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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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SPLVQGRDSGEDREQL EAACL KRGSWAGAGKAREL SPTAPKVWLEEAEERL TL
RSI PL Anot her enbodi nentp of present disclosure
relates to a pol ypeptide consisting of the follow ng
am no acid sequence: MLLAM SS | S | FSSLFSFSSFCFTRCRLS

200,000 pri r@§1"f( > IFELRWAMNASEaRYASBdRhat post translational
SLRI FWNSASLFLFI SI WAEVAPL SSS SLI SSSSLARSERCFn§é H@_§8’Cﬁ§0nal

modificatier $S ¢S SSIWRN PIRSLRESC S ESERTE
level of cgléﬁ%feg&?ﬁéa éﬁgtbgeéﬁpi??ggwédghf}:égﬁﬂ}éﬁﬁnéml sting of the

NATSMAGSAAPPASAAKSVVGWRPSRPGEPRSAMRRRRATLAAMWGPARAATA
T TTRAAARRPVAARTPARLAATS, RAT
Gene ingnE TR HRSOALSS 760 REL CHRDBLPRIAY thpt is congerned

with algoﬂ@%’?ké’lﬂ}‘fd%nﬁﬁ)lrgﬁ St %ﬂeé oPSbyhemid, %u@W@éﬁbmﬂgDMA tthat are

am'n sequence:

blOiOQl%WRﬁ%ﬁWHWA@AO@EWWMWA@WS@SO

include omm@ss@mwpwmm@&@&%&w%
finding IS\@DO et A At SRR ARRS RS ENdingthet deenome of a

resent d| sclosure relates to a

species drdeyipras |béen<seqsueaced19 of the follow ng am no acid
sequence:

MPKWRLAWPKQTRASSCGLSLPSI SCASSCSASRNGGEDRCSLRI |- | RHTR
in extrmﬁf‘@éﬁ‘@ ﬁnﬁ@g%g)sf@'ﬂé @k tar @@hoehessl sesiicieed firaegaencesthat

pept | nS|st|ngo the followi ng am no acid
are Slmll@lﬁQl@dﬁn@SIC evidence in the form of the known sequence of a messenger

RNA (MRRAROT proton prodtiet. G n@%ﬁ%ﬁ%&&u\&ﬁ%\{%@w&?ﬂéﬁ% a

M it DSRMOYRESSE SIK B A edRSEven a
unique gé@'ﬁ@@} iP; KE slé Jva:‘i :si ETALCSLGLQ_ NVASPSRARFPQ Anot he

protein seqbentarentanuly frpassifte ¢pdEId3NASBICACES PP bé? derived by

reverse @@hﬁeﬁc@{; f t%ecgoennséﬁ?:téorc]i% et A8WINA sREUBACES hve been

determ.n%sﬁﬁ%ﬁ%%%wb@m&m@ﬁﬁeh BRI GEPANST o

matchesmmeYMMme@@%AM@ﬁW@lW%ﬁm
(gﬁ%k V[TLSTSLANVE|SATELWLSGPGRPSSCSLRSGESPVRTSNIAn
designe RISHRHPOFE: t he disclosure al so provides a DNA

conprising of a nucl eotide base sequence according to
Seqg Id no 9 to 16 encoding a po

i de chal .
A high dogrprafsmiacly lard Koo mESEAdEh oL PLBRIE T g5y Sligns
t
evidenc BBy s it (TTor S48 Bondma bGP C et o

Howevepfto @pﬁgﬁ h@@épp‘k@abﬁ%@smuam Eecp.mtesremtwwe) sgemqencdng, of
encodi ng a pol ypepti de, ¢cha as d

mRNA cod DD ﬁgodﬁct%tri\lafr@fﬂb i cxeRve &5 el toragyisms

f
only a sifiget of all isbeRin s o s TR e prctoXenesodt REGRPiven fime,
meaning W&k gs?trin@ﬁ: @@il@@n@@fmrgnamlz1 gene?ﬁa ?@; readﬁseqctp@smjem any

encodi n a po e 1 de C a NSl s
single caltuliuseaTawaan SE0 B Ry RIS R igFTEepr fiast B AP the
genes in %Itcgfrboiéf or@?ﬁ@ {rﬁ:ﬂ&%fndrgcﬁﬁ 8r ﬁfo%u%ﬁﬁ&ls oF arfepsntroall types

consi sts of a nucl eoti de base
must besswweﬂcwhm:weeﬂ mgsemssaqheudrﬁa;cmt@s EQE GUample. some human

tid h d bed
genes moiig SKerasEed ARG Crie cRhtheh &6 AL 28Ba 8 Bl e
Despite ﬁeﬁdlﬁléﬁr rH)éSt xR tresd @it @hdfﬂpréﬂlﬁ segleisoiatabases have

odiment of present disclosure relates to. a
been gelﬁ%lﬁatbhabr comansis well as miﬂmrempm’@nbﬁm% eFgastiggs in biology,

N RN N S R Y

Seq Id noSor its amde, ester or a salts thereof.

7a Anot her enbodi nent of present disclosure rel ates
to a DNA that consist of a nucl eotide base sequence
according to Seq Id no 12, encodi ng pol ypeptide chain
that consist of an ami no acid sequence according to
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. anotablgepxerpplpdpthaeEY

pol ar =al ani ne, valine, |eucine, isoleucine, proline,
phenyl al ani ne, nethioniney and tryptophan; and (4)
unchar gedpol ar =gl yci ne, aspar agi ne, gl utam ne,
cysteine, serine, 20threonin, and tyrosine.

protein sggtﬁﬂ/éé‘ﬂré‘rﬂ' gny Hiffepshtisperiud and fHeoBhsemar systego
jointly classified as aromatic am no C{ds. One or

comprehepsivelyapaps e avidenre i RUERAP %ﬁf F?\EEUIE‘EP NGt §§5°0%n
as, for exanple, the substitution of |eucine for
i sol eucine or valine are alternatively, the

Becausef%i lgé ﬁﬁﬂ&éﬂ%%ﬁen?@ mﬁtcﬁfﬁﬁuﬂp in gblairingtextrinsic ﬁviégﬁfﬁ for
or serine, or of any other .am.no acid resi :
many geges.tisualse Ngcessasy iyresertig albinifiq %%ﬁ‘%lﬂ@d\%?r ﬂ"u‘?’h?@h Gbribmic
~ 25gener al | : 0 Sha P {ita0 sighe of protein-
DNA secfiRRER eidlie ¥ JRETARAPSLER AT bof sACHc Sight of prot
coding g¥hédli Thdsbesigringen > bé urdmdlgefa_tegc:rize?has{ enﬁwamw@pﬁn%ﬁc
are am no acid sequence variants .that haye.unde e
sequences tfiatunaicatedhe mresancsre adene 82M% Of rrelichs &gﬁ&fﬁ%’!‘
_protection. .car. QBT it g findmg might e more
FXOPeﬁmgﬁﬁéESEwgEﬁgﬁganﬁgéhééE%gfégpaglIQSO.JS.?%baggnt and
accuratelyosharauterigad aswpinki prediction, sine¢ egsnsineyidenee spgengrally

- the definition of the term.' polypeptd de: 1.5 a peptide
required M@@@C’Hﬁ'ﬁﬁwg?sé%@"%p%?Wp%tg’%pq%gﬁ i%tfgﬁﬁt'eo'gaé' a result
of its ami no acid sequence corresponding to a -
functional domain. Also enconpassed by the term )
Ab initio bé?éﬁptemg id @'lughsycﬂeﬁempieaeﬂly TONVHXS erdanisragilikg humans, is
~activity could not have been pregdi
considerghly rpgresciaﬁ"enwgagﬁir ﬁ@"%’@r aeassgﬁaeﬁ%%? %Bﬁ"rﬁ‘%r gnd pther
LdeHonk@nhRl MSrdebmpisit aed fesd well-Dndgistacd
regmam@gl}{%ﬁ%lsﬁwcet%ieo aIO groups. Am nopzégi d residue | s what .

than in prokdrebiespmakingatiienomare difbedtoaraliBPyderagyzewhVe ClaRRc :
been. | ost Hf f the nj '

examplef g mianal iy by € Bp o b TRy Br s Bpéhcardt

binding é}%ggbpgmg\) thfte chemi.cal bond that |inks the am no
acl d nonorers

: In a protein chain. Each protein has
its own unique am no acid sequence that is known as

its pri t t : t
Socond Sl RBLTECITLSHHER 10 AP o g Bt
protein-&ia%@éqdardeqh»the@emms darfilad irtoistseca pabis (Bkoned

together i n varying sequences to forma huge variet
separatesf by noneioding Seruanseg (BtroRahSRIceSHes 35F Jhelnigeives andther
. determnes its.,f ' ' ; > bfotain-
signa S CHHBEE ok PR S Sty brmneovtpre e
coding gEREUR hukPart Hightanceividediintone dozén probs) eaghr less ki tWas

an inactive protein (or peptide) thabhcatﬂ.rglelt.urtﬁedf
hundredi bese pairsiptlengtht 8nehspyeyas BheR 78 wen tq thirty. Itis theretore

nodi, f1 cat,i on. . of - EA8IdT
mcn B SR eI By s ponat
protein-&difd DNRh Qlykgﬁrgotysgani sm when the subsequent protein

Is potentially harnful, but needs to be avail able on

short notice and/or in large quantities. 20 The

! | - i | Jobs tically
ncvarc P BURER 5o ST REREP e ALk poueinobs tpcaly uee
complext PobaolixRe Piddies, suchenidders Marios Madelafinorder to combine

i nvention are useful as drugs, for exanple

informatiarefrapeavreelystyiEgentgions) %moretsnﬁwge%‘%%%m%ﬁsew%t
- rget s (& f 8 finak efor pdkaaotes.

Glimmet S AEhTisPuiolULEH ko WP ot bHS ThabSTor pRokargo
Eukarydtideiteinitkegenefiegérer by camparissi, ha)lmaﬁllg\e&@pnky lingitack gHccess;

di seases (i n conbi %&I on with tool antibodies to

%@ 994N body fl uids), protein

ki nase inhibitors and substrates, T-cell epitopes,
Pepti de nni not opes of receptor binding sites,
Bi omarker to neasure the expression | evel. The DNAs

coding for the peptide or precursor of the invention
are useful, for 30 exanple, as agents for the gene
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15 Sanpl e preparation: RNA sanples fromthe tissues
tested were purchased from di fferent vendors. 5 DNase
Digest: Al products were purchased from Anbi on. DNA
free DNase treatnent and renoval reagents (1906).
DNase di gest was perfornmed using 50 pg RNA and
according to the manufacturer's hoco

The presgyhtrweﬁtl@n igenidad ovebpiogeNe REP PERRRE B Pfre by means
o e I O 8 i Wt
precursdn@éqgacgey medi ndlﬁ?]\f%d@gqe Bxaitgems%jwnl\ﬁ/gn@&mm {NECBI 33
e WwWer e purcnase rom n
assemblpcetil e 200d) D8 a8yS AN ARSNGB A HEr el dat of July
2003), bgﬁ\r\rg&te tt'%{sil\ﬁ’tgg 151{ é@if\(/] % tfrafrﬁé!@ bSRghheRanddmr gtietic

robe 1 ac gene, “respectively
code. Or(iﬁ eeqlexideefragmbnisr $1nﬁmgswrﬂh1§rr&eg)m0 RCH mlp@mﬁcﬁﬂfb‘wm a

o bR A 0 AP L, T8 e mouse

~ set were'ﬂo'?rﬁfﬁéd b gggﬁotﬁ@ FiSd BFe BHddraRtBLAST ik Drderndirid closely

te at PCR was™ set up as a Miltiplex PCR
related sequencd2in bnth enganjemsu Onipaequandesrthabappearsiatiasp organisms

N I
sequenc@g %érbg tﬁg%dléféd%% trie Nogjfaﬁﬂlﬁnalﬁ")and'rﬂ%sgbﬁ@ﬁw dispatential

as well in Fi'g owever in _anothe

membralfx@spamnmqwegloesmcwﬁumeﬂmm@ﬂf@ﬁW HiMr bsaddfion, an

e Bt T Ao B oyt
presenc&@f Rl H%@%J&g?&e%&néﬁs% R Kirlrsal dorfain etc). The novelty

Tenporal 30,15 2 10 7,29 Brain Cortex Fron}a‘
of the redairiing seq@anees2gas vedfied by SeEYERRR FAMREGIEAN 32 padlicly

v Bbedts SRS e 608l gttt

discove Pﬁbbﬁ'%ﬁ@tea r6imsLth3® Ia’lck.éﬁﬂ/ Predusiy ddsdribedilp@Eein
p , 07 10, 18 6 Adrenal d and 40, 00 20, 68
omains.

It is generéiiy understood, that peptide hormones are characterized by their high
specificity as well as their effectiveness in very low concentrations. Another
characteristic of peptide hormones is that their corresponding mRNA js expressed in
a small number of distinct tissues. A ubiquitous expression pattern of peptide

hormones is rarely observed in mammalian systems.

To determine the tissues transcribing the 8 novel genes in the human body,
commonly used in vitro transcription assays were pérformed on a panel of human
tissues (see figure 1-8). Using specific probe / primer sets, the mRNA encoding the
gene of interest can be detected and quantified. However, it must be noted that the
gene expression data can be influenced by the transcription of genes located in the
same locus on the genome. In addition the tissue panel used in the present invention

is not comprehensive.



19,32 0,00 Salivary dand 32,97 21,03 11,94 0, 25
Thyroid 31,73 20,32 11,41 0,37 Heart 34,09 19, 87
14,22 0,05 Aorta 34,96 20,66 14,30 0,05 Fetal Aorta
28,18 22,46 5,72 18,95 AoSMC 34,27 20,34 13,93 0,06
HUVEC 40, 00 20,89 19,11 0,00 Adi pose 33,16 19, 58
13,58 0,08 Fetal Liver 34,26 21,87 .1 19 Live
Bioactivi .dgga%;mbaegmaae@stmmaﬁ@pusw@éﬂ%ﬁeﬂfg 638 rgain and are

5 0,02 Tonsj | 335 18, 8 v/ HYfiohes are
therefordGf siftegsst 1@ thesphampa¢ay '?ﬁslﬂﬁ’i’ség; ¥ér 'Q‘éﬁggﬁ E?8,858 it aial
o fog@é@mqﬁ, glise%%eg_él 17,77 21. 77 0.00 PBMC, PHA treat ed

Whereas W02004039956 (Title: “compositions and methods for treatment of immune

related diseases”) disciose several bicactive polypeptide sequences, the method of

identification and the use of such sequences had been made however no reference

\ to.

The present invention identifi ed novel genes encoding for bioactive peptide hormone

precursors. Peptlde hormones are charactenzed by their high specificity as well as

their eﬁectiveness in very low concentrattons Bioactive peptides hormones have a

tremendous use in biomedical research. Various peptide hormones are used for

treatment of diseases or to monitor a disease states. Such polypeptide sequences

can be used in therapeutically effective amounts as medicines and medicaments for

immune related diseases.

The problem as laid out by availability of the closest prior art (WO2004039956) could

be defined as to identify novel hormone polypeptide sequences which are useful for

the treatment of human diseases. The present invention solves that problem by

providing 8 novel peptide hormone precursors and fragments thereof which could be

used 1o interfere with physiological factors that increase the risk of arteriosclerosis,

_inflammation or uncontroiled cell division. According to the invention it will provide a

new reservoir of hormonal polypeptides that could be used for treatment of human

disease in the field of biomedical research.

Summary

The present disclosure therefore refers to polypeptide chain conStstlng 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.



18,35 0,00 THP-1 nonocytes 28,39 20,18 8,21 3,38
THP- 1 macrophages 31,77 19,39 12,38 0,19 Kidney 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 Trachea 34,31 20,35 13,96 0,06 Fetal
Lung 31,75 22,06 9,69 1,21 Lung 30,90 19,50 11, 40

In a dstasptl 135 ssPiovidRid & N e tin (alipPeinb Al sgino acid
sequbBcacterdihg Go08eq 114 heing JruaRTdraNaciar stgosmle %n&@d there

18,86 15,93 0,02 Lung Tunor(carci noma) 32,71 19,
from by delefiongsusfiutien (0f inserggn 1af @to!e@Sbgn@saWCBﬁéﬁlsfeS!due 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:



32,86 21,84 11,02 0,48 Breast Tunor Control 34,14
20,87 13,27 0, 10 Breast Tugor (adenocarci noma) 33, 85
20,24 13,60 0,08 Mammary dand 37,21 20,65 16,56 0, 00
Col on 35,71 19,86 15,85 0,00 Colon IBD Control 37,82

MYWM K FF#@@&SSTFL%@FSBSWBRSTDTDFLLH
&%ﬂsﬁr @)Qg %@9 41 19,70 17 71 0, 00 Col on
TLHAH@RWW%QMVBSW@RG@%S@LRMS& 0, 00

Esophagus 28,07 22,34 5,73 18, 88 Stomach 38, 35 20, 98

17, 37 O 00 Smal | Intestlne 33,91 21,20 12,71 O, 15

Pancr e .
Another arlsdy g o3 s PSE SHP S S g AR e o e ©f
followingdthinel acid seGuengeTunor (adenocar ci noma)
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
TTRAAARRPVAARTPARLAATSRATHARTWP MASPRASVTTCTCAFRAARAS PALS

S

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

following amino acid sequence:
MPRSAPRAAAAPARAPAAAAVACACCPNSAPDFFMVCGGHVRSLAGKRLFSSPPR

PACSGPNDLRSSGVSGGAVRPAARTRRRAQGEVEEEASCGEKGRRTAERMGPVA
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



31,79 19,67 12,12 0,22 Ovary Tunor (carci noma) 31,47
18,92 12,55 0, 17 Prostate 29,26 20,15 9,11 1,81
Prostate Tunor Control 40,00 20,60 19,40 0,00

Prost ate Tunor (adenocar ci Zoma) 35,15 20,15 15,00 0,00
HeLa cells 34,97 19,45 15,51 0,02 Uerus 36,13 20, 32

wmzENé%%@&%ﬁé&”@%ﬁuﬁﬁé@éﬁ&%w&wﬁ%ﬂﬁsDLGRS
STVIPKSE S AR S SR SR P, *Gene. encodi ng.a

pepti de sequence according to Seq ID N 2 (Fig. 8).
Another eﬁ?beéai@éﬁééﬂ piswseit ciocisureraiptas it m Polhse By, GrREIRYS: the
following 31ty 568 SAUETES1 “0' 42 Ger abel | um 4000 22, 84 17, 16

MASAAGEF@%WEABME&TFEWAEKMBGERTE?@@EQ{L@@@,GBA-ASTLWCR
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 fo 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.



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 Hypot hal anus 35,65 21,83 13,82 0,00
Anygdal a 35,82 21,52 14,30 0,00 Adrenal d and 40, 00

Anoth%ﬂ%rglg_?ﬁﬁ’m@ﬁtd& O@g%@tlzdimgbyur@ r?taigém Gl(_?e&A,tBSt qcmsa'm of ag
nucleofieZess SRR ATST030 T Ky el 2 COROHEBAO RS Ehain
vt o335 Biiad) PRIl gt S, et

a saltsl®etshf0, 00 Fetal Liver 39,98 22,09 17,89 0, 00



Li ver 40,00 20,66 19,34 0,00 Normal 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 0,00 PBMC Control 39886 18,29 21,57 0,00 PBMNC,
PHA treated 39,83 18,11 21,72 0,00 THP-1 nonocytes
39,62 20,59 19,03 0, 00 THE- 1 macr oph Hes 39,80.19,82
Anotheﬂam%d@n@;& ofi presgnudisoosa®, Eatey [@a DNAGhakeprsish of a

cle 39, 30 22 27
oo b e ahihe s 13, Fhedang pdpadioai
that corst a%%rﬁ@nolé’cla%e@u@ﬂcé:at:ad)rdmga Seqdd rep5 41 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 accordmg to Seq Id no 16, encoding polypeptide chain

that consist of an amino acid sequence according o Segldno8orits amsde 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



14,65 0,00 Lung 34,54 19,60 14,93 0,03 Lung COPD
Control 40,00 20,04 19,96 0,00 Lung COPD 39, 00 20, 28
18,72 0,00 Lung Turor Control 35,62 18,79 16,83 0, 00
Lung Tunor (adenocarci noma) g, 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 Breast 35,69 21,97 13,72

0,00 B t T Control 31,5 0,88 10,65 0 .
PresenBd QBEBL%Eai@rs?tggé n@ﬂg@é ,?Q{d*ﬁgy uf%j_:ﬁﬁ@gﬁfl %Eoglgfaggg% wherein the
) ry G an 12 . \ .
said meGpEomp RN g eE NG RS nidg dei ristiting e amino
acid bylsdR $Frlsenor iBRi@Bhase t9nthiesiss egtractian obpbhmpeplider purification of

Control 35,60 19,63 15,97 0,00 Col on
the polfpepdideadenocar ci noma) 35, 25 19, 32

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.



15,93 0, 00 Esophagus 37,59 21,90 15,68 0,00 Stonmach
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
39,94 21,12 18,81 0,00 ary Tunor Control 39,50
20,65 18,85 0,00 36,06 19,50 16,56 0,00 Ovary
Tunor (adenocar ci nom) Ovary Tunor (carci nong)
39,67 18,95 20,72 0,00 Prostate 39,59 20_, 37 19, 22
In a seviril aspéct) he?d iSpravigaid tis G€e Bf psarmacetiiaal canapRsisen as

Prost ate Tunor adenocarm no 0,27 17
definedgigye; SORPEBTGESBIOR NG: AT BOB 8 55 COPBr o g5, o
pharma%@uﬂ@ally 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.



11,93 0,26 Placenta 35,74 22,01 13,73 0,00 Testis
32,42 22,53 9,89 1,06 20 Positive Contro

(H PCO) 33, 1520, 4812, 670,15 2.5) The foll ow ng
expression profiles could be; gained for a gene
encodi ng a peptide sequence according to Seq ID Nr 3
(Fig. 9). These results are exhibited as well in Fig.

3 hpwever .i n,anot her . for. i H
The 435 PINRERICEa 6, U esib PRGN SholbeTRKEn 1 St T ny pogymer
consishnGofmitd £4as Mnkéd Y cbvafehtbofhisldghdthiBtainm includes within its
H ppocanpus 26,95 21,09 5,86 17,23 Cerebell um 26, 98

scopedaréSosiragmedis of Brikiengthopraiginse fpelt af, for exampiepeptides,

.5, 28,48, Brain Cortex Fro I . , g .
oligop3plides SHSNSHET PGP esbies oS 78 g T ol gt Zamio acids,
more %ﬁfeu%@%ﬂ 188s24b St 2 Arfo 4cifréxiiuet Spinoad. Cor d

, 90 20,67 5,22 26,80 Hypot hal anus_ 26, 44 20,97 5,46

The te2th §lypepdidal indades aBongsties $HNIENING ORf BRFIOTEIAMAC acids
linked %% g %e;zjgc’:lg Eond. 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 including but not restricted to
glycosylation, phosphorylation, 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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5, 93 _16, 43 Salivary dand 27,34 20,91 6,42 11, 67
Thyroid 25,47 19,95 5,52¢@1, 79 Heart 24,93 20,06 4, 87
34,20 Aorta 25,44 20,08 5,36 24,31 Fetal Aorta 24,71
22,16 2,56 169, 83 AoSMC 25, 32 20,02 5,30 25,40 HUVEC

by chemiéal erimatic 416bvags, déinddiepgerts2cBitas GNI, af ptggsaysuch
- Fetal Liver 26,93 21,41 5, 45‘-\% 21,82 Live 2 (b4 9 O,
as trypsirvolsehymotaynsit, rnongst siherss AJeMativel . ?,”E{} P@,Yﬁpﬁ‘égéi pay be

derived b%%{\é%ﬁ%% ﬁ&ﬁt%?%ﬁé ?Lg ﬁ@@%ﬁ@[ﬁ%ﬁi{% & %g@@n?gg ﬁ&zgdﬁg Aészo
included RitBf tABMcofef thd 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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21 PBMC, PHA treated 24,68 17,27 7,41 5,88 THP-1
monocytes 30,34 19,53 10,482 0,55 THP-1 nmacrophages
30,35 18,95 11,41 0, 37 % dney 27,82 21,35 6, 47 %1, 25
Skel etal Muscle 26,66 21,31 5,35 24,50 Skin 26, 02

whose bidiOuiddl RctRy 2Bulthditendran pedidte0Bylbethalysigef s agino
_ #Q%Cﬁea 25764 20,58 5,06 29,98 Fetal Lung 23,50 22,27
acid sequén@@. 428,06 Lung 24,92 19,39 5,53 21,58 Lung COPD
Control 26,36 19,70 6,66 9,87 Lung COPD 25,89 20,11
5,78 18,18 Lung Tunor Control 24,46 18,90 5,56 21, 24
An amino_llédﬁn’tg lsIWﬁb?&ﬂl‘?ﬂfzaé@?gmm hath SMNNSans carigaylic ezid ung
) r(carcinonma) 25,13 19,40 5,7
functional groups. Amino acid residue is what ?s left o alnSal%?néA‘ géi% o%%lel 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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29,30 19,48 9,82 1,11 Breast 27,63 21,93 5,70 19, 27
24,15 20,82 3,33 99, 60 Brgast Tumor Control ’
Breast Tunor (adenocarci noma) 25,02 19,88 5,13 28,52
Manmmary @ and 23,96 20,32 3,64 80,12 Colon 25,25

such as c}a?dié@a%gﬁ%r%?se%%e%bﬁﬁbrﬁ@?rdﬁlﬂﬁrﬁ@turﬁ&%diE&&&,@aWic ulcer
11, 5 on IBD 26,17 19,58 6,59 10, 35 Col on Tunor

and the likentrol 24,99 19,50 5,50 22,15 Col on
Tunor (adenocar ci noma) 25,50 19,15 6,35 12,25
Esophagus 26,87 21,94 4,93 32,88 Stomach 25,74 21,13

A vector & £ YeHiRicBBr S8R il adtinaakirial ueh a8 DMAIS AATeIDENA by

. ancreas 29,00 23,14 5,85 17,28 Oyar 2%,32 20,93

itself mapbd4e§arded s0avgctvnfor exRpleon particul\e/\r whien 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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22,48 20,62 1,86 275,88 Ovary Tunor (adenocarci nom)
26,19 19,48 6,71 9,54 Ovapy Tunor (carci noma) 26, 29
19,21 7,08 7,37 Prostate 25,44 20,35 5,08 29,46 22
Prostate Tunmor Control 25,41 20,59 4,82 35, 38
peptide prédiglich Based ol WEBsrhBihation af severah prifsjdlinegaloetgogs and
_ 30, 28 HelLa cells 29,11 19,35 9,75 1,16 Uerus 23,77
hidden Maokav7medsts. 88, 49 Pl acenta 27,73 22,13 5,59 20, 74
Testis 25,44 22,28 3,16 111,93 Positive
Control (H PCO) 26,57 20,50 6,07 14,88 2.6) The
1.2 TMH[{gﬂg)[ l,,@midrg%_@(pressi on grofi | es could be gained for a
o ne encodi ng a peptide_sequen ' i
bt gty SRLLb 36 PSS AT B e
. 1n 5Fiq. Vel | itioh SiStrn
protein syt TNV a2 B B o o o
helices irRgroA@ing. PRdd3d M Begimenesirgthe a2 tesigalegion seae g tHm

i ppocanpus
out to be signal peptides.

1.3 ProP version 1.0

Objective: This program was used to detect potential cleavage sites in protein
sequences. [t was used with a score of 0.09. This program predicts argiﬁine 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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25,46 21,68 3,78 72,68 Cerebel | um 24,21 22,63 1,58
333,75 Brain Cortex Tenp al 26,22 23,25 2,97 1’27 57
Brain Cortex Front al 25, g% 23,02 2,84 139,77 ’
Substantia N gra 25,09 21,41 3,68 77,94 Dorsal Root

similarity g]leapogg @Qé%@gééaé&ﬁpoﬁ?ﬂﬂ)rﬁ% , isLfISEbING! artedtre ciZbjliyt to

amus 25,34 21,69 3,65 79, 80
mathemafoxgslisis, BIHRS T 1s At OfthJ&)fB'BaQBItudﬁ tasier bR RSB, 3

20,92 5,51 21,96 Saliv 27,09 21,26 5,83
sequenceLgoBgansg Sl o5camPAR Sﬂ”%ﬁ‘g% 30 Heart 25,53

20,64 4,89 33,68 Aorta 23,48 20,64 2,84 140, 12 Fet aI
Aorta 25,76 22,81 2,95 129,46 AoSMC 24,74 20, C25
All these prodiamtddésentioned before are accessible via the public domain 1nternet

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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27,69 21,06 6,63 10,08 23 Adi pose 24,15 19,53 4,61
40, 82 Fetal Liver 26,81 @ ,91 4,90 33,43 Liver 2’7 39
20, 5_7 6,82 8,85 Normal Spleen 26,36 18,93 7,43 5 éz
Tonsil 25,40 19,02 6,38 12,02 Bone Marrow 27,72 :21 20
6,52 10,89 Thynmus 26,13 19,67 6,46 11,35 PBMC Cont’rol
24,51 18,28 6,23 13,33 PBMC, PHA treated 26,50 17, 83
Sample peparafioAa6 THP-1 nonocytes 27,34 20,44 6,90 8, 38 Ti—|P-1

macr ophages. 25, 3 9,42 5, [
RNA sampiaa T0g] 06 TsRupa eGP o g e o B et R 0455 O
AS,klgg 26, 37 20,87 5,50 22,07 Chondrocytes 25, 32’ 20, 37

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



32,35 Trachea 26,88 20,68 6,20 13,63 Fetal Lung 24, 27
22,12 2,15 224,85 Lung 24 34 19,66 4,68 38, 99 Eung’
COPD Control 25,91 20,04 g,87 17,08 Lung COPD 25, 86
%2,43 E,43 23,27 Lung Tunor Control 24,26 18,90 5, 37
bst N ung Turor (adegegy Ci npp) 24, 89 180768 6, 16,93
Substantig! QaLung Turmr(carg?horm) 24,62 19,34 5,29 25,61

Dorsal Rﬁéﬁ%‘ig"d’@ 24,30 19, 89,87 61 200186 Breast 126725 29,7

. 26 Breast Tupopr._Cont 25, 39 21, 39
Spinal Cam 72 Br east Turmr(aggfﬁ?carcéﬁgﬁa) 25, 06 1%83@1 501?
HypothaBguse Yamary G and 306 201894, 99 3L, 54 2@l on0,40
, 19,89 5,78 18,14 Colon I BD Control 24,98 18, ]68
Amygdald, 80 17,95 Col on | BD32@545 131,46 6, 98 0,18 8

Adrenal Gland 40,00 20,68 19,32 0,00
Salivary Gland 3297 21,03 11,94 0,25
Thyroid 31,73 20,32 11,41 0,37
Heart 34,09 19,87 14,22 0,05
Aorta 34,96 20,66 14,30 0,05
Fetal Aorta 28,18 22,46 5,72 18,95
AoSMC 34,27 20,34 13,93 0,06
HUVEC 40,00 20,89 19,11 0,00
Adipose 33,16 19,58 13,58 0,08
Fetal Liver 34,26 21,87 12,39 0,19
Liver ' 34,00 20,38 13,62 0,08
Normal Spleen 34,15 18,70 15,45 0,02
Tonsil 33,53 18,82 14,71 0,04
Bone Marrow 36,58 21,18 1540 0,00
 Thymus 3026 19,67 10,68 0,65
- PBMC Control 39,54 17,77 21,77 0,00
PBMC, PHA treated 35,60 17,25 18,35 0,00
THP-1 monocytes 28,39 20,18 8,21 3,38
THP-1 macrophages 31,77 19,39 - 12,38 0,19
Kidney 34,59 21,75 12,84 0,14
Skeletal 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
Trachea 34,31 20,35 13,96 0,06
Fetal Lung 31,75 22,06 9,69 1,21
Lung | 30,90 19,50 11,40 0,37
L.ung COPD Control 40,00 20,36 19,64 0,00
Lung COPD 35,81 20,15 15,66 0,00

Lung Tumor Control 35,20 18,65 16,55 0,00



7,91 24,93 19,69 5,25 26,32 Colon Tunor Control
Col on Tunor (adenocar ci nogg) 25,21 19,41 5,80 17,93
Esophagus 27,85 22,07 5, gg 18,21 24 Stonach 26, 33
20,90 5, 43 23,2288nall Intestine 26,52 21,21 5, 31
, ancr , 54 05 30, 53
Lung TU@P,r(Zfﬂegf“i%mg%ﬁé Q/azﬁg?aﬁnoﬂ@cgﬁtrol 24(1)/316@%%68240211
Lung Tu%érg%r&}v{&hﬁ) Tunor (ad8Rdthar ci 1828) 25, 29 18,42 5, 99

Ovary Tunor (car.ci noma 58 19, 23
AB49 ces ostatte 25,83 20, 2026,55 2119308 ost at o Crilgor 1000
ntrol 25,97 20,73 26
t ) 055 26, 34 gRrostate 11,0225, B8
Breas 20,36 4,94 32,52 Tum%f?( adenocar ci nona) , o

Breast Tumor Control 34,14 20,87 13,27 0,10
Breast Tumor(adenocarcinoma) 33,85 20,24 13,60 0,08
Mammary Gland 37,21 20,65 16,56 0,00
Colon 3571 19,86 1585 0,00
Colon 1BD Control 37,82 19,17 18,65 0,00
Colon IBD 38,87 19,39 19,48 0,00
Colon Tumor Control 7 37,41 19,70 17,71 0,00
Colon Tumor(adenocarcinoma) 36,40 18,50 17,90 0,00
Esophagus 28,07 22,34 573 18,88
Stomach 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
Ovary Tumor Control 35,67 20,46 15,22 0,00
Ovary Tumor{adenocarcinoma) 31,79 19,67 12,12 0,22
Ovary Tumor(carcinoma) 3147 1892 12,55 0,17
Prostate - 29,26 20,15 9,11 1,81
Prostate Tumor Control ' 40,00 20,80 19,40 0,00
Prostate Tumor{adenocarcinoma) 35,15 20,15 15,00 0,00
Hela cells 34,97 19,45 15,51 0,02
Uterus - 36,13 20,32 15,81 0,00
Placenta 32,62 22,18 10,44 0,72
Testis 29,85 22,58 7,27 6,46
Positive Control(HIPCO) 29,32 20,27 9,05 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  0a Ct Expression



HeLa cells 24,16 19,70 4,46 45,58 Uterus 25,44 20, 46
4,98 31,72 Placenta 24, 69522, 12 2,53 172,96 Test [ s
27,35 22,27 5,08 29,60 Positive Control (H PC0) 24,97
20,42 4,55 42,65 2.7) The follow ng expression ,

Fetal Braq[t]ofi | es could be gajgmsl fop4g@ene encodi4gd a 0,00
pepti de sequence according to Seq ID Nr

5 10.
Brain These rﬁsults are edditited28Phel | in Fibﬂi.(’géghoéégper
_...0n another format: Tissye T Mean RPL37. n ag 4
Brain Highofiak8RYon Fetal Br ;36?%8, 329%’1 87 14,49 181“%3 Br 2;‘%
Cerebeliifh 39 22,28 8,12 3,606y al n2#Epocanpus 307,36 210400

. .88 0,53 Cerebel | um 33,44 22 32 11,12 Q, 45 Brai
Brain CoﬁthF Ea:ml ﬂielgqbgzralz 30, 48,28, 872,80 5 12 Br a“?ﬁ Cort QQB
. ronta , 2,87 .68,84 9, bstantia N gfa 2
Brain Coztﬁ%xg%f‘)@,teis 3,57 bor 2 ool z:ygl i on 33, 51;*’3‘11, 00 2
Substanfd Migr?: 18 Spinal  Carglo®4, 821239 18 13, 65 18,61 0,00

Dorsal Root Ganglion 39,83 21,35 18,47 0,00
Spinal Cord 3955 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 | 40,00 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 35,80 22,86 12,94 0,00
AoSMC - 2023 19,25 998 0,99
HUVEC 40,00 21,28 18,72 0,00
Adipose 3940 19,77 19,63 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 30,86 18,29 2157 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 30,30 22,27 17,02 0,00
Skin 30,40 21,09 18,40 0,00

Chondrocytes 34,97 20,53 1444 0,04



0, 08 Hypot hal anus 33,30 21,15 12,14 0, 22 dal a
29,81 21,10 8,71 2,39 Adrgnal d and 35,88Ag%?63 15, 25
0,00 25 Salivary dand , 11 20,86 11,25 0,41
Thyroid 30,02 20,01 10,01 0,97 Heart 22,92 20,24 2,68

155,99 Aorta 32,01 , 31 Fet aI gAMta
Tracheas 20 10, 05 0, 95 Aoé%é I3 %@goolo 16, 59 1o 00 HU?/?C(Z)ZS

Fetal Lu t2|6 Elovgrl %g c1>451 gfag)é%guspagmséoss 19, 24,62 6408016
- Li ver ,35,58 2

Lung 15,35 0,00 Nornal Spfte¥h 39?3@%18 59 21, 3% %é B:0%°

Lung COPSEdhtdf: 19 18.63 4R 0. 98 done Ver T w6 40 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



21,07 16,33 0,00 Thymus 39, 63 19,29 20,34 0,00 PBMC
0,00 PBMC, PHA treated

-1 nonocytes 39,31 19, 99
19,32 0,00 THP-1 macrophages 37,87 19,08 18,80 0, 00

Contr ol
39,82 17,58 22,23 0,00 T

39,28 17,90 21,3

K 21,20 | et al 23
Positive §5_)ﬂg§}/@g§@49 66 s%%nﬁgz 4%62?( 76 11, 7% 2% o

Chondrocytes 32,69 20,10 12,59 0,16 Trachea 34,91

0,45 14, 46
2.5) The t%'ﬁ@"%e&@fefé’oﬁgprﬁ? '981306'

sequenc%gcggrﬁﬂrﬁ{) C%%??(I)\!f@

04Ftal

ik it o

DTR8s8 QeiltsAdreldxHibitd] 88 well in

Fig. 3 hoWetmr:hzﬂim’lbeﬂDunabna) 36, 67

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
23,860
26,93
27,72
25,66
26,10
29,36
25,00
28,79

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

419,07 16,57 0,00 Lung

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



18,41 18,26 0,00 Lung Tunor(carcinoma) 36,89 19,51
17,38 0,00 A549 cells 37,89 19,86 18,03 0, 00 Breast

30,08 21,84 8,24 3,32 Br gast Tunor

Cont r ol

38, 42

21,05 17,36 0,00 Breast Tunor(adenocarci nonma) 40, 00
71 0,00 26 pgmery7@z=nd 37,00 28121 16,80

PBMC, %Qﬁgpe(%?on 38, 67 196293 18,74 00 Col on I 8D Cont .o
THP-1 n&ﬂxo&@tew 15 20, 84 03ﬂ)3@ol oA9ED 38, 63 10138218, 55

00 Col on Tunor
THP-1 mﬁﬁﬁ%‘?*@&?@nocarm no

om0 38 00159

19,82 19, sybg,loo Gy pn

56’ 20,34 0

Kidney ESophagus 28,60 22, 22479236 3,486 Stonmach 86743 21,1125

15,31 0,00 Small Intestine 38,13 21,11 17 02 0,0

Skeletal Reustieeas 40, 00 23, 712616629 @1¢H

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

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

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

5.3
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

%4 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



Ovary 34,51 21,07 13,43 0,09 Ovary Tunor

32,33 20,61 11,72 0, 30

Pro':e.ta’cegﬁiorﬁtt?né1 %gntz&

20,19 13,03 0,12 PI
Tumor(aggsprarci9na) 2o 25

18,92 0,43044%r ostogtmn Tunor Cod, B2l

Contr ol

ry Tunor (adenocar ci nong)
39,25 19,62 19,63 0,00 Ovary Tunor (carci noma) 37,45
19,11 18,34 0,00 Prostate 32,12 20,34 11,79 0, 28

35,38

Tunor (adénocar ci nona) 38,21 20,38 17,83
Prostate0, 00 HeLa cells 40,00 19, 38 20,62 0,00 Uterus 33, 22

B0 Al i ive Caitrol (HORE

Hela ceftg 10 20,69 12,42 0,584 2. 8)1gT4e fol | owi rgy76xpr ess1@n
profiles could be galned for a

Uterus pepti de sequence acc.ding t49.

These results are exﬁh} 2
Placentq n another format: Ti's

Testis

Positive Control(HIPCO})

Expressi on Fet al

26,57

ted 1
e Type

Br 427, 39228 41

20,50

ene encodin

q 1D N 631?& 3. $8)49

[l in Fi

an RPL3 a’gg
3,16
6,07

6 hovweves

an aa O
111,93

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
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

Mean

26,65

25,81

9546

24,21
26,22
25,85
25,09
26,31
25,54
25,34
25,59
26,43
27,09
25,10
25,53
23,48
25,76
24,74
27,69

RPL37aMean 29 Ct Expression
24 42 2,23 213,09
22,65 3,16 111,58
21,68 378 72,68
22,63 1,58 333,75
23,25 2,97 127,57
23,02 2,84 139,77
21,41 3,68 77,94
21,40 4,91 33,21
21,21 - 4,32 49,99
21,69 3,65 79,80
21,41 4,18 55,15
20,92 551 21,96
21,26 5,83 17,58
20,54 4,56 42,30
20,64 4,89 33,68
20,64 2,84 140,12
22,81 2,95 129,46
20,22 4,51 43,84
21,06 6,63 10,08



1,93 263,22 Brain 29,19 23,30 5,88 16,95 Brain
H ppocanpus 28,80 22,54 ? 26 13,07 Cerebellum 32,16
23,37 8,79 2,26 Brain Co ?ex Tenporal 29,79 24,09
2,573912, ézt 27_ Brain Cortex Frontal 29,28 24,02 5,27
. : ubstantia N 8,0 16 5, 87 5 Dor
Adiposepn, ot Gangl i on 29, 51%431%2 7,35962%5, 53 Spi nf’ﬁgord ggﬂi%%
Fetal Livd2, 18 7,45 5,72 Hypaithal anu12B] 81 22, 42 $988 11 3943

. Anygdal a 28, 93 22,13 0 9,00.-Adrenal d 33

Liver 21,62 11, 80 0, 28 Sa|27\?%$y Gt 3415 22, 88011 5200

Normal nrhyroid 32,85 2l 28 11,4879, 33 Heart7,23, 36 31
gp%é 3,76 Aorta 31, 9%%1 35 10, 58 0, 65 Fet al Aort?%g02

Tonsil 25,40 19,02 6,38
Bone Marrow 27,72 21,20 6,52 10,89
Thymus 26,13 19,67 6,46 11,35
PBMC Control 24,51 18,28 6,23 13,33
PBMC, PHA treated 26,50 17,83 8,67 2,46
THP-1 monocytes 27,34 20,44 6,90 8,38
THP-1 macrophages 25,31 19,42 5,89 16,91
Kidney 2642 2198 444 46,00
Skeletal Muscle 26,83 21,82 5,01 31,00
Skin 26,37 20,87 550 22,07
Chondrocytes 2532 20,37 495 3235
Trachea 26,88 20,68 6,20 13,63
Fetal Lung 2427 22,12 215 224,85
Lung - 24,34 19,66 468 ~ 38,99
Lung COPD Controf 25,91 20,04 587 17,08
Lung COPD - 25,86 20,43 5,43 23,27
Lung Tumor Control 24,26 18,90 - 5,37 24,23
Lung Tumor(adenocarcinoma) 24,89 18,76 6,13 14,26
Lung Tumor(carcinoma) 24,62 19,34 5,29 25,61
ABA49 cells 24,30 19,69 4,61 40,86
Breast 26,25 21,79 4,47 45,26
‘Breast Tumor Control 25,39 21,00 4,39 -47,72
Breast Tumor(adenocarcinoma) 25,06 19,91 515 28,22
Mammary Gland 25,45 20,47 4,99 31,54
Colon 25,67 19,89 5,78 18,14
Colon IBD Control 24,98 19,18 5,80 17,95
Colon IBD 26,45 19,46 6,98 7,91
Colon Tumor Control 24,93 19,69 5,25 26,32
Colon Tumor(adenocarcinoma) 25,21 19,41 5,80 17,93

Esophagus 27,85 22,07 5,78 18,21



28,86 23,35 5,51 21,88 AoSMC 27,84 21,18 6,66 9,92
HUVEC 30, 12 21,89 8, 23 3,533 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 Normal Spleen 31,40 19,53 11,86 0, 27
Stomachonsi | 32,57 19,71 135 88 0, ¥ Bone Marrows 33, 75 223,25
13,50 0,00 Thynus 30, 85 20, 87 9,98 0,99 PBNC Cont
Small Ingzsto2 18, 96 15, 96 0,25BBMC 21RRA t reat ed 32176 182%24

18,93 0,00 THP-1 np es 21,11 11 0,3
Pancreapp. 1 nacr ophages 22&%5‘20, %’gfﬁss 3, 05 K?’??ey 3%)3:0333
Ovary 22,60 7,78 4,54 Skelzgay Misri,¢233, 40 22, 5A510, 658,07

0, 62 Skin

Ovary Tumor Control 24,96 20,85 4,11 57,84
Ovary Tumor{adenocarcinoma) 25,29 19,54 5,76 18,51
Ovary Tumor(carcinoma) 25,58 19,23 6,35 12,28
Prostate 25,83 20,29 5,55 21,42
Prostate Tumor Control 25,97 20,73 5,25 26,31
Prostate '

Tumor(adenocarcinoma) 25,30 20,36 4,94 32,52
HeLa cells | 24,16 19,70 446 4558
Uterus 2544 20,46 498 31,72
Placenta 24,65 22,12 2,53 172,96
Testis 27,35 22,27 5,08 29,60
Positive Control(HIPCO) ' 24,97 20,42 4,55 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 ' Mean RPL37aMean 29 Ct Expression
Fetal Brain 38,36 23,87 14,49 0,00
Brain 3039 22,28 812 360
Brain Hippocampus 32,35 21,47 10,88 0,53
Cerebelium 33,44 22,32 11,12 . 045
Brain Cortex Temporal 30,48 22,87 7,61 512
Brain Cortex Frontal 29,54 22,87 6,67 9,85
Substantia Nigra 29,00 20,87 813 = 3,57
Dorsal Root Ganglion 33,57 21,09 12,48 0,18
Spinal Cord 34,83 21,18 13,65 0,08
Hypothalamus 33,30 21,15 12,14 0,22
Amygdala 29,81 21,10 8,71 2,39

Adrenal Gland 35,88 20,63 15,25 0,00



31,49 21,72 9,77 1,15 Chondrocytes 31,57 21,12 10,45
0,71 Trachea 31,85 22,03,%,82 1,11 Fetal Lung 29, 20
23,75 5,45 22,83 Lung 30,97 21,01 9,96 1,01 Lung COPD
Control 34,63 21,46 13,17 0,11 Lung COPD 32,57 21,55
Salivaryjérl?%a 0,48 28 Lung 3'I'21||1rq)r CCﬂU,Bﬁﬂ 32,78 201,29 12401
0, Lung Tunor (adenocarci nona) 30,87 19,82 11,05
Thyroid 0, 47 Lung Tunor (car¥),83ma) 2880%6 20, 69 9l®911, 82)-97

A549 cells 31,21 21, 0,0 94 Breast 92 23,
Heart 5 70 19, 29 Breast T%?%Con?rog?‘?so, 72 22, ?88, 713‘3%2999
Aorta 30,57 21,33 9,24 1, 66 By east20[gfor (adenothbei nome31
Manmary d and 31,14 21,63 9,51

Fetal Aorta 32,25 22,20 10,05 0,95
AOSMC 36,69 20,10 16,59 0,00
HUVEC 37,96 20,81 17,15 0,00
Adipose 31,88 19,24 12,64 0,16
Fetal Liver 35,04 21,66 13,38 0,00
Liver 35,58 20,23 15,35 0,00
Normal Spleen 39,90 18,69 21,31 0,00
Tonsil 36,19 18,63 17,56 0,00
Bone Marrow 3740 21,07 - 16,33 0,00
Thymus 39,63 19,29 - 20,34 0,00
PBMC Control 39,28 17,90 .21,39 0,00
PBMC, PHA treated 39,82 17,58 22,23 0,00
THP-1 monocytes 39,31 19,99 19,32 0,00
THP-1 macrophages 3787 19,08 18,80 0,00
Kidney | 34,05 21,20 1285 014
Skeletal Muscle ' 23,72 21,72 2,00 249,66
Skin 3247 20,76 11,70 0,30
Chondrocytes 32,69 20,10 _ 1259 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 13,81 0,07
Lung COPD Control 38,12 19,92 18,20 0,00
Lung COPD 39,60 20,44 19,16 0,00
lLung Tumor Control 35,64 19,07 16,57 0,00
l.ung Tumor(adenocarcinoma) 36,67 18,41 18,26 0,00
Lung Tumor(carcinoma) 36,89 19,51 17,38 0,00
A549 cells 37,89 19,86 18,03 0,00
Breast 30,08 21,84 8,24 3,32
Breast Tumor Control 38,42 21,05 17,36 0,00

Breast Tumor(adenocarcinoma) 40,00 20,29 19,71 0,00



1,38 Colon 33,75 21,03 12,72 0,15 Colon IBD Contro
33,12 20,13 12,99 0, 12 Cgbon | BD 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
us 32,49 23, 29 Stomach 3 22,
Mamma&?@%@,goo Smal | I nt g‘gitl&r)]e 3%2,{%1 22, 34 10,%%’88, 69 %0
Colon Pancreas 33,67 24, 8B&6B6 2199%vary 31, 68.74, 36 3007

1,62 Ovary Tunor Contr 31,59, 21,71 9, 88 6 Obaé

Colon |Bﬁ19§ﬂ“’§’bdenocarci nozﬁ-géio, 431521)?250 9, 94 1?%§Q0/ary J
nor (carcinonma) 3 20, ,15 0, 44 tat €

Colon “3?12, 00 21,38 10, 62 0?35‘33@332, 3(]‘)9’5;2%, 95 10, 04}%0’?85 09

Colon TiRnosCané&olunor Cont 38,68 19,82 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



Prostate Tunor (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 23,44 5,60 20,60 Positive Control, H PCO 27, 789
: 4 13,27 REFRERENCER4,029 (1) Henr5,R7Ni el £nS
Brain C%é%%’grogﬁ%el brecht, Soren Brunak and Gunna \}on (] £
Substaritindéigta i cati on of p?®RAryotd%1@nd eukar yéytsi c si}_iglr?la(:)]

eptides. and predicti of thehs cl eavagey gt es” 3
Dorsal ‘%‘gt@?‘rﬁj@ﬁgi neeri ng,ésg’g?l-&ﬁig%?. 5 (2) ?&.gDKr oghs,'5 B.
Spinal degfisson, G von Heijr@eand 22,18 L. Sonnhédder. 5,72

“Predicting transnmenbrane prot%}n t opol ogé gith 31.99
Hypothaiamiden Markov model : 2A8Pl i cR4BA to conpl @68 gendnes

ournal of Ml ecul ar,8ihal og 5(3):567- , Jamaoy
Amygdaldny 10 (3) Peter &%Egrt,b&dﬁn Br unak gﬁg Ni kol a'é
Adrenal@5i@aRy " Predi ction of 3pa8pr otZi,62 conver t astl.80eavdyd

sites" Protein Engineering, Lgn and Se i on: :
Salivaryi®and12, 2004. 15(4)%dand, 32661 Neuropep#f%gs: 034
. Requl at ors of physio gcal -pyogesses. (1999 M 0,33
Thyro‘dPress. (5) Anderson,é%.%E & Anderson, N. G The hunan
Heart Pl asma proteome: his2@pg, cHtatter, and 8i%gnostd.é6

prospects. Mdl. Cell, Proteomgs, 2002 NoysLlell):
Aorta  20845-67 (6) Ml der %',93Apv\g|1’g$ R Attm)é%’%%(, 0.65

- [ roch A Batenman gnns 4% 3Bradl ey P,5Bark P,21,88
Fetal A(%gicher P, Cerutti L&%?pl ey R Courcelle E, Das U
AoSMCDurbi n R Fl ei schman2784 Goudh18, Haft D, 6% te 19.92

Hub N, Kahn D, Kanapj , 25 t yani nova Lon e
HUVECD, Lopez R Letunic ba’@hderﬁ’gﬁ Masl en J?’ Dom&dgh
J, Mtchell A N kolggaga ANp@Rchard S,  Padgdi MO,67

Adi_pos%bnti ng CP, Quevillon E, Selengut J, Sigrist CJ,
Fetal Lid vent oi nen V, St ud@8l6%e DI22.0Bughan R @®&H 7,91

) InterPro, progress a t at g 2005. Nuelgi c A
Liver Res. 2005 Jan 1; 33(Dgg£’®aseuéé'?§e):ozol- L75° A6.78
Normal 2553&8d Ption of the Fpgugges: 1883Fi gure 1: 1$/86rs rRRA

pression Profile of ACL05940 on ATAQ 1 fgr_  Seq
Tonsil no 1 Figure 2: shows38@4A ExpP€dsi on Prof i1§@6of d%
AC005291 on ATAQ 1fo Id 3 Figure 3: OWs( 00
Bone MgfiQ¥ Expr essi on Pr of ?P?"gf A%%%é&? on AT 8ﬁli‘jo\rm%eq
Thymuéd no 4 5 Figure 4: ghas nRNASEXpressi on9f@dHfi | 0,68
AC114684 on ATAQ 1for Seq Id no 5 Figure i %10\/\/50
PBMC GBNOEXpr essi on Pr of Btéf AtBE8920 on ATABYP for0.8eq

I 7,.Fiqure 6: sh : ressi on Pr@afdd e
PBMCvRﬂﬁ‘Q’%@Q@‘Ln ATAQ 1 fg’ﬁég‘;%g‘?g 8 Fi gure@:’géshoai’oo
THP-1 'nggy@gd sequence | igst7d or Séd1ld no 1 FildiG% 8:0,31

shows™ am no add sequence for _Seq Id no 2 10 igurg %:
THP-1 staovepreageso aci d sequénee fo?oé%q ld no 3 F—%%ure bk

) shows am no acid seq fo ld no 47Frgure 454
KidneY shows ami no aci d squ’gnécge fo?z eq no 5 Figure 12:

Id
* Skeleta? [ami no acid sequIMe foL2J8y |d no 61Pi@ure 082
shows am no aci d sequence for %eq Id no 7 %Fi gur §
Skin  14: shows ami no aci d%eﬁ%encgjf@r Seq Id o Fi gu’lré3
Chondr%)g:y‘c shows nucl eoti de 3s|e§71en091fg Seq Id no 4 Fi 90174

®hows nucl eot i de "séquence for Seq Id no 10 Figure
Trached7: shows nucl eoti de Fegbienc@2f@ Seq 1d #8241 Fi gdﬂe
1

8: shows nucl eoti de sequence f Seq Id 2 20
Fetal Lehgure 19: shows nucl?e%géjde ?éqﬁtﬁsnce for %ﬂi | d n%2’§§

L Figure 20: shows nuclgpgyde sqayence for 3eggld nool4
ung fi gure 21: shows nucledtide sequence for Seq |d no 15

Lung CORDIGorAI shows nuclBpésde Ldgifence for 38417 d nB. 16

Fi gure 23: shows nucl eotide Pr.o sequence, f Seq 4
Lung Cf@g@ 25 Figure 24: stﬁ%/\éj]nucl% { de Forvvaﬁ:?’@éi ne§’48d
sequence for Seq Id no 1 Figure 25: shows nucl eoti de
Reverse prinmer sequence for Seq Id no 1 Figure 26:
shows nucl eoti de Probe sequence for Seq Id no 2
Figure 27: shows nucl eotide Forward prinmer sequence

for Seq Id no 2 Figure 28: shows nucl eotide Reverse



10 Figure 43: shows nucl eotide Reverse priner

sequence for Seq Id no 7 gi gure 44: shows nucl eoti de

Probe sequence for Seq I% no 8 Figure 45: shows

nucl eoti de Forward prinmer sequence for Seq Id no 8

[ : shows nue) i de rse prinmer2,4equelck
LungTu[F'8?€§§ar%Fd no 8 15 2 2 CLA 2I\/g@\Sge 1. A polgﬁe tide
Lung TuSdR{Ader@tardisomg) an 38ns o ad9®2equence atbBedi n§1o

Seqg Id no 1. or an ' aci guence def hyed t
Lung Tumes (5a5GiN@8138t i on, s%@sﬂ?ot ut Ilzgr@gr insertie%gyof aP?gGE
A549 celllseaSt one am no aci ggqresi dugy 19 s am de ot0,88t er Oci4 a

salt of said peptide, "whereby the pol ypeptide
Breast conprising an ami no 2892 seaé@%e deri veo5'780m 108ea?

Id no. 1 has hornon tiviibyae 2. A pol ptide 39
Breast TURr ¢l aim 1 th '@‘gnsi ??Smof t he foI?I’Z\?vi ng am no
| inoma) 30,657 21,33 9,24 1,66
Breast TQ@&’S&%%‘?WEQRI)STLGSRW_GLSRVLLFRASKASFT [ SLRESLSYA
Mamma#RBRET DTDFL L HTL HAHGRHAPGQCBBASSPL SSRGPGASET RVSS
1-5 3. A DNA consi sij of cl eotide pasge 0.15
ts%ig%q I ga} kg ’ ’

Colon  sequence according ho 9 encoding a

Colon I1BBPEYRERE | de chai n acpiali ng20p1Xlaim 1 orl299 0,12
consi sting of an am no acid seagjence repr?s?ﬂt ed bz¥6
Colon IBBEq 1d no 1 or its aif.de, edPel or a salt§'t eregf’.

33 4 e of a DNA accprdi ngnatgy cl ai m 3f o4 ppepary 7@
Colon T‘Q“Pé@&hiﬁphant vect o?@:’%erei@g’@ai d reconbi Hant vect or
Colon TERABP[ddfcariforbif a3®esdi n@otz0 cl aim 3 ,1&63 f 010,63
_ I'ntroduci ng said reconbi nant_vector in to 29host 1.60
Esophagusl |, wherein said hed#9cel R3e&hpri ses sar’ ’
reconmbi nant vector. A net hod § 06 1,00
Stomachmnuf act uring of a p?(’)%’;/%ept izggﬁaccor ding to claim1

Small Inkdaghei n sai d 10net hogR,84npr 234 the step #9,50 0,69
providing the am no acid synthesizing the i no '

Pancreasy sol i d phase or |i¢ubd ph;'s%giynt hesi s ‘?L’.%glxt raga,ztc’lilgn

Ovary of polypeptide 15iv.pyghficatd gi of the pglypept iz

6. A nethod of produci’ng the peptide, precursor or
Ovary TeAdr Odigrorof as cl ai 3889 n @%.fM 1 which 888ri ses06

subj ecting an am no term nus:constituting i N0 ac}
OVaWTum%é@@ﬁﬂwaéﬁﬁoﬁwaar%%ﬁgi t;()ng us- const i ?@E ng glcmb%o
: OvawTﬁﬁiqqé%rgﬂb%%é)de to cepdgnsatympq 20optionad1p 0,44

y i’'ntranol ecular disulfide bond formation.,
Prostate’. A pharnaceutical 820Posi t2%B8conpri si n§0&2 t hd.63

active agent a pol ypeptide LA or precu , Or
Prostatg, haymea&aitiotal | y accggiogbl ecgﬁpge, ester, ﬁ(é)‘(r-(})rd'a salt®
f wherein said pol ypeptide chain consists of an
Pros‘(atéaﬁ‘nﬁm;%?aci d sequence according Seq Id no 1. 25 8. éJ?e
(adenoccinbaiayaceut | fﬁl coBpSES ti onl ,éﬁclor di ntg_ g&oéﬂa! m s
conprising as e acti ve age ol ypept i ain
Hela cqllsecur sor, or pharrra%’é\L/;tA’l cal 4§ccept abl 'qu%}de, 652

Uterus ester, or a salt t'hegggﬁ whepebsfA sai d pol ypeEpt i deb,55
chain consists of an am no acid sequence accor di 2%97

Placentseq 1 d no 1 for the P2eifar at2d@8of a phar feteut i
conmposition to chang hysiol,qgi cal fac th 60
figifdgri ogg'ﬂg' et

Testis jncrease the risk o rosis, inflammation

Positive®® HQGIOPHPQU ed_ cel | qui,ze: si op1 ,549. ~An ant By to1_ K27
po?ypebt|de chain according to claim1l that conprises
an am no acid sequences according to Seq Id no 1, or
its am de, ester or salts thereof Abstract The
present inventi-on relates to novel bio-active peptide
hor none, process for the production of the sane, and
use of the sanme. The present invention identified

REFERBN@HS:bi oacti ve peptide precursor and salts thereof
whi ch can be used as drugs, for exanple therapeutic
pol ypepti des, ligands to di scover relevant targets
(e.g. GPCRs) or targets for drug intervention.
OE2006- 054. t xt SEQUENCE LI STI NG <110> sanofi-Aventis
<120> singl e exon genes for novel bio-active
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(1)

(2)

(3)

(5)

(6)

DE2006-054.txt Ala Gu Gy Leu Ala Pro Trp Leu ser
Pro Leu Val Gn dy Arg p 505560 Ser Ay du Asp
Arg AQu Gn Leu Au Al a a Cys Leu Lys Arg Ay
65707580 Ser Trp Ala Ay Ala Ay Lys Ala Arg Gu Leu
Ser Pro Thr Ala Pro 859095 Lys Trp Leu Au GQu Ala
GQu QQu Arg Leu Thr La Arg Ser Ile Pro,100105110,Leu
HertikONieBen? Jacol EBgetbreshtpReran Bsunak and QUynijar Yopgieine

et tion Sl PRI ARESBAT Edege bridpregiion of

thgf?Ele]a@égé%ltggePﬁﬁém%ﬁgiﬁé@m@ySI(Pil‘r@ TBe7Arg cys Arg
Leu Ser~Ile Cys Ser Pro 202530 ser Ser Ala Thr Leu

Ser Ala cys he Phe La Arg Val Ala Al a Val 354045 Al a
A rioaty B SdRse Re fonbdipPEnd ' & SR Rnef Prediging
trdds@nérrhsraﬂeqar&ein wolégyamaammm@nmﬁmgunma Aepliction to

Ser Leu Ser Leu lle Ser Ser
compleSegerames dpuyal CﬁH@DI%H'qfl%’éO'EEM iﬁ%@ﬁlégé’ig%oggpuaw
2@3 Ser Ala 100105110 Ser Ile Ser Ser Ser Ser Ser Ser

t Arg Ala 115120 <210> 4 <211> 111 <212> PRT <213>
Artificial <220> Seite 2

DE2006- 054. t xt <223 Hot. Pal
P&iﬁoﬁlﬂchemﬁéarh<w> ?%ﬂc{o r[g%éfct &% gf%%b%?em
4a ng g and@stediivn: 17:
COR, %&%‘3@%&3@?%‘% P@;’ n@)ﬁ?g'ﬁ@ gméséér SOS530 A B
107-p1ArZ004.9 Arg Arg Ala Thr Leu Ala Ala Trp Thr Ay

Pro Ala_ 354045 Arg Ala Ala Thr Ala Thr Thr Thr Arg
Ala Ala Ala Arg Arg Pro Val 505560 Ala Ala Arg Thr

oes: I BloYical Procddses. (1999) MIT
e o A Ay e el e Vi
Pi@ss. Val Thr Thr Cys 859095 Thr Cys Ala Pile Arg Ala
Ala Arg Ala Ser Pro Ala Leu Ser Ser 100105110 <210> 5
<211> 148 <212> PRT <213> Artificial <220> <223>
R A b P o e P S Ay
CHer A6, mmdsagaomuapmapevga l\mlaCevstt%or@gﬁss %EJ@QHOM 1)
Asn Ser Ala Pro Asp 202530 Phe Phe Het val Cys Qdy
357H| s Val Arg Ser Leu Ala Ay Lys Arg 354045 Leu
Phe Ser Ser Pro Pro Arg Pro Ala Cys Ser Ay Pro Asn
Asp Leu 505560 Arg Ser Ser Gy v

a v A
MutderAil.g Aveeilir &, Aweed) Tin Bae'etzbfs@ﬁt%%&'ﬁ% Dy Bradiey
Pebados, Byeies o, GryitFy Crblelt CarelFE ey Db
Fré?écrﬁhéhrﬁll\ﬁ Gy %ﬂg—i%@@l?ﬁdﬂ\s Hﬁ@l\s Kahﬁ%ﬂ@armn ItAq
Kmﬂymygovéul\ﬂ ispgmge%z@ ropeTRy Leiunich N%ﬁ%i“ q\/'uésill?apko
MAch%wallaJ, heltaAﬁ(lﬁtoFsk%ygﬁ}N Abfthard S, Pagni M, Ponting CP,

. Quevillon E, Selengut J, Sigrist CJ, Silventoinen V, Studholme DJ, Vaughan

R, Wu CH. InterPro, progress and status in 2005. Nucleic Acids Res. 2005 Jan
1;33(Database issue):D201-5.

Description of the Figures:
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130135140 Pro Arg Arg Ile 145 <210> 6 <211> 51 <212>
PRT <213> Artificial <22 <223> Artificial Hornone
Pol ypetide <400> 6 Met Pfo Lys Trp Arg Leu Ala Trp
Pro Lys Gn Thr Arg Ala Ser Ser 151015 Cys Gy Leu
ser Leu Pro Ser Ile Ser Cys Ala Ser Ser cys ser Al a
202530 Ser Arg Asn Ay Ay Asp Ar

: o SreABE0S F56d1d no 1
o 1 B sy et il o
Figure 2: showsi BRAA E%Prﬁéﬁ@"p%’r%b%’e?%go@?ggi o KERQTef S Igno 3
Fur R E TS R Acpooor sy ATAG Len S
Figure 4: lshiowlsemRE/s E2p2580n Rrofileaf A& maémrg?\fggp E@ ‘éﬁq‘é% no 5

Ser Ser Thr Trp S P

e o gL E1olSEh SRR ABSSERNETA YA i Shg o
Figure 6:%2\%@\%5%%\}’/& @g{)rés)é%n@#bfﬂé/ bf K@07aBSo\E ARAR Lyer Seq Id no 8

n ser 0 Ser 65707580 seite 4 062006-054.t xt
Figure 7:Mtowseamineaoks pegeendd Ustier SeRrd %! pro Leu Ser ser

i Leu Ser Lys 859095 Al s, T Val Val Leu Met
Figure Si/ﬁf@‘@e?mﬁé’p“ﬂ@ﬁe@’?”%afé’w 2t @ZpérnglOSllO Thr Val Ile
Figure 9:?@{%%@%36&1 dedabnseforBeq Al aol3eu cys Ser Leu Ay

5 Leu G n Leu Asn Met Ala ser Pro Ser Arg Ala
Figure 10\rshoflseamino agic segoans iy Seq bng 4<211> 155 <212> PRT

) <213> Artificial <220> i.f4 ci al Hor none
Figure 156} @r@@c:k%@;;egu%&e ﬁﬁa@%éfd %)as Ala dy Gu Pro
Figure 1%25310%\% af®io 408 sbquent@fdPeSedNdnd®1015 Ala Ala Al a

Cys Thr Pro Thr Ala Ser Alg Arg Lys Ala Arg Ay
Figure 1204%8¢ aminoraeid BrRAUENee pPoSeaUdA " d u val Leu Al a

_ Arg Ay Qv Prq Al 4 Thr Leu Trp cys
F’QUFM%%“CEX%EW%O P S?ﬂéeﬁf?%q@?@&lqgsge? Leu 505560 Tyr
Figure 1%8%1<ﬁlé/nﬁéiéoﬁ’degsém&|%doc&mdmd\9a Ala Ser Ay Ser

Ser 65707580 ser Thr %e?r g% y ser Ala Thr Asp
Figure 16hshais neelgotidsseeierng fopSsag! Trp Lys Gu Val

- Sp.Ser I n Leu Leu Met
Flgure1ﬁ&%@@a%ﬁf#?%&t%@ﬁﬁf%ﬁgﬁThr ser Leu Ala Met
Figure 1¥25hdvs nbibleofies séyaerickbib2 @E2bldThe 12 u Leu Trp Leu ser

Gy Pro dy Arg Pro ser_S Qﬁﬁf Sj:3 Leu 130135140 Arg
Figure 18eshavy noripotide sefWengg fOA%“ NP net 145150155

. Sei irfdaLd il ngl@agnone pol ypepti de

Figure 2346%@1\15 nycte fige ééf’;&énc%’ fdr Séﬁ in

cacgct cctectgg ggcactgc gcaggat ctc
Figure 24t Shéwaaagleotitle gequenceyforgsat itBo décggt ccac

Figure 233%%3\%%@%‘9%8% 3%3@%!?093?03%?68 &gﬁobtsf:tg tg 33333‘:& ’
Figure 2398R8%S MGIotiGE ProbaseqlieABI Bt Se¢ frPAgaccet
Figure 24: shows nucleotide Forward primer sequence for Seqldno 1
Figure 25: shows nucleotide Reverse primer sequence for Seqidno 1
Figure 26: shows nucleotide Probe sequence for Seqidno 2

Figure 27: shows nucleotide Forward primer sequence for Seqidno 2
Figure 28: shows nucleotide Reverse primer sequence for Seqgidno 2
Figure 29: shows nucleotide Probe sequence for Seqldno 3

Figure 30: shows nucleotide Forward primer sequence for Seq i[dno 3
Figure 31: shows nucleotide Reverse primer sequence for Seq Id no 3
Figure 32: shows nucleotide Probe sequence for Seqldno 4

Figure 33: shows nucleotide Forward primer sequence for Seq Id no 4
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tggggttgag tgcgcttctc acaccttaca tgtcctcaag
gtggttcgaa gatgtactgg cagggtgctt cctcagtgtg
cgcccacggc gggccctggg gccctggagg <210> 10 <211> 444
<212> DNA <213> Artificial <220> <223> Artifici al

Figure 34{:1@{1@@?1@@&@@@@@?9 ptioter smmeégg‘égstia rth‘t ttgcgg
C C C C CCgagcCta a C C CtcC C

Figure 38 GhOWBIASP A BIacT e RIUTAc o) ' EDab0acas

Figure 3@%@8&%9&%&%%& pRRsrage@hck 4acget gago 5

gcagcgg gatccctgta  agtctgeccc gctgggqctg
Figure 37 ahbiveggicteatgledReversy pyneefcsassencedaberat e §io S

R Y L

Figure 398 tg@b%%e&ﬂo@ﬁ&%&& prigsRaEdienckgorgeqdd no 6

gaagcg caaagtggct "agccgtaaga gccatq gc
Figure 4(:ishaggaiuntedigizggeverse m@g?rcw@wcgggbﬁ@% g@;fz A
. gaggaggc ccoggtgtge < > < > < >
Figure 4 :gj}gwsmqq?qqgtgeg@ro%e T/GAE tfaéég i‘éi’é’ cﬁt c gatgttgctg
Figure 4%%?15%%‘1@9&9}‘6‘31‘3&9\?&8 pringsit derpemctdgoBeqddao 7
atctgcttg cttcttcctc gtggectcct ccagg&pcgt
Figure 43 choastnudedtideaRevese MioeReRGRNCERRSLYJENSEi te 6
. OE2006-054.t,.tcttgcagcee. t t cgt ccagt
Figure 44@5‘9%”&@[&‘@18%“&5 ci? g‘%@%"%&%é?&?dd?‘ :Oc%gct tca
Figure 45! GifdleStidedParisratdringét sdquerre fgndegtidat 8
gt ggaggagg g xt atctgagcg ctgcttctc 3%% cgq&%gttc
Figure 46 athoegouciecitieyBevgsedyinget senuencedor Seayl 1> 438
<212> DNA <213> Artificial <220> <223> Artificial
Hor mone pol ypepti de <400> 12 acgggcctag tctcctctat
cgct ggat ga agcacgagcc acgagct ggg ccgggagcgc
ggctccccca gcgagcgcetg cggecgtctc gcccgggggg
cccecget cg gectggecgec gect ggacgg gcccggegeg
ggcggcgacg gcgacgacta ccggtagcag cgaggacccc
agcccgcectg gcggceccacct acctggccta tggcgagccc
gagagcttcg gtgacaacct gcaagggctt ccccagctct
gagcagct ga acgcgcacgt aggaagcgct gtacggca <210> 13
<211> 549 <212> DNA <213> Artificial <220> <223>
Artificial Hornmone pol ypepti de <400> 13 gcgggcgccc
ccgggceccccc gcgcgcgecc cggectccgg agcgcccctc
gggccgeccge cgcetcctgec cgggeccctg gectgetgec
ccaact cggc gcccgacttc ttcatggtgt ttagcaggca
aacgactttt ctcctcgcct cctcgecceccg ctgegcetcgt
ccggecgtctc tggaggagcc gtgcgcccgg gcgcaggggg
aggt ggagga ggaggcgagc tgcggggaga cgcatggggc
cggtggcggc ggcccgggca gggectggatg gaggtgccaa
aggt caccac catccccacc cgccagccgc gcgccgaggc
ggat ct gaag gcgctcacgc actcggtgct agctggagc <210> 14
<211> 258 <212> DNA <213> Artificial b5eite 7
DE2006- 054. t xt <220> <223> Artificial Hornpne
pol ypepti de <400> 14 gctttgctgg cagctgagaa gtgctcat gt
acaaagaggg cgccaagcgc catgccaaag tggcgattgg
cct ggcccaa gcagacccgg gccagcetcct gtggettgtc
gctgcecctcc-atctcecctgtg ccagectcgtg cagtgcectca
cggaat ggcg gggacaggtg ttcactcagg accaccacca
cgcgccacac caggtagttg tgcaggaccc tggggaccag
gt gaagccag tgggtgtcca gacggaca 60 120 180 240 258
<210> 15 <211> 534 <212> DNA <213> Artificial <220>
<223> Artificial Hornone pol ypeptide <400> 15
cccaagt agg cgagggggca tcgat gctgg aaccagccat
gt gt ggacat tcttgaagtg cagggggaac tcatccctcc
aaagt gaagg cagagctgct tttgttgtgt ctcctggtca
acgtggagtc cccctggggt ggcagcggtt aggtcagcca
tgttctggct caaagttgta tgtttgtgtg gcaaaatcca
ctggattcag agatgacgtg gcctttgagt tctcutcca ttgatgagat
ctgatttggg caggtcctcc acagtgatcc gccttgtgtt
cacttggctt acaactcaac atggcatctc cagtagctca
caggaacttt gaaggtgtaa acagtcttaa <210> 16 <211> 570
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atctggttga ccttgtccac ctccttggcg420 ctgtcggggc
ccggccggec cagctcacag480 Seite 8 O0E2006-054. t xt
tccctgegtt ccggagggtc cccggttcga acctccat gt
agctgccctt gctggecttg540 ggggtgtccg cgctctccac
cagcttgtac570 <210> 17 <211> 16 <212> DNA <213>
Artificial <220> <223> prdﬁ% sequence <400> 17
ccccatcata gaagcgle <210> 18 <211> 22 <212> DNA <213>
Artificial <220> <223> Forward primer <400> 18
gaggt ggaca ggcaggtagt tt22 <210> 19 <211> 23 <212>
CLAIMBNA <213> Artificial <220> <223> Reverse priner <400>
19 catcccccta cttctaccag gaa23 <210> 20 <211> 16
<212> DNA <213> Artificial <220> <223> probe sequence

1. <40 @%%QE &?1? rf&&‘r‘@p%g%gﬁ&@g?&& s%ﬁué%éécé&dﬁ@%é%eq Id

I"Ci orward primer

no 1. oEéntemhg@@izase@i@wec@m&m&@fram by détetion, smatnwt'@n or

DE2006- 054. t xt <212> DNA <2l§%1 H{Iflc i.al <220§§§
insertionetfedt deashaneeaminguasid sosidye Jfagide 9iyseshgnag? Sai0

' n&& d8rived from

PPt e L B g e e o
Seq |d 1310 hadhoribbal 46fivi12> DNA <213> Artificial <220>

<223> Forward prinmer <400> 24 ggagggctcc accctcagt19

<210> 25 <211> 19 <212> DNA <213> Artificial <220>
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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.



