas 33,67 24,81 8,86 2,15 Ovary 31,63 22,36 9, 27

1, 62

<223> ArJF{EQQ (—Igldn%ﬂg q’%ﬁ)%e

<400> 4
1

Lys Ser val val

20

Ala Trp Arg Arg
35

arg Ala Ala Thr
50

Ala Ala Arg Thr
65
Ala arg Thr Trp

Thr Cys Ala Phe
100

<210> 5

<211> 148
<212> PRT
<213>

<220>
<223>

<400> 5
Met Pro Arg Ser
1

Ala
20

Ala ala Ala

Phe Met val

35

phe

rhe ser
50

Leu Ser

Arg Ser Ser Gly

65

Arg Arg Arg Ala

Lys Gly Arg Arg

160

Ovary Tunor

Gly Thr Arg Pro

Ala Thr
40

Arg Arg

Thr Thr
55

Ala Thr

Pro Ala Arg Leu
70 '

Pro Met Ala Ser

85

Arg Ala Ala Arg

artificial

Ala Pro Arg Ala
5

val Ala Cys Ala
Cys Gly Gly His
Y 40
Pro Pro Arg Pro

55
val ser Gly Gly
70

Gln Gly Glu val
85

Thr Ala Glu Arg

Control 31,59 21,71 9,88 1,06 Ovary
RS2

Mmet Ala Thr Ser grp Ala Gly ser Ala

ser

25

Leu

Arg

Ala

Pro

Ala
105

Ala

Cys

25

val

Ala

Ala

Glu

Met
105

Ala
10

Pro
Arg Pro
Ala Ala
Ala

Ala

Thr
75

ala

Arg Ala

90

Ser Pro

Artificial Hormone Polypetide

Ala Ala

10

Cys Pro

Arg Ser

Cys ser

val Arg

75

Glu Glu

90

cly Pro

seite 3

Pro

Gly

Trp

Ala

60

ser

ser

Ala

Pro

Asn

Leu

Gly

60

Pro

Ala

val

Ala

Gly

Thr

45

Arg

Arg

val

Leu

Ala

Ser

Ala

45

Pro

Ala

Ser

Ala

ser

Pro

30

Gly

Arg

Ala

Thr

ser
110

Arg

Ala

30

Gly

Asn

Ala

cys

Ala
110

Ala
15

Arg
Pro
Pro
Thr
Thr
a5

ser

Ala
15

Pro
LysS
AsSp
Arg
Gly
95

Ala

Ala

Ser

aAla

vat

His

80

cys

Pro

Asp

Arg

Leu

Thr

BO

Glu

Arg



20,50 9,94 1,02 Ovary Tunor (carcinom) 31,36 20,21
11,15 0,44 Prostate 32,00 21,38 10,62 0,63 32,00
21,95 10,04 0,95 Prostate Tunor Control Prostate
Tunmor (adenocarci noma) 31,53 21,43 10,11 0,91 HelLa
cells 31,34 20,43 10,91 0,52 Uerus 29,07 21,57 7,49
5,55 Placenta 32,19 23,28 8,92 2,07 Testis 29, 04
23é24lg,gg 2%,60 Positive Control, H PCO 27,78 21,54
, , EFERE : 1)Henri k Ni el sen, Jac
Engel brecht, Sorenmggﬁﬁgﬁggﬁé £Unnar von Heijne o

ala Gly Leu Asp Ala Ala Trp Ala Arg Arg Cys Glu val Pro Lys val
115 120 125

Thr Thr Ile Pro Thr Arg GIn Pro Arg Ala Pro Ala Arg Pro Gly Ala
130 135 140

pro Arg Arg Ile
145

<210> b6

<211> 51

<212> PRT

<213> artificial

<220> L
<2?3> Artificial Hormone Polypetide

<400>- 6
Met Pro Lys Trp Arg Leu Ala Trp Pro Lys GIn Thr Arg Ala Ser Ser
1 5 1w 15

Cys Gly Leu ser Leu Pro Ser Ile ser Cys Ala Ser Ser Cys ser Ala
20 25 30
ser Arg Asn Gly Gly Asp Arg Cys Ser Leu Arg Fhr Thr Thr Thr Arg
35 40 45
His Thr Arg
50

<210> 7

<211> 143

<212> PRT

213> Artificial

«220>

<223> Artificial Hormone polypetide

7 <400> 7
Met Ser val Trp Thr phe Leu Lys Cys Arg Gly Asn Ser Ser Leu lLeu
1 5 10 15

Lys Asn Leu Leu GIn val Lys val Lys Ala Glu Leu Leu Leu Leu Cys
20 25 30
Leu Leu Val Thr His Ser Leu Trp Ser Ser Thi Trp Ser Pro Pro Gly
35 40 45
val Ala Ala val Arg ser Ala Ser Thr val Pro Glu Glu Asn Cys Ser
50 55 60

Gly Ser Lys Leu Tyr val Cys val Ala Lys Ser Met Asn Sar Pro Ser
65 70 75 80

seite 4



"ldentification of prokaryotic and eukaryotic signal
peptides and prediction of their cleavage sites”
Protei n Engi neering, 10:1-6, 1997. 5 (2) A Krogh, B.
Larsson, G von Heijne and E. L. L. Sonnhanmer.
"Predicting transnmenbrane protein topology with a
hi dden Mar kov nodel : Application to conpl ete genones”
Jour nal of Mol ecul ar Biol ogy, 305(3):567-580, January
2001. 10 (3) Peter woooren Brunak and Ni kol aj
Blom "Prediction B&ég‘gélﬁf(tei n convertase cl eavage
sites" Protein Engineering, Desi %n and Sel ection: 17:
Met Leu LelOFsplger, GROBE, TH5TH) Sgr afil SeESer TRegEOpEDt i des:
Regulﬁ‘rtors of physi ofogi cal processes. (1999) MT
Press. (5) Anderson, N. L. & Anderson, N.G The human
Ala His Trpl argmealpyat la@rﬁé@tog{; BeF 5P LRACRERE] S*BR8" di agnosti ¢
pr%@pects. Mol . . Proteom cs, 2002 Nov; 1(11):
20845-67 (6) Mul der NJ, Apweiler R Attwood TK,
The val TRaProobys er Sht E%ﬁewhw%éehg;ﬁaaws‘yG ' Bork P,
1Bucher P, Cerutti L, Copley R Courcelle E, Das U,
Durbin R, _Fleischmann W _Gough J, Haft D, Harte N,
Leu Gln L%B)S"I\Neﬂ(é}mi% PRAASHARY A}a%ﬁgﬂj@%tpﬁﬁi fova M Lonsdal e
B0 D Lopez R “tetunic I, Madéra M Maslen J, MDowal |
J, Mtchell A N kolskaya AN, Orchard S, Pagni M
<;2&0]; gs onting CP, Quevillon E, Selengut J, Sigrist CJ,
i PRgilventoi nen V, Studhol me DJ, Vaughan R Wi CH.
<213> ArtifieraPro, progress and status in 2005. Nucleic Acids
<2205 Res. 2005 Jan 1;33(Database issue):D201-5. 30
<223> Ar8e$6h RlokfmeOfoTyfieidd gures: 30 Figure 1. shows nRNA
Expression Profile of ACL05940 on ATAQ 1 for Seq Id
<400> 8 no 1 Figure 2: shows NRNA Expression Profile of
met Ala SACRNGRBL DN GATAR PheorseSemt ITir neu A1Fisgnrida3: shows
1 mMRNA Expression Profil®e of AC090617 'dn ATAQ 1f or Seq
Id no 4 5 Figure 4: shows nRNA Expression Profile of
Ala Ala ARCLAAGSA TN pAT AR BlarseBeda lagnos RIFiAFarEY5: shows
mRRA Expressi on Préfile of AC063920 on ATAQ 1 for Seq
Id no 7 Figure 6: shows nRNA Expression Profile of
Leu Arg THCATWBBO Lan AT AT Val dreu 3dg Ard §lg BYMrg'é 7: shows
3am no add sequéfice list for Seq Id no 1 Figure 8:
shows am no add sequence for Seq Id no 2 10 Figure 9:
Ala Ser Tisthoms Tapricn® Asg iCHls %qu-endépfgéﬂ IgsfIRPeRde8 Figure 10:
50  shows ani no’acid sequence for Seq Id no 4 Figure 11:
shows am no acid sequence for Seq Id no 5 Figure 12:
Tyr Pro Ghheiws AmariLy® PaeiCis degudAcH af B fﬁé’qserd“sﬁog% Figure 13:
65 shows ani’flo aci d sequenc® for Seq Id no 7 15 Figure
14: shows ami no acid sequence for Seqg Id no 8 Figure
ser Thr s¢SGlglsdnSenuds 88 iAge BERI¥NTE ‘fSBrLeSe&rl ®no 9 Figure
16: sidws nucl eoti de Ssequence for Seq Id no 10 Figure
17: shows nucl eoti de sequence for Seq Id no 11 Figure
Trp Lys Gl8VabnemSenUeP d6HiTEE Adqrfentd Wri%e‘%"l "o 12 20
Fi g0te 19: shows rudl eoti de sequence for Seq Id no 13
Fi gure 20: shows nucl eoti de éeq]uen]cesforhSeq Id no 14
Ile Trp igg g’bféeQP.e'”%b\q%rthI‘ééﬂ'eﬁev efpieh®e®¥o?'*seq 1d no 15
gure 22: shows nucl eoti de sequence for Seq Id no 16
Fi gure 23: shows nucl eotide Pr tg,e Seguenge for Seq Id
Thr 14 L TIP 25U PG U P2: S HYRS"ugjoett| 8¢ Forward pri mer
sequence for"Seq Id no 1 Figure 25: shows nucl eoti de
Reverse prinmer seqyence faor Seq Id no 1 Figure 26:
Arg ser GIRGIK SOCATR IR 49 Liﬁb%ers%‘ﬁuence for Seq Id no 2
Fi gure 277 shows nucl eotide Forward priner sequence
for Seq 1d no 2 Figure 28: shows nucl eoti de Reverse
pri ner sequence for S&§i1%dno 2 30 Figure 29: shows
nucl eoti de Probe sequence for Seq Id no 3 Figure 30:
shows nucl eoti de Forward prinmer sequence for Seq Id
no 3 Figure 31: shows nucl eoti de Reverse priner
sequence for Seq Id no 3 Figure 32: shows nucl eoti de
Probe sequence for Seq I1d no 4 Figure 33: shows



encodi ng a pol ypeptide chain according to claim1 or
2 consisting of an am no acid sequence represented by
Seqg Id no 1 or its am de, ester or a salts thereof.
33 4. Use of a DNA according to claim3for preparing
a reconbi nant vector, wherein said reconbi nant vector
conprises 51.a DNA according to claim3 , and for
i ntroduci ng said reconbi nant vector in to a host
cell, wherein said |l _conprises said
- reconbi nant vect or! hﬁ’% 3. ™5 A method for
<210> 9 . .
<211> 3gvranuf acturing of a pol ypeptide according to claim1
<212> n said 10net hod conprises the step of:
<213> A"Hr&%’i‘%r ng the amino acid synthesizing the anmino acid
<220> by solid phase or |iquid phase synthesis 1.extraction
<223> Arpifigial yisepane e TIPS d5uri fi cati on of the pol ypepti de
400> 9 8- A nmethod of producing the peptide, precursor or
aggtcacgcsa;lctcdtb@te@fggmcty agemgdgdch Ghghcasts SEpEIFtEDNpr SRes ;
cti.ng an am [ m aci
atggcaCt%rgc%%gﬁf‘rtéecaéﬁt& ggg(_nggégEggP:%P%QE%ﬂ? %alglr;;]%t{&?}:tﬁ“ nri%am no
ctcttcagggcncdcgaagqnegtcatteatco TEONORSS AWCTH tCZOUERa3ALS | y 180
owed d or mapi on.
gca_;cccgc? gcﬁ?% cacn%g ?ML%&%@EI%&%%%”%#?%QQJ as the
aggcactggao&tggeaaagemgmgpm yp@q@trt@é T@hesthaasr 999F e ¥ S or ,308r
e ag®l &sgal t
sccrcanof {ERBF U (R oS TR PR AR RseE T
tggacaggcamgmngamCdccse'eﬂaence accor ding Seq 1d no 1. 25 I8¢ Use
of pharnmaceutical conposition according to claim7,
<210> locorrpri sing as the active agent polypeptide chain or

<211> recur sor, or pharnmaceutically acceptable am de,
jﬁgz or a salt thereof wherein said pol ypeptide

a| n COI’]SI sts of an am no acid sequence according
<220> d| no 1 f or, %gr eparation of a pharmaceuti cal
<223> Ar&bﬂ'ﬁbas HroRS B é’ﬁeaonge 30physi ol ogi cal factors that

<400> 10 ncrease the risk of arteriosclerosis, infla i on
atccaggyger atahetoradr AITCEEFCER HCIYACHTIg; Tgtageaat B9reatddsh oy l%“

tctggctgc}aO&&QngHgdscth@cBg &Qﬁﬁcdggr&gtﬂgecgtlraj nrtdaggdtat ColﬂOrl ses
an aim no aci

sequences accordi %\%a egt ? nolg% or
gaggacgcgct I9FHCHES tﬁf‘éﬁrgt%raaé%ﬁgﬁggct FP@P% gc Fact The
tggtcgga r@%@éﬁaagdﬂ\i@gbgc&mg rgebédoesgct tutagnegtt biwcaggotve PEpti de

ornone, process or the Sa and
agggacthss@cgergarweggaaﬁ%gctrrréa%@%%n?‘&%aaére@P%‘“E'%gﬁt i P.?"é’d
gcgggcgcsﬁoéfg%gd%b@@@&dgwctﬂ@ pictﬁk&gmcecaaﬂsmgcvagghgsaaqcs t h#g0eof

can be used as dr rap iC
93995‘9‘:9%?%%%@?%ggccarﬁcéﬁnt&gtafa 9% s%c(%é ?J(éagF %gg #tagt ar‘gégi s
atggcagcg{geg;&cc@GR‘éﬁagor targets for drug intervention.444
OE2006- 054. t xt SEQUENCE LI STI NG <110> sanofi - Aventis
<10» 11<120> singl e exon genes for novel bio-active
<211> 4:p;ol ypetides <130> DE2006/ 054 <160> 40 <170> Patentln
<212> DNfersion 3.3 <210> 1 <211> 94 <212> PRT <213>
<213> ’I&Fﬁcf‘ i al <220> <223> Artificial Hornone Pol ypetide
«220> <400> 1 Met Tyr_Trp Met Ala Leu Arg Arg Ile Ser Thr
<223> Atfiiadpy HS@P"N@WFB“fSlOlS Leu Ay Leu Ser Arg val
<«00> 1t€U Leu Phe Arg Ala ser Lys Ala Ser phe 202530 Thr
ctccaagafih egdagypcse grdagptabcgriRbectSag agasasSEs SYEHTTREY Al a0Ar g
3 Rhgcteedtcleultd s
gccatgtc%?aﬁfcgccf}?%gﬁégﬁ %Eté%& jgg%cgé%gt Hi gc Trp Pro. dy
cgctgcagfll RgystcEe ct@opaagg| tQEB@CHSéfr tERCEOqEY CEETtIEC Ar {80
5707 lec{dg¥ede€ et Mal  Seso Ser
agoatasct A?S%?P"%%% o frgftGeSEedatocee yeltgelal 22003
tggaactcdy t:ctfcrcc‘rcat HXPROSATLLDRBLAEHY T FFRGHITHSCRTEI o ys i de
<400> 2 seite 6



Met Ay
Ser Trp
Ala Leu
Leu Qu
354045
Pro Trp

Ser Ay cys Ala Arg Ala Arg Leu Ay Leu Leu
Leu 151015 Ala Ala Ser Ser Ay Ser GQu Asp
Ala Ser Ser Ile Ser Val 202530 Lys Leu Ala
Leu Ala Gu val Ala Trp Ser Gu Gy Asp du
Seite 1 DE2006-054.txt Ala Qu Ay Leu Ala
Leu ser Pro Leu Val Gn Ay Arg Asp 505560
Ser Gy Gu Asp Arg Gu Gn Leu Gu Ala Ala Cys Leu
Lys Arg Gy 65707580 r..Jrp,Ala Ay Ala Ay Lys Al a
Arg Gu Leu Ser pré&¢ %“ﬁ?‘%gat@‘ho 859095 Lys Trp Leu
tcttccageErdtdgetyahl @céladadil ucdrgycca gaidigadca Aggrtsesa | | 860r o

100105110 L 10 21
atcttggctt‘Artp?thptqtgﬁtg‘gng 3 %é:c%rc% iF J% tg&ét?ﬂ‘?ﬁ% ;OI )%pet i de

tgaaaggatf‘i@&kaﬁcawaatgﬂmatle gtg@laegabetggsegccSe rctkte Ser | |4é4 Phe
Ser Ser Leu Phe Ser 151015 Phe ser Ser Phe cys Phe
127hr Arg cys Arg Leu Ser Ile Cys Ser Pro 202530 ser
a39er Ala Thr Leu Ser Ala cys he Phe La Arg Val Ala Ala
DN/, 3 4045 Ala Ser Cys Cys Arg val Ala Ser Ser Arg
ArEIICBy Arg I1e Phe Trp 505560 Asn Ser Ala ser Leu he
Leu phe Ile ser Ile Trp Ala Au Val Ala 65707580 Pro
<223> ArpiRCigl osmne A YRATI{%y Ser Leu Ile Ser Ser Ser Ser
<400> 12Leu Ala 859095 Arg Ser G u Arg cys Phe Ser Ile Leu
acgggectad| tatdoectaBergciat Gy 90 SE0AF HIIBTHITS 1T TeEY | e &1 Ser

sconsctosl St Slag s TG brflolacky ol <R eidtgedy <oho T

cggcegtet DIEROMBIMBACACRLICLID JSCAREICE | %’-F-‘éﬂcg‘l'-%r FSREIREA ypeff de
gcctggacgéébgg%gégclgbégc%c@ag gc%%%a&ﬁ Qa&éa@c;@cyagsgigg%aa Al 2&0 Pro

a ser Lys Ser val val il
ccggtagcag\ragadnec s cFICARaF P @cagcpaer )FQWQ(SC‘NCgC%HCCE?fZSB@O

; factlr aatdceagrged Thwod y
acctggect tgg%agc'%ﬂé%&t& QA?H A gtb‘?#gAlﬂg Thr Thr Thr Zér
gcaaggyct | CECERGET A @gﬁwtﬂe gcmsa%wgsfé%%%"é NOGARPY Ar g“Thr

aggaagcgcﬁrgqaﬂg@aArg Leu Ala Ala Thr Ser Arg Ala Thr H|438

<210>
<211>
<212>
<213>

<220>

<210> 13

<21i> 549

<212> DNA

<213> Artificial

<220> o i

<223> Artificial Hormone polypeptide

<400> 13

gCgggegeee €Cgggeeece gegegegece cggectecgg gagactggcg catgccacqgg 60
agegeccote gggoegoeoge cgctcctgec cgggccectyg ctgetgetge tgtegectge 120
gceotgetgee ccaactegge goccgacttc ttcatggtgt gcaggaggtca tgttcgotcce 180
ttagcaggca aacgacttty ctectcgect cctcgecceg catgticagg accaaacgat 240
ctgegetegt ccggegtete tggaggagec gtgegcccgg cggcgaggac gaggaggagg 300
gcgeaggggg aggtggagga ggaggcgageo tgeggggaga aggggcgacg gacagccgagd 360
cgcatgggoc cggtggcgge ggcccgggea gggctggatg ctgcctggge aaggeggtge 420
gaggtgccaa aggtcaccac'catccccacc cgccagecge gggcgoegygc grggocgagg 480
gcgecgagge ggatctgaag gogetcacge acteggtget caagaaactg aaggagcggce 540
agetggage 549
<Z10> 14

<211> 258

<212> DNA X

<213> Artificial

Seite 7



65707580 Ala Arg Thr Trp Pro Het Al a ser
Ser Val Thr Thr Cys 859095 Thr Cys Ala Pile Arg Al a
Ala Arg Ala Ser Pro Ala Leu Ser Ser 100105110 <210> 5
<211> 148 <212> PRT <213> Artificial <220> <223>
Artificial Hornone Pol ypetide <400> 5 Met Pro Arg Ser
Ala Pro Arg Ala Ala Ala Ala Pro Ala Arg Ala Pro
151015 Ala Ala Ala Ala Val Ala Cys Ala Cys Cys Pro
Asn Ser Ala Pro As & e Phe Het val Cys Ay
Gy Hs Val Arg SeEEZE’%%ilQ'at g y Lys Arg 354045 Leu
<220> Phe Ser Ser Pro Pro Arg Pro Ala Cys Ser Ay Pro Asn
<223> ArtApcipd s o TyReERtiGEr Ser Ay val ser Ay Ay Al a
00> 14Vval Arg Pro Ala Ala Arg Thr 65707580 Arg Arg Arg Al a
getttgctgdacagdEhapal godtabtgE aca@harg®@ YoAlaag@ercatysaiyy g

859095 Lys g W Bl G yafro
tagcgattad, i agPse 2K st c i %&5‘865}9{5 il SGeER, B0
atctcctgtdeeagEhegth c1agsptal eogARtoTy FagRcaAddil grispgrcasgs GB0 val

ook Dt S 078 T

tgggtotecd becgbadr <210> 6 <211> 51 <212> PRT <213> Arti #P&i al
<220> <223> Artificial Hornone Pol ypetide <400> 6 Met
15Pro Lys Trp Arg Leu Ala Trp Pro Lys G n Thr Arg Al a

Pro Arg Ala

<210>

<211>
<212>
<213>

<220>
<223>

<400

53Ber

Ser

y Asp Arg Cys Ser

H s Thr . Ar

35404 5
A BFIGET APt APAPeEs s
15 Pol ypeti de <400> 7 Met Ser val

151015 Cys @y Leu ser
2,'! ¥s.Aaha Ser Ser cys ser Ala 202530 Ser Arg Asn Gy
Leu Arg Thr Thr Thr Thr Arg

<210> 7 <211> 143 <212> PRT
> <223> Artificial

Leu

cccaagtagg\CgRagRYICASTFILEE I RAqCRYF PR FIAB1HES

' Y&
srssecaSy i fflieg

Trp Thr

Pro Ser

h
thyaataE Tt

Il e Ser

Hor mone
he Leu

%{S Cys

Leu Leu

Mbadey Scabecret Ughfdati@Ugttfehabey Cpgo

eu Val Thr H's Ser Leu Trp Ser Ser Jhr
aaagtgaaggrpﬁgqgéFgcprqytgqtgtqg 9t9§ng§&5 cacactcgct gtghagctcce 18
acgtggagtc cccctggggt ggcageggtt aggtcagcca gcactgtecc agaggaaaac 240
tgttctoget caaagrigta tgtttgtgtg gcaaaatcca tgaa;agtcc atcaatgctt 300
ctggattcag agatgacgtg gcctttgagt tctctttcca aagcacactg gaaggtggtc 360
ttgatgagat ctgatrttggy caggtcctce acagtgatcc ccaaatctga agtatccact 420
gccttgtgtt cacttggctt acaactcaac atggcatctc caagtcgage tcgetttcca 480
cagtagctca caggaacttt gaaggtgtaa acagtcttaa cttcctgage ctcc 534
<210> 16
<211> 570
<212> DNA
<?13> Artificial
<22(> . .
<223> Artificial Hormone polypeptide
<400> 16
cgacccttct cggectcgge cogcageacg geggcecgeyg gtgtcacagt gaggatggcy 60
tcggecgegg gggagecctt ctcgatgtac ttggectcgg €ggocgogge ctigigeacc 120
ccgacggect cggetcggaa ggegeggggg ctgegeacgy agccgetaga cgaggtycty 180
gcacgaggog geccggogge ctccacgetg tggtgecget gcaggctigtg gccgaaggeg 240
tccttgtacc cgggcgocag gaagecgtge ttggoggoca goggetegga cageageace 300
agcggogget ccgegacgga cacgggocce gacttgacge cctggaagga ggtggacteg 360
gacttgagcg cgtcgatgca gttgttgatg atctggttga cctigtccac ctcettogeg 420
atggtggaga tctcggecac cgaactctgg ctgtcgggge ccggecggec cagetcacag 480

Seite 8



Val Ala Ala Val Arg ser Ala ser Thr val Pro Qu Gu
Asn Cys Ser 505560 Ay Ser Lys Leu Tyr val cys val
Al a Lys Ser Met Asn ser Pro Ser 65707580 seite 4
062006- 054. t xt Met Leu Leu Asp Ser Gu Met Thr Trp
Pro Leu Ser ser Leu Ser Lys 859095 Ala His Trp Arg
Val Val Leu Met Arg Ser Asp Leu Gy Arg Ser Ser
100105110 Thr Vval Ile Pro Lys Ser Au val ser Thr Al a
Leu cys Ser Leu d 25 Leu G n Leu Asn Met Ala
ser Pro Ser Arg Al é’f’kg’g‘%%']e“ ro Gn 130135140 <210> 8
tccctgcgtﬁ&ﬂ:ﬂgfhgdﬁl ﬁg@zcgﬁR&&Iﬁdﬁy’c Agttg‘ChcﬁtagctmgwAFZZS& A
' Artificial Ho e Pol ypetide <400> 8 net a r a
ggggtgtec, (gCgrytay %agﬁt{tg? %he ser met Tyr Leu Ala Ser Alsig
151015 Ala Ala Ala Leu Cys Thr Pro Thr Ala Ser Ala
:‘%ﬁ; %gArg Lys Ala Arg Ay 202530 Leu Arg Thr Gu Pro Leu
<212> onASp Gu val Leu Ala Arg Gy Ay Pro Ala 354045 Ala
<213> ArSdiciBir Leu Trp cys Arg cys Arg Leu Trp Pro Lys Al a
<220 Ser Leu 505560 Tyr Pro Ay Ala Arg Lys Pro cys Leu
<223> préledsdfuenceer Gy Ser Asp Ser 65707580 ser Thr Ser Qy
<400 17(3 y serTAI aLThrgAspVTlhrASGI ySPr oASAspLLeuSThrAIPr o§
rp Lys u Va p Ser p Leu Ser aiber
Ccccat"’“%/ggg%%n Leu Leu Met 100105110 Ile Trp Leu Thr Leu ser
Thr ser Leu Ala Met Val Qu Ile Ser Ala 115120125 Thr
210> A u Leu Trp Leu ser Ay Pro Gy Arg Pro ser Ser Gn
<212> onSer Leu 130135140 Arg Ser Ay Ay Ser Pro Val Arg Thr
<213> Argdiicimdt 145150155 Seite 5 <220> <223> Artificial
<220> Hor none pol ypepti de <400> 9 aggtcacgct cctcctggtt
<223> roba@dChieyC gcaggatctc ctcttcaggg cctcgaaggc
<00 1g3cC9CCCHCC gccggt ccac aggcact ggc ctggacagtg
gaggrggacd Geb&fdUafcd tggacaggca g caccttgggc agccgctgge
ctcattcacc ttcttgagcc ggacaccgac ttcctcttac
210> 15t coggggt ¢ cccagccect  tggggttgag tgegettctce
11> 23acaccttaca tgtcctcaag gtggttcgaa gatgtactgg
<212> DNgagggtgctt cctcagtgtg cgcccacggc gggccct ggg
<213> Ar E%&‘tadgagg <210> 10 <211> 444 <212> DNA <213>
<220> Artificial
<223> Reverse primer

<400> 19 - 3
catcccecta cttctaccag gaa 4

<210> 20
<211> 16
<212> DNA
<213> Artificial

<220>
<223> Probe sequence

<400> 20 6
tccatctica gotcgo 1

<«210> 21

«213> 18

<212> DNA

<213> Artificial

<220> .
<223> Forward primer

<400> 21
tgectggccat grcgtcaa 18

<210> 22
<211> 22
Seite 9



<212
<213>

<220>
<223>

<400>
agcagaa

<210>
<«211>
212>
<213>

<220>
<223>

<400>
accatcc

<210~
<211~
<212
<213>

<220
<223>

<400>

<210>
<211>
<212>
<213>

<220>

<220> <223> Artificial
at ccagggga
gaggacgcgc
agggact cgg
gaggagcggt
agt ct gcccc
ggagcagctc
cttagctggc
pngCCaccgccce
Artifieigdt ggc
agccgt aaga
Re@GEE PAYRYC

Hor none pol ypeptide <400> 10
a tatttgcgg tctggcectgecg c ccgagcet ag
t ggcctcgtc tggtcggagg g ggacgaagc
gcgaggacag gcgggcgcgg ggaaggcgceg
t gacgct gag at ggcagcgg gatccctgta
gctggggcetg tatttcggtg agagggcettg
cgagctctcg gtccatccca agag tcgggcgcegg
aaat t 99pgfpo8p9s G4t 99C gaagecgcett
ttgtaattgt ctgtggaggt ttgccgettc
tgtcgcegtt gcctgaagcg caaagt ggcet
ggccat gggc ctcaggctcc tgaggtcgcec

gggct cct gg ggaggaggcc gccggtgtge <210> 11
<211> 474 <212> DNA <213> Artifici al tttgacttgg

Szggag{%ggd‘agcaagat gttgctg ctcttctect tctccagett 22
ctgcttcacCc tcggccacac tatctgcttg cttcttcctc
gt ggcctcct ccaggtccct gcgcattttc tcaatctggg
15Ct gaagt ggc cccactggct seite 6
pNOE2006-054.t tcttccagcc tctcgcectgat ctcctccagt
artideeiddgeca g atcttggetc tgagegtgtg ttccgettca
atttcctcct c tgaaaggatt actctatcag gaatgttatt
profegsmaiggagg g Xt atctgagcg ctgcttctca360 cagcectcttce
3tatgcgggcc420 ggcagcccc cttt474 <210> 12 <211> 438
1c&2:23xcDNA <213> Artificial <220> <223> Artificieal
Hor none pol ypepti de <400> 12 acgggcctag tctcctctat
,4C0Ct ggat ga agcacgagcc acgagctggg ccgggagcgce
1gggct ccccca gcgagcgetg cggecgtctc gcccgggggag

A

D
A

DNEccccqQct cg

"bdes

gacg
agcccgcectg

Fogagdgeinesg
,4gagcagcet ga
ggagggctc€atderchdd <212> DNA <213> Artificia

Artificial

asccgggecccce
19gggccgcecgce
MeReGhcouC

acgactttt
ccggcegtctc

gect ggcgcc
gcgacgact a
gcggccacct
gt gacaacct
acgcgcacgt

gcct ggacgg
ccggt agcag
acct ggccta
gcaagggct t
aggaagcgct

gcccggegeg
cgaggacccc
t ggcgagccc
ccccagcet ct

gt acggca <210> 13

<220> <223%

Hor none pol ypepti de <400> 13 gcgggcgccc

gcgcgcgecce
cgctcct gec
gcccgacttc
ct cct cgcct

t ggaggagcc

cggcct ccgg
cgggcccct g
tt cat ggt gt
cct cgccecg

gtgcgccecgg

agcgcccctc
gcct gct gec
ttagcaggca
ct gcgct cgt
gcgcaggggg

223> Regﬂ"@g dﬁé@é‘d‘a
<400> 25CQ9Qt ggcggc
agcaaagceaggutm@ottac cat ccccacc cgccagccgc gcgccgaggce

ggat ct gaag gcgctcacgc actcggtgct agct ggagce
26<211> 258 <212> DNA <213> Artificial beite 7
15DE2006- 054. t xt <220> <223> Artificial Hornone

cgcat ggggc
gaggt gccaa

tgcggggaga
gggctggatg

ggaggcgagc
ggcccgggca

<210>
<211>
<212>
<213>

<220>

acaaagaggg cgccaagcgc catgccaaag tggcgattgg
cctggcccaa gcagacccgg gccagctcct gtggettgtce.

<223> P‘"&‘&etg E'%c atctcctgtg ccagctcgtg cagtgectca
<400> 26Cggaat ggcg gggacaggtg ttcactcagg accaccacca
cgctecttagg@gecacac caggtagttg tgcaggaccc tggggaccag
gt gaagccag tgggtgtcca gacggaca
%S<210> 15 <211> 534 <212> DNA <213> Artifici al

DNA
artificial

<210>
<211> -
<212>
<213>

<220> .
<223> Forward primer

<400> 27
tggtgtgcgg aggtcatgt
‘ Sseite 10

19

<210> 14

ol.ypgpt i de <400> 14 gctttgcetgg cagetgagaa gtgcetcat gt

is5

60 120 180 240 258

<220>

19



<210>
<211>
<212>
<213>

<220>
<223>

<400>

<223> Artificial Hornone pol ypeptide <400> 15

cccaagt agg cgagggggca tcgat gctgg aaccagccat

gt gt ggacat tcttgaagtg cagggggaac tcatccctcc

aaagt gaagg cagagctgct tttgttgtgt ctcctggtca

acgt ggagtc cccctggggt ggcagcggtt aggtcagcca

tgttctggct caaagttgta tgtttgtgtg gcaaaatcca

ctggattcag agatgacgtg gcctttgagt tctcutcca ttgatgagat

ctgatttggg caggt cchemoaargtigat cc gecttgtgtt

cacttggctt acaactcaac atggcatctc cagtagctca
28caggaacttt gaaggt gt aa acagtcttaa <210> 16 <211> 570
21<212> DNA <213> Artificial <220> <223> Artificial
DNMor.npne pol ypepti de tgagacatga ctgaatgtct tgaagaattt
argifigtedagt g cacact cget gt ggaget cc geact gt ccc

agaggaaaac tgaacagtcc atcaatgctt aagcacactg
RegrAgg@trifeerc ccaaat ct ga agt at ccact caagt cgagc
,gtcgctttcca cttecctgage ctcc 60 120 180 240 300 360

gaggcgagad 48a#G0cge3¢  gcggccgegg gtgtcacagt gaggat ggcged

<210>
<211>
<212>
<213>

<220>
<223>

<400>

ttggcctcgg cggeccgecgge cttgtgcaccl20 ctgcgcacgg
ygdgccgct gga cgaggtgctgl80 tggtgccgct gcaggetgtg
18gccgaaggcg240 ttggcggcca gcggcectcgga cagcagcacc300
DN%Cthacgc cct ggaagga ggt ggact cg360 atctggttga
Artidftdtccac ctccttggecgd20 ctgtcgggge ccggecggece

cagctcacag480 Seite 8 O0E2006-054.txt tccctgegtt

PrefegsRIgeCc cccggttcga acctccatgt agctgecctt
s90Ct ggcct t g540 ggggt gtccg cgctctccac cagettgtac570

atctggttgx2tOegtdd <211> 16 <212> DNA <213> Artificial <280>

<210>
<211>
<212>
<213>

«<220>
<223>

<400>

<223> probe sequence <400> 17 ccccatcata gaagcgl6
30<210> 18 <211> 22 <212> DNA <213> Artificial <220>
19<223> Forward prinmer <400> 18 gaggt ggaca ggcaggt agt
22@%22k5210> 19 <211> 23 <212> DNA <213> Artificial
2330%'<223> Reverse primer <400> 19 catcccccta
cttctaccag gaa23 <210> 20 <211> 16 <212> DNA <213>
Fomard rgfes| <220> <223> probe sequence <400> 20
3ot ccatcttca gctcgecle <210> 21 <211> 18 <212> DNA <213>

cgegtegatrepdftigtical <220> <223> Forward priner <400> 2118

<210>
<211>
212>
<213>

<220>
<223>

<400

tgctggccat gtcgtcaal8 <210> 22 <211> 22 Seite 9
31DE2006- 054. t xt <212> DNA <213> Artificial <220> <223>
gaﬁeverse prinmer <400> 22 :

Artificial

Reverse primer

31

atctccacca tcgecaagga 20

<210>
<211>
<212>
<213

<220>
<223>

<400

32

21

DNA
Artificial

pProbe sequence

32

ttcacatcag ccatggtaat t 21

<210>
<211~
<212>
<213>

<220>

33

24

DNA
Artificial

Seite 11



agcagaagct ggagaaggag aa22 <210> 23 <211> 16 <212>
DNA <213> Artificial <220> <223> Probe sequence <400>
23 accatcctcc tctctcle <210> 24 <211> 19 <212> DNA
<213> Artificial <220> <223> Forward prinmer <400> 24
ggagggct cc accctcagt 19 <210> 25 <211> 19 <212> DNA
<213> Artificial <220> <223> Reverse priner <400> 25
agcaaagcca aggtgggtt1l9 <210> 26 <211> 15 <212> DNA
<213> Artificial <32@ee<0323xtProbe sequence <400> 26
<223> Foged ecimeag caggcl5 <210> 27 <211> 19 <212> DNA <213>
<«ago» 33Artificial <220> <223> Forward priner <400> 27
aaagccgagd G@Gd@gkgm@paaggt cat gt 19 Seite 10 0E2006- 054. t x4 <210>
28 <211> 21 <212> DNA <213> Artificial <220> <223>
210> 3aReverse primer <400> 28 gaggcgagga gaaaagtcgt t21
<211> 23<210> 29 <211> 18 <212> DNA <213> Artificial <220>
'%%?‘fmk%23>1Probe sequence <400> 29 atctggttga ccttgtccl8
<213 Ar3108'30 <211> 19 <212> DNA <213> Artificial <220>
<220> <223> Forward prinmer <400> 30 cgcgtcgatg cagttgttgl9
<223> ReveFIPIrBIEr<211> 20 <212> DNA <213> Artificial <220>
<400> 34<223> Reverse priner <400> 31 atctccacca tcgccaagga
caaatattc<2dQmaBRAggadl1> 21 <212> DNA <213> Artificial <220>
<223> Probe sequence <400> 32 ttcacatcag ccatggtaat t
210> 35<210> 33 <211> 24 <212> DNA <213> Artificial <220>

<211> 14Sejite 11
<21Z2> DRA
<213> Artificial

<220>
<223> Probe sequence

<400> 35
cctigeegea cgga 14

<210> 36

<211> 22

<212> DNA

<213> Artificiai

<220> )
<223> Forward primer

<400> 36
gcttcggtga caaccrgtac gt 22

<210> 37

<211> 19

<212> DNA

<213> Artificial

<220>
<223> Reverse primer

<400> 37
gctgctcaga gctggggaa 19

<210> 38

<211> 17

<212> DNA

<213> Artificial

<220>
<223> Probe sequente

<400> 38
tcaatgcettc tggattc 17

<210> 39
<211> 21

Seite 12



<212>
<213>

<220
<223>

<400>

DE2006- 054. t xt <223> Forward primer <400> 33
aaagccgaga agacaaaaaa gaga24 <210> 34 <211> 23 <212>
DNA <213> Artificial <220> <223> Reverse priner <400>
34 caaatattcc cctggatgag gaa23 <210> 35 .<211> 14
<212> DNA <213> Artificial <220> <223> Probe sequence
<400> 35 ccttgccgca cggald <210> 36 <211> 22 <212>
DNA <213> Artificial <220> <223> Forward priner <400>
36 gcttcggtga caacetyibawmsgte? <210> 37 <211> 19 <212>
DMQ?A <213> Artificial <220> <223> Reverse prinmer <400>
ArB718@ gct caga gct ggggaal9d <210> 38 <211> 17 <212> DNA
<213> Artificial <220> <223> Probe sequence <400> 38
FopaadtPginerc tggattcl7 <210> 39 <211> 21 seite 12
3g0E2006- 054. t xt <212> DNA <213> Artificial <220> <223>

tgtgtggcakQavanthaare mer <400> 39 tgtgtggcaa aatccatgaa @21

<210>
<211>
<212>
<213>

<220>
<223>

<400>

<210> 40 <211> 21 <212> DNA <213> Artificial <220>
20<223> Reverse priner <400> 40 actcaaaggc cacgtcat ct
21c21 seite 13

DNA
Artificial
Reverse primer

40

actcaaaggc cacgtcatct ¢ ' 21

Seite 13



