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This invention relates to newy identified pol ypeptides and pol ynucl e

encodi ng sugly fPldeptides, to their use in diagnosis and i npdgesdiikyng
conpounds that may be agonists, antagonists that are potentially useful in
t herapy, and to production of such polypeptides and pol ynucl eoti des. The
pol ynucl eoti des and pol ypepti des of the present invention also relate to
proteins with signal sequences whi chNgve Compémidst 0 be secreted
extracellnlarly or nenbrane-associated (hereinafter often referred

col l ectively eted proteins or secreted pol ypeptides). Background of
the I nventi onﬁﬂég@?ﬂﬁ%ﬁscovery process is currently undergoi ng a

f undanent al r evol utThiyinwation relaesiy meovbsidédtifiad polppeatideyand palymsleptidehat is, hi gh

t hroughput genone: or .gene-based biol ogy.,. This proagh as _a nmeans, tq
dent $1y. generinequHEoaRiER.co Dt pirdl dipetis ind BARRE eI SrpoliRERG MY
super sedi Ng edelap@Hist RREgARRGRat BR POEnRlly uEBdiid therpy, abd &{}irdmféﬁonr‘bf pivhnot ype,
that is a biologi.cal function or genetic djsease

, ul _dbeﬁétgenti fied and
this woul d t herehigeptidpsaod palympsdeokideso ThAROIIEISBHC? BIPOYBRBICeHASITPTEH™ ¢ 5
genetic map POoRyehii@ bisoHiaEhd ﬁﬂ%ﬁkns%iﬁ%f&ﬂ%edu@ﬁde?&hﬂ&ﬁﬁi}l’éxt the@io Bé @brefelr oughput

DNA sequencing technol ogi-es” and the various tools o ioinformatics to

i dentify gene estepgbwiarbsoratenhnansmssogiated (hereinagien ofen eferradeciestiyelyay ssereipd r

bi ol ogy dat ab : j idesfl€re is a continuing need to identify and
characterise ?%??lﬁgwﬁée}%%as@%‘ﬁ%e?r rel ated pol ypepti des/proteins, as
targets for drug discovery. Proteins and pol ypeptides that are naturally
secreted into pl ood h .ot her body fluids, or secreted into the

cel lul ar nenbr%?ggré’}%&é#%ﬁﬁ%g?&;&i nterest for pharnaceutical research and
devel opnent . The r eBealrug discotdny procass scestntly gndergpingsi fandameniabrsrolttion as #r get
protein therapeuytics,dnt.o their.npl . of. i flulds . el lul ar
menbr ane) . Theénlhﬁ%ffhrf%\rfcgﬁléaﬁ %9“ d?ﬁfb}sglpgl n oélglgjru(e%% gﬁﬁi Jr’f't%%???%a%@?%l ar
space is the eTHOfpract & a meahs Udanrify genasakdgene peduasnas thérepentin@rgetsenbr ane in
prokaryotes (Pal gde, 1975, Science, .189, . 347: .MIlstein r | ee, i son,
and Mat hews, 199" SRRHYH22 R rﬁPE’)rP?",hc%e,d op positiogpl gloning” agcp%%ﬁg’r%@%,
1975, 1. Cell.piHogital furtion &¥3enetic Azedshavonldterddntifiel antl s eould teo b manked

nat ur al pathw\z;\lﬁ/ for_ export] n% a g%?‘;ei.n fromthe et>]<terior of the cells into
the cytosol ( thmﬂc‘?f@sW{%lﬁ FR¥n B RFEYTE 8178 POY e chani sm of snake venom
toxi n intrusion i ntBmegdnabdenomith flied lkadlyt gt thivgglipnoDBiANseieaciapeut i cs into
cells poses extrenme difficultjes. Thfe .secreted and .g,enbrane- ass Citatt?a?
proteins i ncl ugemplogiensnd thi yaricpsipels gt hiomtopmanasto dmme WW‘?‘E%@ poten

PCT/ IU_SO 1 122462in_£e&s@d|r¢m e Riang! ﬁ:ohik@i?]lﬁm&ﬁgyadl&b?a@bc}l(w ﬁﬁﬂﬁlé.ortﬁeée_(iis acéridiing but

not limted to insulin, rowt h hornpnes, c i nes t oki nes, .

i neur opept i desneeqd Fﬂ‘é@%ﬂfﬂﬁ‘% charpetenise Syrher ge“?séﬁg Hg‘r ﬁ@%ﬂ&k‘?ﬂéﬁgﬂt’iﬂ%ﬁ c

hor mones, neur QRS Ror JARMERLYQPI NS, pituitiary hornones, pleiotropins,
prostagl andi ns, "secretogranins, selectins, .thr onbogl_obg{gi nj, gl tgygosi ns),
the breast and col offoteinseed pojieatides ditere sammmlbyterrsted intp digpR-YTER YAREET pr ot ei n
and its recept?{d?ﬂuﬁﬁ,rdﬂ%m&hc&ﬁﬂﬁﬁﬁéhﬁﬁm%f?imin&f&s!féﬁOSOfTE

proteins, 7TM ansnenbrane) proteins also call as, G protei r] coupl ed
receptors, i rphammesgetisalreseash andevplgpment (The reason for this interestis e Lelpfiye guse to
(including but . BRE prbiefil thé¥thentidd itb HleRiphSe SHfachidtabbdyTadsch @gLrehiliranenteaende,
di gestive enzynes), deoxyribonuclease 10 I, et@ Ther a utldcs based on
secreted or meniiaial gabyay fr pretein etopintg sriaciinlar specciyife gRdopigyaf o

agenci es i ncl ugkgcihuth iféuRary6ies hridthé Bfern@mibrsel in prokagiotes {Baale, 76 Eciencd) d8%0ne,
chorioni c gonadotro

cal ci t oni n, ad?@h%@é"’{;’i” E%’?“%"l&?g ESHMQ‘?%HW@E%E@%@W {s‘gf‘ﬁvt‘or one,

i nterl euki nes, Bidbéleaddadbastein| 10T/ I0CEID Bidli, 67 835)aln tieather handdihere ise kppwniuct s

keted b | ies), ti -t i act -
(Al topl ase by eiaCRtiy 1o gttt R B s0ut I BSIER B et e
al pha ( Pul nozy gelexdeptionGe piniotyosis, a mSblyanisnh ofitake venomytenip dntaisinn njo 46O} | ) |

| gl ucer by. Gen 11 ept oki i e by Phar maci
(SPr ept noe. by RErER agtine e Behoefi B Gl fRAGAEERPIARRE BV Pharmal &)

menbr ane- associ at ed The eteied andoembane-gssocidbidi proteids inclydeind arenot imitad as
therapeutic targets. Clearly, there is a need for identification and
characterization of further secreted and nenbrane-associ ated proteins which
can play a role in preventing, aneli oratipg or correcting dysfunction or
di sease, including but not limted to diabetes, breast-, prostate-, colon
cancer and other 25 malignant tunors, hyper- and hypotension, obesity,
bulima, anorexia, growmh abnormalities, asthma, manic depression,
dementia, delirium nental retardation,




Hunti ngton's di sease, Tourette's syndrome, schizophrenia, growh, nental or
sexual devel opnent disorders, and dysfunctions of the bl ood cascade'§9%E§W5
i ncluding WB&288ading to stroke. The proteins of the presBFt/UPH{ESH2 on
whi ch include the signal 30 sequences are al so useful to further elucidate

t he nechani sm o rojein transport which_ at present. .s not entirely
under st ood, a cPT]]tP%B%‘feg'ﬁﬁn%‘és @gé@%ﬁc@%%(é?@#”f%f%q §urﬁ’ﬁ9r1§/5“ﬁ'? the 1 nvention
The present i geoasi hopiorkies) chbiBskiked, dyttkines, WeadopsitiddspapetisieRalgeingol ynucl eot i des
of the 35 gepes set forth in Table I, including reconbi.nant materials and
met hods for tﬁ&"‘?s’ BrlaRine paighretic kermpnesoRepRnsiE; PRYDTARNES, BOWYMYicl eoti des are of
interest in rgorafoh@Npleidudfhd)frdsta@indins CREMBIFranis, seldetths MAYCmBOLSHuRY, 02/ 22802
PCT/ US01128462 cert a?n di seaggs gJi ncl udi ng, but no_t&Li(g)i ted to, the diseases
set forthn ‘Fé(Bl"é“}s)iq’?b‘ﬁ#&a’\?,“i"lqé?‘&eﬁ%ﬁ@@f’é% G QPeSHY 228 seases of the
invention”. | progid MdtiRlécepsin@etum AREnihWapeokiad distthsd! PHcdosoniet hods for

i dentifying agonists _and antagonists (e.qg.,. inhibitors) using the materials

provi ded by t Betsins, B (Gnsmembrane) prfsinspisosatied 3s Shrrotsnssurled BeFPS h i mbal ance
of 5 pol ypept if@gn Rs, RN AN 885 RbteindRs BRIt ndtBikdfied i N Tabl e |

with the identified conpounds. In still "a further aspect, the_invention
rel ates to di iypresing ef the Blagdcopgatipaicatcade, gigesive ey mes) deeBEbaRUSIFats t h
i nappropri@teragtivity or levels the genes set forth in Table I. Another

aspect of the invention concerns a polynucl eotide conprising any of the

nucl eoti de  sequendberapsaticsthgsedioniserraterborsaeaearscasioriate REPAMPPEOBS ypept i de

conprising a e EpRERérkign Aéén&&qaaﬁ& Y afehher M40 Inkeldh, SIRCHEBN GRowth N anot her
co

aspect, the invention relates to a fpo_I ?/pe_pti de nprising any of the
pol ypepti de s befone.choriqaic gopsdofropip, folliglestipyiatippharmene, WEFIHARE 1 econbi nant

mat eri al s and howidae LiiclSHin, albEhdcoRicAEMAS hatmon TS vadsRagh, of the invention
relates to nethods for_ using such polypeptides and polynucl eotjdes. Such

uses incl {Rle @meleukipesyintasisrongs inyp ulinsplapteferrin (Hiverse bradutsgnarkstetr s
(hereinafter g aRkyl Edhfahie®tiskid-9pe ﬂhﬁﬁﬁ@g%ﬁhé@&@ﬂ&?m GeaBREdER|

expression, production, functign and or_mnetabolismof the genes of this
i nvention, andyaigrmdase {Wydase by, WyethoAyarst), damasealpha (BNmMezEEePYski | 1 ed in the
art fromthe kRagea)y cmﬁm&ﬁacﬁﬁ kt%mejts | By by, Gl ghiz erdsef(CEre@ae by at t ached

sequence. In still another aspect, the invention relates to hods to

i dentify agonfehREymehsuentokivassikapdanass byyPharaacis) (repiapebyhi®): §6d t he
!gven_t:cpn(zjo fzig%did’a&aiﬂagﬁcﬁ%ﬁ%dﬁl@fﬂ?}mﬁ@ﬁé@ﬁiﬁétﬁﬂﬁﬂﬂﬁhﬂbhﬁe&wﬁﬁaﬁﬁﬂcf wth the
identifie conpounds. Yet another gspect of the,inyention relates to
di agnostic as&HRysn higeryps W&?‘%éﬁ%"é’é’ é‘g@d%? %h’rﬂgwﬁ‘iﬂﬂ%ﬂfjopri ate

activity or | @NghdierRhtidnh isdver RieEd RidEMbAN hssbdi@edyrasianivhich tarent i on.
Description of the InventiqQqn 25 |n a first as&gy% , 1he present invention

rel ates to polPYAYE@sPIF iRpreYening, amelionrting of gereshp 08 OF 5@ h pol ypept i des
include: (a) aftlidubutfdl LRty Ralidbe@s, braaso dRektddy, @ldaehntatdatier de conpri sing
a sequencg_set f,ortB inﬁe he ggg&%gfeﬁglaas i ng, Berﬁ?i?tn \/\be&g['vﬁaerri ng to
pol ynucl e6ti d &ealigpan B‘F‘S? éﬁb‘gn , FH- ference is
al so made t o tabgorekiee Hesthmb) Bdnid @k predio, desledtia, deliritriameiftal Sesrastioae Li sting;
(b) an isolat ol ypepti de_conpti Si a pal ypepti de sequence hayi ng at
:ceas}] 95% h96%§“’lw}§s&%*B?“@%Wﬁﬁ%ﬁ’ﬁ%%%@p‘ﬁ?ﬂ OLEGtEnce set
orth in the Yeesispneat discaders)and dysfuhctivhs ofhk blood cpcidy paRrir ideudiogpri si ng a
pol ypepti de sei%%g%set f rIl.E‘Hi)n i he tge uence #i SM%CI\%GWQS%%QZZSOZ - 4
e v 2

9 9 osequien g ¢ In e
Sequence Listi n?ﬁgﬁte% %%ﬁ% pe trgt %e& lence Su%%dgs%rséar&hit&lg he Sequence
Li sting; and (af T4 “B ypepti de having ofr conprising a polypeptide
sequence that has an Identity 5 Index of 0.95, 0.96, 0.97, 0.98, or 0.99

conpared to a Qpolypeptide sequence set forth in the Sequence Listing; (Qg)
fragnents and%‘i‘ tog%fe[ng"(?gﬁnpol ypeptides in (a) to (f). Polypeptides of
t he present invent iThe peesent hvkntiouedateotolpartivelabpolgpeptides el pbymaclédided dfdhe set

forth in ble Il . _The) t.her ef or f. t her ut i i 0st i G,

i nterest £3r t%csrs&tafgﬁihé' ﬂ&@"s‘ﬁ?“% Fﬁ"‘?“ﬁ“ﬂ‘ﬁmﬁg‘? F%"fc’c%%?&% | o%%%nl'cal
properties of Suskpilopeptidesahdiptymuaidotiias yrewe iraest thaslatidn t nethgdsafsreatsentafr t h i n
Table | are hereinafter referred to as "the biological activity" of

pol ypeptides and pol ynucl eotides of the geneg set forth in Table L
Preferably, a polypeptide of the present invention exhibits at |east one

bi ol ogi cal activity of the genes set forth in Table L 15 Pol ypepti des of
the present invention also include variants of the aforenentioned




pol ypeptides, including all allelic forns and splice variants. Such - 4 MAR 2005
pol ypeptides vary from the reference pol ypeptide by insertions, deletions,
and subst i twi©itdR2802 hat nmay be conservative or non-conservat |P¢§IUSOIIZ%§§/

conbi nation thereof. Particularly preferred variants are those in which

several, for instance from50 to 30, from30.,to 20, from?20 to 10, 20 from
10 to 5, frorﬁcﬁmﬂ giseasesy, inslading; byt pot limitsaop the glisgasgy set fogthim bablss ) andY e

i nserted, }élﬁ £idferre@ o AOUiSLSH of 1 1®@Nu&1@”§! 4 ¥0hheP Bs geffrtﬁé fi&dedn f ragnent s
of polypept| es the present 1 nvention include an 1s pol ypepti de
conpri si ng arrebm tromethods foridensifiieg dganists andantagerists (e30, intgigtosy) vsigthe ont | guous
am no acids f sting,
o an | sol at GRS BRI AL SRR SRA Redih Sl Albegi RUMERGRE D! D O

| east 30, 50 mulypkpilics ami/orgotynsclectinesrud thmgeus setrfcmﬂcmmahled)mthldieedimdﬁddr om an

am no aci d sequence, set for |n the, Sequence, Listin Prefe gment s
am bi ol ogi cal‘fcl’SVi aﬂqsvg"ﬁ‘t{l ”atPe}‘Pg éel?lFFeto BiagTost B5pS %orﬁqﬁ]in y of
pol ypepti des d@gdsepatsyéiaed Wﬂhhﬂpﬁoﬁ{atd i&ﬁv@ﬁdieare&@lﬁe defidstskx forth thallable 1.1

including those with a simlar activity or an j roved activit ar with a

decr eased und@RQthes BIRECSE tigdRVERHOp Foneas ¢ leotide ‘%?r’émgﬁ‘&’s‘gﬂﬁn& WS s t hat
are anti geni Coolienbdl MO the $edudibe BRIiSHHnd a pOIyPPEleRompridink #polypbfite Fr agnent s

of a polyﬁf e of the inventi'on may be enpl oyed. for, producing the

cor r esponHfl ngeneeded by ﬁﬁ@llﬂe%’é? Wﬁﬁﬁt’q d appphep aspectothe W?ﬁ“ﬁ%!ﬁl%es tp Fléﬁ’l&i"'ﬁ‘i‘dé t hese

variants may “ﬁH? Q&ﬂ,h' &k 83 £drfl in e ®ehQ0LikdHg ahd!| | - 1 engt h
pol ypepti des of "t Ldr?ventl 0 A 35 pol ypepti d“é gf the preﬂshgnt i nvention may

be in the formmbmanematmlwém% fe theigpr 1 dhngther aspegt of e invemiisn  \\D
02/ 22802 PCTI lgRLtA84Ra l?&mhn RodifPepides HdPofntkicaHdl. SizhAscBiRREHOT OF a

fusion protein. It 1s often van ageous to_ include an additiopal am no
acid sequenceﬁmﬂtmeﬁébmﬂgﬁﬂnﬁ‘ disprders theeetnatices simplyceisredsp s diseastlences,

sequences)§ hatayglay bhdpihliekpredioh, éﬁ%ﬁ,ﬂ:&%@ﬂfd%rﬁ?dﬂaﬁ;dh&h%fiﬂb Blrieslifigs
resi dues, or an addl t1onal sequence for stabili tﬁ dur] ng reconbi nant

product i on. Smpestighand sugh disepsesirracadiiy RPNt by host adr9m ophemlesyn any

sui tabl e manngromef ?&teuis aﬁéla@e?ore&hhﬁ&haide@ﬁn&om%bmlakpec@&ewmﬁw
sources, fromgenetically engl neered host™ cells conpri si ng ex g,sm on

systems (vi derefastaetiodyy ideptfyiaganistsyndianagenists winaihy paFnalRPY y he,t omat ed

pepti de synt hggk#RhSand WeathgkBRdidha hisoflaed with fHa Mdﬂéﬁjﬁlmth@ﬂ&&:ﬁﬁd)r preparing
such pol ygéaptl des are_wel | ‘understood in the1 art. 0 [ n a&fg éher aspect,
FRARAPERAS 13

t he prese n Yetangtheraspegt of gieymysation selptgrse CEW orth in
Tabl e I. SuchgigQkesRetiged Wil happrephibte Gctivitpdr mmomleaaceed@wmwhﬁgtewe
conprising a polynucl eoti de sequence having at |east 95% 96% 97% 98% or
99% i dentity MBo| ynucl eoti de sequence set forth in the Sequence
Listing, 15 (b) an isolated pol ynucl eotide conprising a polynucl eotide set
forth in the Sequence Listin (c) an isolated pol ynucl eoti de having at
| east 95% QGWSWHQEWIBYmgg%ldenU ty to a polynucleotide set forth in
the Sequegee Listi ngaﬁfsfias m@;lstks%ﬁﬁﬂvdaa&mws tfe$ the @érlel seit Forthhie
Sequence Listin e) an Isol ated pol ynucl eotide conprising a
pol ynucl eot i d@algehu%ﬁ @M@G&I@C@e pol ypepti de sequence having at | east
95% 96% 97° 2) 4B 1ol g%%éee éJd¥d bya ﬁolyﬂﬁ@febftﬂﬁ&%inﬂﬂsm%%é&%@e seorthgrth in
n

t he Sequence |st| ng Yo) at ed 'pol ynuc| eoti de compri sin
pol ynucl eot i d&emmbsmm:nghw mwﬁml%?éﬁespb??lm?ﬁ% HE‘hSequence

Li sting, 25 ( 153! ety RUth Gkd fandethi AHEd RGh e sequence
encodi ng a po?&g@ptl ae sequence hav?‘%g at | east 95% 6% 97% 98% or 99%
identity 8@ aSpplenssdastinge sequence set forth in the Soqucnce Listing; (h)

an isol ated p%)y 1@& g@ﬁgg? nugnpgsﬁgppéz%ﬂvﬁe Q&eﬁ@ha%ﬁéﬁﬂeﬂs@%@é@equence

Listing; (i) an i1so eot1 de or conprising
pol ynucl eot i d§7‘be9ﬁ?’em&9%h@nnntyagaa¢lyp@9dq %W §r=tfonh eﬁeqs\e% LIS@“% 0.97,

0.98, or 0. 99 o, I b e
Sequence Li stlﬁg 5 ?gdél‘ﬁ?'%g?ate Lﬁ%& eot a%el%ﬁtgogéﬁc%ﬂ%dﬁﬁl ng a
polynucleotldéMUBQUence encodi ng a polypeptlde sequence that has an
identity Index of 0.95, 0.96, 0.97, 0.98, or 0.99 conpared to a polypeptide
sequence set forth in the Sequence Listing; and 5 WD 02/ 22802 - 4 MAR 2995
PCT[ USOl / 28462 pol ynucl eoti des that are fragnents and variants of the above
ment i oned pol ynucl eotides or that are conpl®nmentary to above nentioned

pol ynucl eoti des, over the entire length thereof. Preferred fragnents of

pol ynucl eoti des of the present invention include an isol ated



pol ynucl eoti de conprising an nucl eoti de sequence having at |east 15, ;éi%@ %%5
or 100 5 contiguous nucleotides froma sequence set forth in the Sequ &

Li sting, orwano2rxsi2ated pol ynucl eotide conprising a sequencRCHENIR§IR!

| east 30, 50 or 100 contiguous nucleotides truncated or deleted froma

sequence set forth in the Sequence Listin 5% Preferred vari aﬂtas of
pol ynucl eot i dé8 afisalated prigpspiife hevivm#deasty T SOt %t & NRIPHIN ©2 al 1 el i ¢

variants, and,p P l.eot i des havi ng one or nore
po %%gemg SHZE set, F]d?tﬁ ly&u(- d@f?&e}ﬂlktﬁlge

10 single nuc ynor phi sis Pol ynucl eoti des of the present
i nvention al s&)umlnuenmmmsetdmﬂd@gh sencadistipgandept i de vari ants that

conprise an a in
whi ch several ;7f or%%ﬁgﬁhﬁ r c8ﬁ1§1851ﬁ%‘ %&&@?&%@@ﬁﬁccﬁ%‘r}]&% I?%ﬂ%
from10 t oS5, Index of10.95,109630.97, I0(93] @ 0199 cBmpdredto polypeptide sequensriset forthan the

residues are gqubstituted, deleted or 15 added, in any conbination. In a
further aspect®A® i Eent invention provides pol ynucl eotides that are RNA

transcripts @)irﬁ@ne@hﬂnﬂ@ﬂibﬁﬁ@eﬁlcﬁf)olmuﬁ&seﬁmto@mvent|on Accordi ngly,
there is prow ded an RNA pol ynucl eoti de  t hat HQB{‘ ses ?MI\IA
transcript of Pplyge @é@ﬁﬁ%@%ﬁ&%%b@eb‘g\ﬁ 'F‘E"és € 258 IAHESHES 1 t he
Sequence Li St g in(13bleirs. ?he?%lﬁéréf@é@f’tﬁ%hp&fuc% REEt GO fHlaft@s

pol ypeptide set forth in th Sequence, Listing conpr.i ses an RNA

transcri pi0of set fm%hhé%@ds‘émﬁbﬁowcﬁ@f?m%@ @éﬁ%‘ép"PEﬁi"étaP%g, or 25 (d)
Is a RNA tr a”%ﬁ{yh@él E@f%ﬁ&%@&%%&hﬁ%ﬂ&éﬂk&:ﬁ%%%% biblkicA;

and RNA pol ynacleoti des that™ are corrp enentary thereto. |le pol ynae eot| de
sequences set aftityh of prlyreptidse endenobyandleatidesrf thehgsnesfetforts yTablgil Rref

POl ynucl €0t dgaRRgANEFRe Bkt Aol SliARlPicks ofs ALY SLARY bfi6e 364 y@ace set

forth in the nce sequence that encodes a pol ypepti de
set forth i n tfbrth Babledquence L| sting. A polynucl eotide sequence encodl ng a

pol ypeptl set for 9Tl

pol ypeptl encodlﬁﬁgpgﬁ%gﬁencé&ggm%g {"ﬁ&lwgflﬁ%ngé&%encek I stl n or it

V\rrz_y Ee a sequepbmpemidfbgﬁnclddmgaﬂagémimmenéqihcémrtahtsi &uthmlyﬁaqdme' %mstl Ing.
ich, as ar 0 e redundan enera c code, also

encodes a poﬁé‘p@mp{l&"’pf‘ yﬁnﬁe'%’%l]%g‘ %"ﬁ’enﬁ%aqu&#ﬁr%ghag%gg% ypeptide of a

sfeqUﬁnce set f fceﬁ:fchrahﬂ: ¢m?a&saemmarumhmomcmf aRagtitutady ptefeered pr ot glzggz

of the gene fam.lies set fort e 1~ hayv

PCT/ USOL/ 2846 Y2H#HOIS Jipsaindyhih seye %’1529‘???/%“{%{’ 2@%%%%5‘41%5

set forthzon 'Fﬁi?ﬂl@oldifﬁfn@‘teBrMn?;m ymnodealmmidymmammw he

present invention are expected . to have, inter alia, simlar biological

functi ons/ pr opEAeietd, 1 80y $RMYMalRR o) ogous pol ypepti des and pol ynucl eot i des.
Furt her nor e, preferF&Sﬂnsd)fdmﬁloﬂﬁﬂyﬁtﬁdd@Qftb@lpﬁﬂsﬁﬁimdﬁﬁnﬁfchﬂhmbbletsdent 5

i nvention have at |east one activity of the genpes set n Table 1|.
Polynucleotldd@lﬁ’PPt!q‘iéOE‘P’é%@ﬁ“ seAneRes baywe ghleast 3@3585} g°°§tf%‘ﬁ'ﬂisard
cloning and sgliReRidTrdnt ie?@ﬁb@s&mlhubrsawn&mmgcbrfaﬁmmﬂm from
the tissues set forth in Table IV (see for jinstance et al.,

Mbl ecul ar 281 orfolpeptideicamprarganamingacitsequenprhavipg at lepst 30, BPH?%’%&?%PS

Laborat ory P eino G} bg&gﬂ?dﬂ%@%mawaﬁno(m&ﬂeme@tﬁﬁﬁiﬂ”th'&$@ﬁ&dcdes of

the invention can alned fromnatural Sources such as %enomc DNA

libraries or dJestinge Prsferrsddmigments arg bislpsically aqtive fasrasnts thas mediateithg 1010863 | abl e
t echni ques. Wlﬁﬂ by #&,L ;ﬂ@éoﬂﬁué&ﬁd&r&aﬁ%nes@&?mﬂmmawmtmﬁxg‘ or the

reconbi nant pro t|o ol ypeptides of the present inventign, the

pol ynucl eot i d&mmmmﬁmwysmtwvgds@wéﬂm th @rdeqrpased pndgsirable

pol ypepti dg, :Chibo pRferiollre GG PpmRRAER & shiifontc/of inlidpehic RGbUARALI de
in reading frane "t'hoF er c I ng sequences, such as those encoding a

| eader or secespeanlly isehumace, a pre- or pro- or prepro- protein sequence,

or other fusion pep qagﬁ: Pﬁ.gm ARk RYelBrbeAkhglthat
facilitates purifi ci: i ?{%‘t?@&?% ypept| can bg encoded. In certal n
preferred enmbocinresprnding full-lengh a@m@dqﬁy pepadexgnthesise therefare, ﬂ!%"‘i‘i'&ﬁ"-k&ay

?(egq;gg(r:\e :ica)gﬁﬁgycgescrl n@% I'n %W%%Qg%d%ﬁ Acad SCI BSA (1989)

86: 821- 82435 or polypeptide dﬂ&qmntmmopmt&GBM@mﬂbﬂ “SRANSE  RIOIER OF BYAY B®Bi ng
5' and 3' sequences, such as transcribed, non-transl ated sequences,

splicing and pol yadenyl ati on signals, ri bosoe bi ndi ng sites and sequences
that stabilize nRNA. 25 Pol ynucl eotides that are identical, or have
sufficient identity to a polynucl eotide sequence set forth in the Sequence
Li sting, may be used as hybridi zati on probes for cDNA and gcnom c DNA or as
prinmers for a nucleic acid anplification reaction (for instance, PCR). Such
probes and priners may be used to isolate full-length cDNAs and genom ¢




cl ones encodi ng pol ypeptides of the present invention and to isolate. 2005
and genom c¢ 30 cl ones of other genes (including genes encodi ng paral ogs from
human sour cwe canzBodr t hol ogs and paral ogs from ot her speci efLTUMI2HEVe a

hi gh sequence simlarity to sequences set forth in the Sequence Listing,
typically at least 95% identity. Preferred probes and pr| mers wll

general | y conpar of @ largerjpeciein such ane pleettssar @es fusign arogsin i iy often advanageousdo

nucl eoti des [ t :
Particularly p?le er r%g \élglrl% esh\?haﬁtseﬂa%cg “taéfﬁ‘}e"é‘% s‘%ér&&itor M&r%&!@k V\bb02/ 22802
PCTI USOL1/ 284 62q@Mcesnstqidcesitizdt eidtin purificativn, for inglange| npltiplehistidirecrepiduepner an wi | |
have between t e encodi ng a pol ypeptide
of the presen%a%ftﬁoagn@gn&%&n@dﬁg&ng noﬁ’%b}é’glg%@g%gt her species, nay be
obtained by a pr ocEagpapﬂdqspfsmlpgsdﬂnmvsmmpsamﬁepﬁemdaemyrsgn@lelmdumetriorunder

stringent hybridization .copditions with.a |abeled pro havi equence
set Torth | andeBi it fuorhpy o spitec, fom gy SYandrdued o ot
| east 15 nucr:étrefcbxdﬂfmgemﬂ-essmlsﬁmrmvfda liskfrad) mtdherﬁﬂ%ym%ixsgﬁhtgrfoﬂmﬂhﬁaes
contai ning the polynucleotide sequenc% set forth in thﬁﬁ uence .Li sting.

Such hybri di z#itpBaed REPRGR YBBESIZeLy r 4RomonaHeRaf sy raﬂ“iﬂa%
Preferred strip Wb&rﬂ@g}m&s@g@m@ms i nclude 10 overni ght incubation
at 420C in a solutron conprising: 50% faormam de, 5xSSC §150n1\/l NaCl ,  15nmM
trisodi um@i t ke faytheraspentthe presenkinyension mlttes tp priviucisptides of the gepes spt fagthdy)| it j on,
10 % dextran t m m denatured, sheared sal non sperm
DNA;  fol |l owe %é%%gﬁ?ag"“%%é@ﬁ@g{dg in 0.1x SSC at about 65C. Thus the
present i nven(a)om isollatest pofymudlentide comprisingacbopyprajertids sequangehavingrapleast 8y with a

nucl eoti de se a rar
under stri ngeg hybri g?i%tsig%ﬁiﬁ%no#gr trpéﬁ’ngaéﬁﬁggﬂr%%ﬁ pr o@gsaﬁg{l/érang %/he

sequence set Listibgn in the Sequence Li sti ng or a fragnent thereof, preferably

many casels alP SrHRPRRReSRE By Ripdafiabic BB SRR T 1"

regi on codi ngListmgt he pol ypeptr de does not extend all the way 20 through to
the 5'term nu Thr ence e a nzyne

W th inherent “#W@@E@F@‘%? ya‘mﬂ%&t tsgg’}rf"é %’Fﬁ"égéﬁr IBP g?nngn egenzyne
to remain attgslbmldoﬁdedehﬂnherméaé@enheumgt he pol yrrerr sation reaction),
failing to conplete.a C .of the . te edurrngfrrst strand
eDNA synt hesi ZB Wé?@ﬂ%@@%%‘“ﬁ@ﬁ’&%‘éﬁ“mo and wel | known to those
skilled ingt h@e)aﬁlsdlﬂed Elbatide coniprisingea@ilynucléNas seqaenceziceditigahor t ¢ DNAs,
(RACE) (Sco, - POWPeRRdR Fmstcr 3inedh ak oxft: Sopank R or ik iRalib ok 6,
8998- 9002, 198 I a@wquémdg&f@mtmms@en&}msdngchnr que, exenplified by the
Mar at hon (tra e rrark) t echnal o%%/ (d ontech La ora ories Inc,) for exanple,

have si gni fi éRraniselatedpof f2t he Marat hon

(trade mark) %glybg@hgggtmmﬁ,@w Q&v[gsth@en pr epar ed from TRNA extracted
froma chosen ti'ssue and an adaptor' sequence |igated onto each end.

Nucl ei ¢ a@ﬁd 4gpan isolated pelymucleotide hP‘é“‘S p eplypugleptide feauspge ep XPeRtids

"ni ssing” 5 %&@;eﬂ%hmﬁ g SIG 959, 96%298 198 5 9998 idertingRN oﬁj@ep}idf:ls &ize

adapt or speci f1 ¢ oligonucl eotr de primers. The PCR re}g%t fpon (S théesrl: r epeat ed
usi ng ' nest ed'sct fpith inghosSeqpenge Lising: pri ners desi gned to anneal within the
anplified pro Lnfsau@a uét aﬁue?étm?q yﬁﬁ%'s&'f&ﬂﬂﬁm@ idhad Listgeal s
further 3 qﬂﬁe adapt rHsec?uencecan afdgi:]ene specific -eq4 MAR 6#05 WO
02/ 22802 PCT/ B Gy isabaigbpolimyel ahdphemewwapemaﬁwwclw@ﬁe@ﬁ'&em BPene
sequence) 3 lliéxlso fos! 4, 810.9F @mphR8 &b DfolARAkN TR eduyndhéh
sequenci ng angd&'hw éfﬁgs's mow??nstruct edeit he?ﬁ)by j Oi ni n‘g!t he product
directly to trfeﬂlemtbﬁqullﬁb gr ve a conpl ete sequence, or carrying out

a separate ful ch;t% ggw,d daBiduentelefdoding@ desi gn
of the 5 S priner e}% uﬁ?\%dr? o% ept 1 des trlrlglg&[ esent |r$vent ?on may
be prepar ed bwobfpeﬂ%‘sswenwa#h#mmﬂpwlﬂﬁéﬂé@% pﬁérﬁ%eﬁ@?r%é’ﬁ Dromptheer ed

host cells cormrrﬁ@ %&%pfﬂ%&% qo&fdpn@hy. in a further aspect,
the present inve erares to expressi on systens conprising a

pol ynucl eoti de or polynucl eotides of the present invention, to host cells
which 10 are genetically engineered with such expression systens and to the
production of pol ypeptidcs of the inventior by reconbi nant techni ques.
Cell-free transl ation systens can also be enployed to produce such proteins
using RNAs derived fromthe DNA constructs of the present invention. For
reconbi nant production, host cells can be genetically engineered to
incorporate 15 expression systens or portions thereof for polynucleotides
of the present invention. Polynucleotides nmay be introduced into host cells
by methods described in many standard | aboratory manuals, such as Davis et
al. Basic Methods in Mol ecul ar Bi ol oav (1986) and




Sanbrook et al.(ibid). Preferred nethods of introducing pol ynucl eot i_dﬁamé ﬂ]tﬂﬁj
host cells include, for instance, calcium phosphate transfection,

DEAE- dext r aYO{BA282ed transfection, 20 transvection, micro-iPfEESIGE6?
cationic |lipid-nediated transfection, electroporation, transduction, scrape

| oadi ng, ballistic,introducti.on or infection , Representatjve exanpl es of
aporope at o haahsieties Bl 5k oames andaiant G she SRS eiopoA RoDpBgodes o

St ialphyl ococEi ;haEaresmh;ilemﬁ&irﬁl I m?mﬂ&@ﬂﬁ e J:l}a?tﬁiegébériﬂhei eﬁltiﬁlﬁlledgﬂi thérlﬁcﬂ”gal

ce S, SucC as yeas C S ahn ergrljus ce S, |_nsec;t ce S SucC as
Drosophi | a S2 and %ﬁgﬂwﬁtf@s'ae%‘)@s‘)ﬁ/ﬂegrﬁq@?s fhe-Rrpseptdnyegtey ingludeancsqlstedoog
HeLa, C127, 3}elymBidstidddetpdfidy aEucRRNESseqiBREANNTR € R4t $5, 301D fliagt cells. A

great variety of expression systens can be used, for iInstance, chronosonal,

epi somal and $PRtigeonsapcleatidesiyam asequence et forhuia ther Sequenes Lising proan indateder i al

plasm ds, fromyRasd %ﬁ% & f Ex[aglsa,o VoY EaR; [ from
insertion el e?gnts, Pédom eas%a%dﬂgﬁﬁ%gﬁ@z@% el é%r%nts, gfn,r% n’iﬂ\%inﬁﬁé@gﬁsuch as
bacul ovi r uses trupagedwadeléted frem 2 senuenceast (G the Sequagica Listing. r uses,

adenovi ruses, fow % ;éi ahi Vj > nd .r vi: ruses, and
vectors derived frg%?coﬂﬁﬁ}?%ﬁgﬁﬁﬁ%%g ,0?315(%{%? egtéogl z'!rlcl{e\clgg%pefrom
plasm d and Ivaridnés; allepd agyianiycand phlymekphines] iscluding polpmicleotides hsvirghe phagen ds.

The expresggi on. syst . cont ai trol regions that regulate as well as
engender Z‘;pré‘é‘ 3ﬁ9%ﬁ@iﬁr’??ﬁls?ﬁ§s@%?system or vector that is able to

mai nt ai n, propagat @olytucleofidasss the ppaakytinvehtmmtalddndhale polythutledtidesEncoding MAR 2005
WO 02122802 PCT] USOL1/ 28462 pol ypeptide in a,host may_.be .used, The . .
Appropr Lt o paPYRCRORE B S HBEEAREE St ping A9 FASEIET o8k S D SomEpeign

fsyst em byI any a.ﬁi inawlﬂﬂarsb‘]jﬁral, Iﬁf i_nmigie:}gmm;oaophdwm t(qng_, féérﬁQg\E)H I/ 66m 196€CH as,

or exanple, thos e rth in Sanprook et at., (ibid), Apprapriate
secretion si gﬁ@@eﬁéy&%%itﬁg&%?é& bor | #mige pqidresid Bﬂ%g‘fli’ %% o al | ow
secretionisf tldeddintahpstmibitaBen.protein into the lumen of the endoplasmc
reticulum the pl asm ¢ space or the extracellular envirgnnment. These

signals may bé® gﬁ’:ﬂ%&éﬁﬁ?ﬁ%tﬁe@fﬁ%WGPW?%P%WW“SMWMW%OUS

signals. If a_opﬁmﬂ%c&fofmepr&éﬁﬁﬁﬁhﬁénn%@&rﬁﬁ:@lg‘, fheteQs pSvielnaaeed for
use in screenlgp assays, it is generally preferred that the pol ypeptide be
¥8

produced at tBEIYBUAlPHdt®; the cell. 10 In this event, the cells may be
harvested prior 10 \S@niphsdsha RAA BRRLAH oPRE BINA debudnlSedBlidPS PoI#BtideSet
secreted into the nedium the nmedium can be recovered in order to recover
and puri f $0t hdorfuip fisSsawenes Listingpr oduced intracel lularly, the cells nust
first be |lysed bef gpejs alRAE RY F b oA %§£9$ %@Jﬁgg@tgs Sh 2ftnd e
present invention g@nsse reco&bg?‘g% and p%ﬂ'lieﬁlgé;éél rom 157 conb'iqﬁant cel |
cul tures by wsequegeedvistinget hods i ncl udi ng armmoni um sul fate or et hanol

preci pitation, acig.e .0 b Q0. ar i 3 aphy,
phosphocel | ul ose gﬂr%&%ﬁ%ﬁgm , ﬁygrggﬂgﬁﬁgoﬁ%gg%&ﬂ%%?o tglg:gEr aphy,
af finity chrodistiograaphy, hydroxyl apatite chromatography and | ectin

chroret copsphy. Mish BLshed Al bt Dby REHLaLTNGS ) QUG TRL D" 201y |

enpl oyed tor purifi NoOWN Nl ques I ng-proteins
may be enpl oyeud R¥Arpehwndeatides thattare complendeotaryetherere. when t he pol ypeptide is

denatured during i I éﬁm hesl I i : nifi ion.
Pol ynucl eot i des of %hg&wé%gﬁée I veﬁ?eslss%tﬁbnni’h?/lq%ezg g%“égggé‘%%'gﬁé‘s?ﬁfé&? eagents,
t hr ough det ectwithghepolyuclestale isequitves set SanhiiaTatde e Acpolydetleatide seyuerice set florthat ed

formof a geng | terized t | cleqti f b the
Sequence Li st ?‘%\%glsgh?%%q‘é% ot s%@ﬁ@%%%“@ﬁ%%ﬁ@é@fgﬂmg#ﬁqg hlgssoci at ed
with a dy8@undequence Miting. Ar palimieleatidd sequenst dncoditgropolypeptidecsesrfoniiloh tho, or
define, a diagnosis, of.a_di e, suscept.ibility t i , ich
fosul'ts Trom aAgEpeeRid oo 38 Wafeeflo & BAGRBhID tochdule § Balla®L REfiEn B8

t enpor al expr Saqience Idétingiohi npg be a séquahasiotienthan £ seqnarica gpt flarthdn therfequencet he gene
may be detected . .at the DNA | evel by.a. varjety of, techni gues |1 _known in
the art. 30 NS“&%“@F'CWI’&% ﬂFsarFﬂ‘ﬁt cgi °ﬁ£‘§9gﬂ%m8b‘t°ﬁ'??§3“%98ﬁ9%%§%?ﬂ° 'S
cells, such as polypeptidoked futth it tHerSequenad Ligdng. (A sedypeptideasf 2 yequenca udtdirsyin the
materi al . ,IThe genom.c DNA e used .direct] or..det ect.i.0 r -4 nmay be
B |1 ed38ns PR e Rkt Repdarousip B gl foiuct e 5 g iR
anplification techniques prior to analysis. RNA or cDNA nay al so be used in
simlar fashion. Deletions and insertions cah be detected by a change in
size of the 35 anplified product in conparison to the normal genotype. Point
mut ati ons can be identified 10 4 MAR 2005 WD 02/22802 PCTI USOL/ 28462 by
hybri di zing anplified DNA to | abel ed nucl eoti de sequences of the genes set
forth in Table |I. Perfectly matched sequences can be distinguished from

m smat ched dupl exes by RNase digestion or by differences in nelting
tenperatures. DNA sequence difference nay also be detected by alterations

in tha al artronhoratir mhilityy Aaf PNA frammnte 1 n Aol o E \waith ar vt hoanit




al ., Science (1985) 230:1242). Sequence changes at specific |ocati orls[f RRY 2005
al so be revealed by nuclease protection assays, such as RNase and S

prot ection @ d2heseehen cal cl eavage nethod (see Cotton et atcruddiasishat |
Acad Sci USA (1985) 85: 4397-4401). An array of oligonucl eotides probes
conpri sing pol ynucl eoti de sequences or 10 fragnents thereof of the genes set
forth i n Tabli®mologpandie scarmatl siroilerily with derpdlyptptidésiseiforinin Tablerlb dhéfemedof e. g.

genetic nutations...Suc rays .are prefer i I r grids.

Array technol@&?%@gﬁg’%‘){m? Sﬁfﬁg’vﬁﬁcs’gﬁ% %‘\E/Béﬁ%e%gﬁﬁd tég%{ei @aégfl%r’ty and

can be used tsimil@tiblesal Mnstidhi/propertiés o e thomnlegdus polypeptidésand genet i cs

i ncl udi ng gene_expressiqn, .  genetic_linkage, .and genetic variability, see,

for exanple, RGIYPEHERUdES %nélﬁhg'mgff’r phyferred E&ﬁ?ﬂpg‘%ﬁ_ @ly%%lﬁtéﬁ%ﬁ%é%seétt her

lref elreane$ Ciiﬁ@éﬁﬁérhlgivemeasﬁﬂieeaeﬁdigrbfﬂ{c gahua@éﬁf&mliy’[d%sm.easgdf or increased

evel s of polypeptide or nNRNA expression  may al so be use r, di agnosi ng or

det er mi ni ng suscepRolpRrlpetidenef the pEHMEEYerHgN gay peobsained yping ﬁ'@“doafdrfg‘i‘-ﬂ‘f?gi on.

Decr eased or H%Erﬁﬁﬁ%q hETRIPH BRA Parf BAFE £k HRNA B dseiéelet usi ng any
we nown

of the methods n the art for the quantitation of
pol ynucl eot i diegh isTable I seefforringmce,&ambrask ety e MelesularnFlaningis F4bhossary on, f or

i nstance PCR, \RT- : | I ii% i
hybri di zat i onM%‘{aﬁgﬁﬁﬁNg@g?%%%éggggo?ﬁg{I;rggg'né%&e)é@g\g to&nggt?éelrbﬁl;)?ne
| evel s of 1t pPaymiclectidesioftheimventipo cympayt hedbtaokad frive npured sowrces figh A 2eHOMICi N a

sanple deriv froma host ar | ] - Se Sk LLad. et he art.
Such assay neﬁﬁéd?fﬂ%?‘fa%{”?%ﬁi“éﬁ‘i“ln‘%u%%@é‘%%&?wﬁ”é‘. i g{’%jlaﬂgli ng assays,
Western Bl ot ecaligees.s and ELI SA assays. 25 Thus in another aspect, the

present invention lates to a diagnostic. Kit. conpri.sing. .
pol ynucl eoti de of tHE® ‘é‘?@ﬁ?u‘feﬁ\‘?gﬂﬂ’%ﬁ?"%wg'f“g? ggﬁ?/ed?ﬁre %%é@l{l@&e sequence
set forth in plheuSeerRNpeptdesst thepreent iavintiag epblyaucletdiRildy incladstbe i pt

t her eof ; a nucl eoti de sequence,co nentary.to t.hat of . (¢

pol ypept i )0?0%%%‘? ﬂ&'ﬁ?ﬂ'e'&mw&ﬂ’?ﬁ%ﬁgﬂe%a%%‘hﬁﬁ %Wﬂ?ﬁ%%@egné’%mfaorth
in the 30 Se?bl%ﬂde]—ihSéaﬁﬁﬂﬁ%e@iﬂ\ro&ﬂmgtsb@’emi,;suﬂmsﬁﬁb);e eRodingileaity to a
pol ypepti de of the present invention, IE)referab,l y to the Q}gl }/uﬁ'e ti set
forth in the ScHEFENESCRYCEES: A Gre~1°f PI PT PRRICRIPFRSSHERT 5T {UTORRSPStch ki t,
(a), (b), (c) psfiodsd For@dmpie Prhhrksr sBquesitdrfit Fatilitads pReifi@ioRof the feh a kit will

be of use in diagnosing a disease or susceptibility to 35 a disease,
particul arly Bolypeatdecappe W%%mmmfaﬁ&mﬁﬁémmﬁwt BR 2005 WO
02/ 22802 BETI Woioa S Rarkbitepahdd 19 & heaLiidRine Qesian &S provided RALOPEES Gdttor

invention are val uabl e for chronosone | ocalisation studi eg ng 32 uences

set forth in {Qiageseipodanddesanbed indoamizes ahrog Nathhgag Sck USA 1989 §6521-544) °E an

hybridize w thanQTﬁpQg‘t lta%i cldt8& b Bls® Bordin hdhioNingl 8 0dnd/ B B&flenced) suRHRS ONE.
rel evant s

The mapping o uences to chronosones according to the present 5

i nvention i s &mascripedrnonriranslated sequenses, splicing apdpaiyalenylation signals HesATES wit h
gene associ at oy EIRLecqlER. du RBEIGRNARS Deen mapped (o a preci se
chronosonmal | ocatFon, e phy

sical ~ position of the sequence on the
chronpson@Scan be ®olymuslentides theit ae ideatieali ar hangsuffigient idengtio agalyBuclolds ound i n,

for exarrpl e, V'mlMNL( i 1 | | | Atﬁ)“ Hb@apﬂoﬁ IWA l'ine
t hr ough Johns sel—‘bpq %f%%éﬁ5| gy €€| ié%fcai E_H)hr)ar y) . _T%e rel a‘t:i onshi p
bet ween 10t ﬁm.gcgmnit.?_iﬁgammdmﬁor@amib@dﬁTmﬁp@@nWQMf@Mr o][msomal
region are ngifi [. KRGH K Pbm%a ok O

physi cal |y adﬁ’%@ﬁ““é ﬁog%@h%%%&éﬂﬁumnogﬁgoﬂ%ﬁgﬁq ocal i sgti ons for a
genoni ¢ sequenibeeseypeniing polypeptites of the preseatinieationiandde isplaie¢DIGY ag 2FERINGL | On

and Coott b1 oiones o osf e Gl Shlodiid ara AP FBR tolap soufE SRERNAGR, 7

maps of whol e andpastess froiaotierepEinspthatdavy a high s@gynce Aimyamnty ¢o seanenrgs spiderh s are

i panl ( PumtRBE S Toganiinyat it 3y b b BlbrRend el 3 10

humlaln genone. g&?ﬂmcoﬁprise&dhaéttlﬁ nicledtides prefer:d]y, dderss30nuclpodries aydapay hapg
Spillett D, Mis D,_Prud | £ L b, ' :
V@i ssenbach J,a‘&’gg?’éﬁ ?°6%qﬁﬁ§%$§°‘&%‘%d§?%a?%§3“ﬁ‘§%?“%ﬁ %%%%@5%@4:}]0n of a

gene using this panel, 93 PCRs are perforned using priners designed from
the gene of interest on RH DNAs. Each of these DNAs contains random human
genom ¢ fragnents maintained in a hanster batkground (human / hanmster hybrid
cell hues). These PCRs result in 93 scores indicating the presence or
absence of the PCR product of the gene of interest. These scores are
conpared with scores created using PCR 25 products from genom ¢ sequences of
known | ocation. This conparison is conducted at

http://ww. genone.w . mt.edu/. The pol ynucl eoti de sequences of the present
invention are also valuable tools for tissue expression studies. Such
studies allow the determ nati on of expressi on natterns of bpol vnucl eoti des




to clones arrayed on a grid, such as cDNA microarray hybridization (S¢ 5
et al, Science, 270,467-470, 1995 and Shalon et al, Genone Res, 6, 639
1996) and nW& @628 anplification techni ques such as PCR APGFEBR/I84e

met hod uses the TAQVAN (Trade 35 mark) technol ogy avail abl e from Perkin

El mer. Result se, st d| e a royi de an, WO 02/ 22802
PCTI USOLI 2846%0 ‘85& fdeéf eTCa IRy Frefer ﬂmm‘%ﬁméf”?h'éwﬁ&}%? ‘g de in the
organi sm | n afeledtides), conparative studies of the normal expression pattern
of NMRNAs with that of nmRNAs _encoded b an aI %natlve formof _he sane gene

(for exanple, one WIWQ‘CEHH%Q“&?‘B‘H@PXPGPMSG PSS AVERPPIEC MR ENt i al or a

regul atory nutiahbRps fréRbiF §eide n\é?'bﬂ@&hﬁedﬁ}%;ﬁbéésédﬁpﬁsﬁm?&xe%teﬁ@fe of the
pol ypeptides of the present invention, or that of mgpro pri ate expression

thereof i@ dussmash@wmamsmgnmmd@klﬁm eandlitions yritly a lbeled prabe havisgaal |

spatial or si r’gg@é ek nt
invention relates to antlgﬁgl es. @%‘m poﬂ%ég% des o? P?ﬁ’é&% r?{/gﬁd%?gﬁ%r t heir
fragments, or mcledtizlesapd Egbmﬁdlﬁmﬁhmwwsmcabnmmme t o 10

venti on. - ThaoPR-ERk gk BNARTROE e iRl K0OPHRRR N il ooert

substanti al | y ap well lemowaftd thalskmed mnsmh@:efqnmﬂyqnmg&m Hﬂmduhumdmnd:mmdudn t han
their affinity for.oth 0 tides.in rior j bodi es
gener at ed @ga."r‘r&’i”‘gﬁbﬂ“y’%éﬂ ﬁaés(gfno qﬁ?gﬁﬁﬁgwlﬁghﬁﬁr@ﬁmﬁﬁfxg%égg aned 15
by adm ni ster |N‘@lt1lsﬁM&lsW&mtdlm ﬂrmldpbmﬁmephhkphmé@-l? 6y abeathardt'osolutieh, s t o
an ani mal , pre bl on n, anl usj n out roto For
preparation of! r%ﬁﬂﬁvaBﬁ‘HP &Hﬁ% o} den At ﬁ‘ﬂ%‘:\%ﬁf‘ C@ih‘gm

anti bodi es pr cdnead byywasking ihe fidEs m:e h;l: ssm Babo G5eCLr msmr&sentmﬁhonﬁmrrpl es

i ncl ude the hy br| ona technl qu Kohl e G, and Ee/ll tein, F‘o‘g e (1975)
256: 495- 497) e jsolgied ?‘ﬁ'é%‘ PRefebly,Hidh A Biciegti r”ﬁa‘% echni que
(Kozbor etjsal, obHiﬂ&l 'B? |s&€6ﬁm§¥iﬂ*ar§r ﬁﬁ&ghmﬂgcﬁeﬂybﬁﬂﬂaﬁdﬂ%ﬁﬁﬂoﬁ%ladﬂﬁd probe
technique (Cole et a Monoc]| onal  Anti bodi es and ggncer Thetr gg}%&}b 7- 96,

Alan R Liss, heviagthe ssauense setriogth ip theSeineise LisHae 97 T thegsp ofHhi n
anti bodi es, sqg&t fSndcegdesdescribed in U S Patent No. 4,946,778, can al so
be adapted to produce single chain antibodies to 25 polypeptides of this

i nvention. Al so, Wm@lww@em&%mw% an; iplatsd RO avroFe
manmal s, nay bﬁn‘ﬁ%oﬁgle@(ﬂf RRShd WEBR LG rarthd ﬂﬂ?ﬂe?ﬁdc doeenct BaMft dlescydyed

antlbodles may be e to isolate or to iden y cl ones expreSS|ng t he
pol ypept i & orﬂllf%lgfipisrrih\?ys tenmenyse Taisdpn caneeguenge of reyarse GANSIEDIH AL I2WH Yyith
Anti bodi es ag%ﬁ&énug%\w&eéesﬁa&"% mbd36re RF 88 Shility JPYIR Unlfhe BTFoMmaA SARE to

enpl oyed to treat di seases ‘of the Invention, anongst others.

Pol ypept i des amqwmlms&qmmwmbéﬂkmstﬁwewheam%cw%thse used

as vacci nes. QP%!% A SRS, t he present invention
relates to a mg‘kfﬁoci r in Cl nguldg&n |mTunoI 0{3? cal response in a mamual that
conpri ses inocul at iﬂym#emrﬁrah odsi avhilablepod wpld uavaetodiose shilled imthe prt to

I nvent i on,sadegiigh & ulign ik o‘?@i ﬂg;ﬂ&ﬁﬂﬁé?rforﬁxﬁlﬁ%ﬂstﬁb@cbm%éﬁéﬂ se,

|nclud|ng, for exanpl e, cyto ‘ne- produci ng r cytotoxic T cells, 13
- 4 MAR 2005 ofBapid/cngificativpofdBNY add RACE) (pedoverample, Brobmamat al..fAresfyat

di sease, wheth [ a I; ng i dual
or not. An i m&;;g}s*&ﬁ?(s;%a?,,fﬁ??ﬁgﬁéz é%gﬁ ﬂé(cm?t%%ﬁ#g}ﬁ/%%f‘{ﬂ%%h@ﬂ& uceHJp

met hod conpri sbsthdhlaraﬂmnl (u'gicanqxb] t;qhegibg)c(&mech hebqratenesinc.) fnmmpbrhaw a a

vector directi . r i t ﬁgp‘g hiy the

pol ypeptide i nﬂ%@cgﬁﬁ%ﬁgaﬁg@& c?%sela%gtgc suc gan]glg]r?ﬁauwgg{u%ﬁ re)sponse to
produce arQ boﬁyhmbgnmﬂbhksthasabdnmm&bmmmgmedfmmadih@nltlmemci@n One
way of adm nis n, C t@dz

cells as a coa%&ﬁ{go gﬁ&“gar %3“8%3% grﬁmgésléégé 1Flfh:c %ﬁ C a@?é}g\ﬁlgﬁg{?

conprise DNA, odidempifythei”missighSiehdofthadINIA using acdbbindtiskofgene specifiFand use a i

he"a Vacci ne SRR HETR tEmRE Pt The Rt uef iRl o o0
conprise a suummmmpm&mmmmmﬁmmmmngm in the

Subcut ahect, - *PREY et e il ohpcalsFeBEL 5 of e sboBlon s} ARE B

Formul ati ons suitable for parenteral adn1n|§trat|on i ncl ude aqueous and
non- aqueous sterile injection solutions that "may contain anti-oxidants,
buffers, bacteriostats and solutes that render the fornmulation instonic with
the 15 bl ood of the recipient; and aqueous and non-agqueous sterile
suspensi ons that may include suspending agents or thickening agents. The
formul ati ons may be presented in unit-dose or nulti-dose containers, for
exanpl e, seal ed anpoul es and vials and may be stored in a freeze-dried
condition requiring only the addition of the sterile liquid carrier

1 mMmudl at al v NriNnr tn 1ieo Tha vvarrcri ne farmil ati1 oan rmrayv/ al ea 1 nel tida Aadl tinvvant




20 imunogenicity of the formulation, such as oil-in water systens an ﬁw
systems known in the art. The dosage will depend on the specific act |

of the vacgy agyﬁ can be readily determ ned by routine expefi¢ghston.
Pol ypept i des ot2 e present invention have one or nore biological functions
that are rel evance in one or nore di sease states, in particular the

di seases of t ﬁﬁww&ﬁﬂcﬂlﬁﬂﬁehﬁhﬁhakﬁfvﬂr@nmﬁmwemﬂf)rbddc& otttes"retcame usef ul
to identify conpounds that stinulate or |nhi Blt the functio hevel of

the pol ypept i €&, eR@G&PHWﬁIWDN%S%“%WSﬁ@a%‘Q REth cLR copstEys t’z“h‘?lr Yenti on

provides for pidiRlhOprodict AFEQGH MO e Qnmsto?nela%nfﬂbtexec}umsextmt g
stinulate or | nh| b| the function or eveI pol yrpelﬁtl de. Such net hods
nfIgy

i dentify agonpuesersratefplldensth BER usipg:the pewy scpuenseipfostnatio ¢ fesiza e P and
prophyl act4 c purnoses for such 30 diseases of the invention as hereinbefore
ment i oned.” Conpounds may be identified froma variety of sources, for
exanpl e, cells, ceRbcoﬁ'nbmaanexpaptim& off the predeatiiveation iy be prepareddylpfogess¢sons  of

chem cal conpg t raI

ant agoni st's s‘(’)v-gwplbd“ﬂtlf’ ‘%fy 5PHE naijgé%[{&%‘? HES??FUF %%gc?b[g‘{s’?on%ﬁtl gands,
receptors, enAytoedingletis a further ﬁsbe:t, tbeaﬂaenmyvehmn relates tneexpmks;qnespmmbe a
structural or functiona

mnetlcther COI| an el 3
Protocols in FW@F&W‘YP'FQ?Q%BHO&D“ é*ﬁﬁﬁ “§WB1"I’D Fst’o‘t"é‘&ﬁ Whl uch 14
- 4 MAR 2095 aﬁé\@&al: mmﬁ&QWswﬁ@sknﬁﬁhﬁﬁlﬂm@ﬁfu&ﬁabl y have a

nol ecul ar wei ght bel ow_2, 000 dal.tons, .nore prefer bet ween 300 and 1, 000
dal tons, and RY¥RePHdesof themvention, by Teqombsgn ?Fgmﬁw g:gh%’ﬁﬁgms Of SIS o 1 o

that these Smakshbdth RI630 @S pratifte QlichGRbtEind MR RN ASder VetEfrsit the ONA\ghnstaicBafl  may
si nply measure the blndlng of a candi date conpound to 5 the pol ypeptide, or

to cells or nEFFAPAEVERIAN ng t he pol ypeptide, or a fusion protein thereof,
by means of a | abelrodietGtihaht Goddcheh, hed ki c%%&!&@y&ﬂé&c&&@ﬁﬂﬂﬂkﬂte

conpound. _Alternatively, the screening nethod i nvol've measuring or
det ect i ng 1§ quaFaression Sstemser POIEMPWC&W\P@WWCIQW%ﬁﬁ?é’ﬁsF’ltWe'Eﬂ"ﬂd| ng of a

candi dat e conmpgntidefddsHa ﬁﬁ'ﬁﬁ%ﬁ%dd%ﬁoﬂ&@béﬂ%ynﬁth%&@e&ﬂ { sthitfard €. 0.

agoni st or antagoni st). Further t hese screening may test 10 whet her

t he candi dat el@@mw@mbsmchssbmwst&@ep Mytheds H’tl\éﬁﬂeﬁl}ﬂf&é‘ﬂ?g&(ﬁs@h”@r
i nhibition of g aYBSQ? dﬂ@fc %Etgodg%?ﬁx%ﬁ&fh gPSRbEISoiaRMeRbd 8iR L0 the

cells bearlngt pep Itors of activation are generally
assayed in thmcpadesfemsam @Cmmsmm&f@nmﬁmm mansieglian, on by

the agoni sh bW%ugﬁ %‘Efb-cnﬁe&i nt Eb‘ﬁoﬁ@ﬂﬁh ARGy piiggd.  Further,

t he screening net may S y conpr e steps o? m xi ng a candi dat e 15
conmpound wthmsgmm;mmm,mwwummrm@m the present invention,

to forma m xture Hﬁ?e%%%‘& lc?%ﬂp& W%ﬁ@%@ﬁ%‘%ﬁt‘: io&tﬁtasl n Table |

in the mxture, comnpar i ng Vi e genes set
forth in Tabl é‘rrkprm:oaac&mhyi;kom,ﬁ mieSﬂmaplycemdthﬂ@ smbyilszells, fhagad cellsrpound.

Pol ypepti des qf .the nyen | ow 20
capaci Ty sor catis wBl FBRE kel St RibertpEHiBh BV Biaedalis STHRA

formats. Sfich Sf9-teBs;faninmh tellsisadhl ay @HM QOSoHeRa, Ch27, 3E3,| BHIS.HEX 2%3vad Bowes of 96-
and, nore recen 3 cotiter plates but al so energi ng net hods
such as the nﬁiﬁﬂé@?‘%&t%@d’ﬂé@é‘?t bed by Schullek et al, Anal Biochem,

246, 20-29, (1997) Aﬁuﬂlmem@mﬁonmm-&hMefmaﬂm&rdmmmrti on and
pol ypepti de of the es. s rth 25 in . Ta

osortbed. carpiinoy H8 Wik b, o B Bted pB et pABEHE Rom

identify ant agﬁm:ktphageofrorhlmen@adomefmmﬂmepmdm fioore nsertion eimmntsu.fmn@we D.

7Bl cndy SPOTERToN FESeg om e b ool vhnee BSRTAS] O

and anti bodi e&a&dmimmeﬁfusehef@ﬂpb;hﬁmsesepsmdorah?ésvnmseemdmvmges,adndo be

used to configure t hads det ect the ffect dded
conpounds on tVARe % Yfg?\"’ﬂﬁ ﬁ éeb?s? g8'(I‘,'I Faéml%lfga? exanpl e,
an ELI SA asseby;mphbgt géﬁétﬁ:teldﬂﬁhﬁ,ckuélois cﬁmﬂumdrpyamﬁdsemdexpresmed $ys@msoci at ed
| evel s of polypeptide usin c an ol onal anti

standard net hd'g‘é'cRWB%‘F P‘ﬁ"lt“?%"“arf]t"“"ﬁq %hg‘ﬁggt%‘%faﬂt’%sm g%@‘éﬁﬁa%%nts t hat
may i nhi bi3§ orsyas aneedtor iRt i BlE UCmaitRinOpropughe pe pipraea Bélyfuwlestideaaprodate a

ant agoni st or agoni st, respectively) from suitably mani pul ated cells or
tissues. 15 4 MAR 2005 WO 02122802 PCTI USOlg 28462 A pol ypepti de of the
present invention nmay be used to identify nenbrane bound or soluble
receptors, if any, through standard receptor binding techniques known in the
art. These include, but are not limted to, |igand binding and crosslinking

assays in which the polypeptide is |abeled with a radi oactive isotope (for
i nstance, 1251), chemcally nodified 5 (for instance, biotinylated), or

fused to a peptide sequence suitable for detection or purification, and |
incubated wth a source of the nut ati ve,,recemwejﬁ_ceu_mnh_




such as surface plasnon resonance and spectroscopy. These screeni ng -ngeMap g5
may al so be wused to identify agonists and antagoni sts of the pol ypeptide

t hat conpetwowm#hsdizhe bi nding of 10 the pol ypeptide to its reCEpPSUrS462 f
any. Standard nethods for conducting such assays are well understood in the
art. Exanples of antagonists of polypeptides of the present invention

i ncl ude anti bpelypeptidein a hopt reayrhe ma&; apProRyGISPelyaeleatide seqrense BREbhs that are
closely rel at : i ghgs : [ , etc., as
the case may e,&egfﬁt?ﬁ%L%%ggéasfc e, %’5%§§m§[§$§§§r§ﬁ?w‘i%¥aﬁe | i gands,
substrat es, r ¢cbiquesspcteasz foneampls, those ser forth smSamibronk|eealy [(i&id).hAppréfiniatt t o t he

pol ypeptide of _the present Jinvention,but,d Lici , t hat
the activity S?C%tﬂ%%gﬁag? Vﬁye lf“éf’é'p‘fr%c‘f)‘rngovdéen?eég% @%@%%%cﬁgﬂ??eﬁs%gﬁé&n%@%al SO

i nvol ve thg us@nsMdted pratsiad@o it lirdedufeheegyopdaschid tetdculidm elte pesiplasthio sjabe brrthelabl e L
The art of constr ing transgepnic aninmals is well|l establ|shed. For 20
Examl o, t he. RFREINAE RS ETR dMESTEBA RAL Y EORROVTA e VP ARy

M croi nj ecti Ohnayhk GetbrBRgoulBighalr onucl eus of fertilized oocytes, retroviral
transfer into pre- _or post inplantation _errbr‘yos, or injection of,

genetical |y nodi f i dtR PlYReRtidesl Hie RETSERLATVERINAAS °&ﬁ°"@'f?é?‘{/‘%%?% W EFINEe| | s into
host bl ast ocysig 5 Sﬁ?s{gﬁhﬁlhmihﬁrkﬁnwﬁwﬁ Bl RRBEHR Ve proditedBt dhe Sirfacs S theddelied

"knock-in" anint an ani mal gene is replaced by the human
equi val enflOwi tithis evems, the eedlsmay be harvestedpnanfonsg in herferErnipgassaYadEeni ¢ ani mal s

are useful in e dr ' r i : mms
Pl SREPNR e BEAESSe mbln cBh Bfco Rl b rec P

conpound is s uman target. transgenlc ani mal s
are so-cal | ed ankpuwifk the pelypeptideralf pradncedinteapeltubasly cthe eedls siustfirsbe {ysed beforpml

ort hol og of 0 I he present invention and encoded by an
endogenous Dlﬂ%eg%’%gﬁ:@%lsﬁﬁco%&%’el | is partially or conpletely annulled. The
gene knock-out may Folyptpidgesfabe presespigwnfionoca Ge cebiesedamd pisfiddom may occur

only in cegtain cells or tjssuyes n U 0 i i of the

Fechnol oy or SR sRsa) ohRESEY Wl s BRI Gng ppbbups kiR O )

Tr ansgeni cmarﬂr@imﬁmm@bmyﬁcﬁﬂ. ajorodrication eachahgd ratogrphg ghophsieulos OPi ng

systemin whic i ntroduced genes _are.expressed o give ]arge anpunts o

pol ypept i des gﬁ‘f@%@ﬁ?‘“&%féﬂ?%ﬂf“j mﬁ’%&k’fﬁﬁ%‘y "b{ﬁ“’g‘fﬁgﬁ’oz

FCT éLﬁSOl/ 2846t21y$?k3ta?’thtbg:hiﬁlﬂamtgf@hy uﬁfl_ecmn cﬂfsamaﬁigmpby.dagnlpr?fblymighodjs forEn 331
urther aspec e .. present invention sct eeni S (%og; rise: (a

a pol ypept i de FGFOFHEC omal V&rﬁnpbyféjgf’fm%% fErlfl““"ln % Blﬂ‘ééa ng a
IOO: ypepti 36 O;foﬁrﬁﬁﬂdmgq#iﬂﬁiths :trlayBEI?hplayed tGregenerate Revd t;diﬁﬁ:ﬂ‘hﬁ ? ﬁﬁtﬁew}exnfclessi n?_ 3

pol ypeptide o e present inventi.on; an antibo 0..a pol ypeptide

of the presentP Fscﬁ?PaWQW%P%@E’hr&\g’%eéwp‘F‘g@é’Péﬁ §‘R“H£‘F“"§Bt forth in

the Sequence Listi malynhéleotided oftBe feRhEEVeati@IMbEY ustdasalignoiic fealdnts, (), (b),
(c) or (d) may conprise a substantial conponent. ossar Tope fol |l ow ng

10
defini tions artBropghydetequng atationsiin the asseeigierhgene. HefarHo8 °fc)?? mB@Pf‘i?’H‘ &8 used
frequently herigiibetArQ by tidrRReeffies S8 5ot the SEfiefice! Insting df theRDMACArONal  and

nonocl onal anti bodies, chineric, 15 single chain, and_humani zed anti bodi es,

as wel | aPSFalgenemigseayensce andwhigh isagsociated pithadlysfuncion. Will prayidep diggnostic
| mmunogl obul I &Rk ESid@ o, bf BiERE Ya diﬁi'g#ﬁé?é HaGfikeas® R REscApHibRIPH 2 diéadeNPhiAN OF

man" fromits natural state, i1.e.,. It occurs in nature, it has been

changed or r ermouxts frem@ndarespression: evar-expmssien Altted spatiakps temporad expRssian afpl e, a
pol ynucl eot i depOfeng RAHRERChilingAhihidHs in/the bl RetBetbd MIRDIA SBIRLFA | S
not "isol ated, "_étt?ut tﬁe sane o#]yn_ucl eot | dg&%‘?\mgol yBepti de separ at ebz from
the coexi sti ngrarigRiéierhmanepwell krowrein thedrt- state is "isolated”, as the termis
enpl oyed by el n. MyEeiChodsior GBI PR dofiincdtroRPd JBRASS| s, b2 s frém

i ntroduced into an organi sm gy tTanstormation, genetic manipul ation or by
any ot her recdnetdnenine. salivh Gissup biopysesaptopsy massriah The gepomig DNA may berusednt i n

25 sai d organi i i W‘? 'ﬁg‘t',g,gn- shd P o { ed
protein activity tlr ggégercgtgggﬂt)gﬁ/pept g&gc |Vi%¥gg€m& ]?Q%l?@. gif%r?fwggti vity
of the secr etRCR,pr other amplification teshaiguey pligrie pralyss! RN ercDNAmayalsqkeused| i ¢ or
physi ol ogi c f cg{“'h{gp o . o e i [Page tivities
or inproved a(L:sPi Vi |£agﬂé?'5?ﬂéehs°§§g% |%%%%wae%e§gg%lgﬁg?§ﬁ%bl e

si de- ef f e@5s. amplified protherd exkomperisnte the norenahgeaotypen Rping emitatiogocan be jdgptifieds of
said secreted protein. "Secreted protein gene" refers to a pol ynucl eotide
conprising any of the attached nucleotide s&uences or allelic variants

t hereof and/or their conplenments. "Polynucleotide" generally refers to any
pol yri bonucl eoti de (RNA) or pol ydeoxri bonucl eotide (DNA), which nay be
unnodi fied or nodified RNA or DNA




35 "Pol ynucl eotides" include, without limtation, single- and - & MAR 2005
doubl e-stranded DNA, DNA that 17 - 4 MAR 2005 WD 02/22802 PCT/ US01/ 28462 is
a mxture ofwgohgdser and doubl e- stranded regi ons, single- anBCT/US01/28462

doubl e-stranded RNA, and RNA that is mxture of single- and

doubl e-stranded. regions, hybrid nol ecules conprising DNA and RNA that may
be singl e-st rézy(#emdmngmpiéiedﬂbiﬁctallabyledamhﬂﬂée sqququecd thergenes setfertlyis  of
single- and d fers to
Triole 5 ot anddh b BRARe SR les 1 Syt (R RO RS B

term "pol ynudNast dl@&hombrshy dlﬁcrbmehas n[dﬁmtmpcmnss dlh%a@qnmgdéfwn@rmm’br e
nodi fi ed bases,and

for other reasaéfﬁé’edﬂ% Y%‘a OIEé%V\qe' lﬁ%ggﬁg%g & bﬁ%é‘%ﬂe ltgillféa'!sjetjybg;es

and unusuals baslﬂﬁorsﬁmbmatsnannﬁglag@s ér b;aimett]}NAfseqummg(seedor mmm@ﬁymeﬂmd e

or ot abol i caldkySeieie (1988 A beditnes flRNEBE Rerbitk TReiins ey i BEYARL Pl 1Y
nature, as welgy rﬁ@leésh%rcﬁd&ﬁﬂﬂ gadysfsmmiasmesarwoﬂﬁensdmaemal dtaivageof

viruses and cells ol ynucl egt i y short
pol ynucl eot i deBethask(ges{-qttan &4l ebrof g“%é“‘g%‘ g’g%.@?@g?{ EE@ME{JI ypept i de"
refers to any pol yp&PM%f%HﬁB%ﬁél@dnﬁ& ﬁr&&s@cﬁmﬁﬂ%ﬁ% p%mnﬁtmeoﬁaé d&udn@tsrwd 15 to

each ot her byﬁ%eptl de bonds or tj de bonds, i ‘F g&_

i sosteres.! &}Fp@tﬁtﬂieﬁ‘@ ofrthy ganes Slcbfoﬁb% éﬁ%ﬂnﬁg‘“"émﬁ g B‘F@r red to
as peptides, geﬂ E‘% netRmutdtio8O RICR arrdy/l drel fRefbrably Bigh ABRitN Srrayg 6NGHdRI | y
referred to as proteins 0

ypeptides may ‘contain am ng_acids other .than
the 20 gene- enbmatecha m@p&mwﬂb&%@mmggmﬁépm bilityfnetran bt pred to

sequences modi f4e Oré% gyﬁsﬂc?ﬁs%ﬁbleaﬁﬂ%@&%@§mcﬁ%@g§écﬂﬂ§s§mhr @hsikat i onal

20 processing, nodi fication techniques that are well known in
the art. Such linkegh, ﬂmd:mﬂ@nan%hﬂéy \ies, forexample, B Chen etphsPaencedfd 64613 n nore

detail ed r’anogqTB d@tﬁcr\?@ﬂe%ﬁcuéd%d?eﬁ{m um nous research literature.
y 0

Modi fi cations ccur an ere 1n a polypeptide, including the peptide
backbone, the mnatmomﬂedmwfmﬁéﬂ@hq{mlwpe%% A CXPETSHIOR| . | t

wi || be apprec bd\Ria th Ris&sestthé 0 t he
25 sane or varifl'lg*ggodegreeggpglta@e%%w‘% In aﬁ;glivg%B ¥pegt| de. Also, a

gi ven pol ypeptmdmnoxra?ca:@m@rmmmﬁ ctmmﬂ@ﬂﬂ boredsired et AfeyelsEgarties may

be branched as H‘E %mm@, Iy edReS ¥ichiag forM th or
W t hout branchlfralhgffl’Isi';%,{l/'u.’(?5 ranc and ran% dgpé/écl I ¢ pol ypepti d(es may
resul t froif posmmpleammllmactﬂ'ﬂmmgaﬂab, for ipgence EERORTHER, BNasepariectipys synt het i ¢

hod Modi f i i
i datton,bi oNPRTRPPERE id s BilaaRbl Slinod Wl hiaardnl BREYO 2| 0
of a hene m)l mmmmaPMGmapdﬁp@ﬂdmeﬂtb@pmSUmmmmb
d t | t t
taohment | of  EEERepabRat it ihn o ol df ofif 1wl Sk Ll iolfhoasRiRCT

attachnent of cross- lrnkin cyc d| suI fide
bond format i onraddaexmdnyésmysmmpétmmmdmg assfayscmcarﬂlomdsss ﬂl'ldlw agsaysaat i on

ol yousyl ot Fon. o1 APkt R e Bbchlaf o £ .onmﬁ%“ﬂf"$at.on

18 -- 4 MAR 200 amyﬁmaﬁmmsbmmhﬂmﬁefm#y e ugdleaud@ﬂu@m sgufio
proteal ytic pr sin hosphor vl at on. racem zati on,
sel enoyl ati on, 8’&%;? ?dolﬂ rﬁﬁ%@%ﬁ’“‘&#\ﬁi ne]%{‘g{}%ég%gl%wdn of amno acids to
proteins such @ aangeside séqueite complemditay td thataf (dn (see, for instance,

L *Fr coman ana (G ARARPLR @\~ BFIERC Bverhelh Pefgfily of Bviege ok BE 0 0 1

Protein Mapfi Sﬁuemnstﬂgbswﬁ'ﬁgrmememvﬁ:loﬂ ospects, 1-12, in

RTINS o

modi fi cations mdnﬁmmeqneabgusm@f act ors Met h Enzyrml 182, 626- 646, 1990,

and Rattan er at., "Prgtein Synt |s t i.f.Lgations and
Agi ng", Ann NY Acad tb‘&%%“"'y%é] ?Q”‘“&@“)a@ﬁé@ 6%9%; ypeptl de
sequence r ef er subis@n@al @ at Lsda]aslﬁquﬂrhemfhieaﬁdiagmsﬁbeﬂismobmewbehw to
reference gquence but that retalnz essentl ane bi ol ogi cal function
or activit§ ?Héﬁﬁ f a pol ynucl eoti de
seqguence refers to a ponnucIeotlde sequence that is shorter than the
reference sequence set forth in the SequencellListing. 15 "Variant" refers
to a polynucleotide or polypeptide that differs froma reference

pol ynucl eoti de or polypeptide, but retains the essential properties thereof.
A typical variant of a polynucleotide differs in nucleotide sequence from

t he reference polynucl eotide. Changes in the nucleotide sequence of the
variant may or may not alter the amno acid sequence of a pol ypeptide
encoded by t he reference pol ynucl eotide. Nucleotide changes 20 may result in
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alterations are limted so that the sequences of the reference pol ypeptMellh
and the variant are closely simlar overall and, in many regjo

i dentical . WAY32Rt and reference pol ypeptide 25 nay di ffer%?ﬂngﬁi‘)ﬂaci d
sequence by one or nore substitutions, insertions, deletions in any

combi nation. A su bi'thle ! ﬁ%’?ﬂ%@%@d&l&n Sl]eerlil(t:("%q}f ﬂ'{p pe%erﬁ%v@nt{oﬁ%fe H@yorgﬁm%yongm be

one encoded by the gg 0 ypi cal"*conservati ve substitutions I nclude
Ay, Ala; Val lodlisation sudiesAThe seq@naes sésforth G the SSmence Listing arp specicgfly and Phe

and Tyr. A variant, of | ynucl eot i de_or | ypept i de Re naturally
occurring sucﬁmﬁ%%tﬁ’?ﬁf&o@%n#m%’mgmg%\%%"gﬁ@F'ﬂ%f%fﬂs“ not 30 known to
occur nat ur al Ichrond¥edind) althd ndbpiyg Ofrelevdnit BusiRes BrrU®MEonRS hocordingto thedesemnd

pol ypepti des nmay be nade b t agenesi s techni ques or by direct .synthesis.

A so i ncl udod MienRs P‘hmpgxﬁvngﬂb B BeSTriaing ‘H%ﬂ%isﬁ’g‘e&fﬁ%“'@? 595 Associard

post -transl at igyamle. OREH 4 deiithéeHAS bednGhapped ®ladiiécise ShivmBsoydablot4Han, the physical
phosphoryl ati on, nethylation, ADP ribosyiation and the |ike. Enbodjnents

i ncl ude met hylpasitipmofdhe seprense andheshramosorme san beagrelated yath genclie Bep 6e Hch3s

serines and t ' ; bikl ¢ alhREsiY Mendebianin ¥oMBEGvaikhBle ond MAR
2005 mozlz%%%%?d%%éggﬁgig’?&% F%?bé%’?g?&eéﬁs toaomrfgkof A vallable o

al ternative fdingthreghdohpe HopkncUnivérsity Welch Megiopblabragyd.Ehe; relationshig befysen
" Pol hsni' f - j i i i ded
ol ymor Pgbs ﬁa& 254 &s%a?es?%#@%’g%%nqg?ﬂpgd RHGL Sl SR SHtlE Refon(d e NCOde

pol ypepti de séquence, given position in“the genome wthin
a popul ation. idéntifigi thrpugh Likafewialysie (Reinberisangt pEphysicadiX@ljagent ganes)t Bregibie

occurrence of %%g%éi g{a"f‘}\éﬁ{&%%%k%ﬁ% E&ﬁé%&cgﬁzﬁee%}gggﬁtm&h- nin the

genome, Wi thi rP a occur* w ne or wthin
i nt ergeni c r egletanined udnpRagiariemHybrsNRID) Mapping (WalteryMdSpillstn §., Thpined, B, Speci fi c

Amplification SA) .. rt ces east ri : [ (hed. A
conmon pri ner. Vesgbiaghir and GeBEdH: By ontE Feyos R OBk BB hiRd,
assayed. TBi s ridps 0O Whole gaioines NateeGaretibeT, 22a8). 50 namiskr 4RI plieds are Dmilibire
pol ynmor phi ¢ base. _The other. t Qar I pri per i tic 0 ch
ot her except tafﬁ%{' Resqarch nc%&%ﬁé'@evt%ﬁe? et%%&%"%g?éﬁgﬁm?e??‘{mm%ﬁ l?or
nor e) hal I el eg Gt immﬂgl):smmlmopmym mﬂ'y\dtﬁﬁumgﬂ)opﬁmyapaﬁécti onfs
fhe ATl o spudimi & s sionest Gy Sale BRI REREA AL st o
cDNA nol ecul esppredueesd d, MufisShT, WEikabick $, Gvidtellak PI).t Tadeaminsekk f rom t he
Pl cing. 2R ¢ TR RO S Goagh o E 3 AT RRETmeRed FREL |
spli ci ng. i rep
under goes spl i geksigfed FAMNBE erdelof irbdrest BRREEDRAA| Efth of fhikse ®NAS cohifait randanil ts in
the production of nore than one nRNA npl ecul e each of. that e er]\gg?dcg
?;EFV"%‘?J rs to

different am nmagiganontiofragrecnis eaintainad ig a EhAckgreung Shyran,/

the proteins eRaapey. Piest BERARANEN OPMNAres TdiSfi @R presénd@bit dbksnce b BCR S a
rel ati onship between two or_nore pol ypepti de sequences or two . or e
mﬁ%ener al ,

pol ynucl eot i depradustiefibeeene pfipterest FRESeFGOHIFP SPIPRTEd Wil scrgt ErRighns

Identity r fer%o&& GonPgenbini f!%k&&&bﬂ&&ﬁlwﬁb&%p&n@ﬁ@ﬂwmmmaio ami no
acid 25 co@r es ondtesnce %ﬁfi’1 tk‘]:e_ wo pol ynucl eotide or two pol ypeptide
sequences, resHl{wweggnomgpdmitedsb | ength of the sequences being conpared.
"% ldentity" - For ARGASD Sl BerdcBELARd SreRAl inddhtibn A€ hiss MldBRRSIASIRACE, A

"% identity" may be det'ermned. 1n general, the two sequences to be

conpared are afisspprgression sidjes. Suakesiding #llew thealeterminption of sipEsisiphpate@sdences.

This may incl i FH " e i et e SE Y Sion t O
enhance the d(ua%?}édg@%@a ?%ﬁ%gﬁ?ﬁtlﬁ?&ujgggﬁ{%?%&%%g{m%g erm negﬂg%e?nthe
whol e | endith opatterns bf e encededpolypentidesinissuss, by slatsetingdhe(mRNAS thacere Sheam-

)| T un]

ali gnment), thﬁg&&nﬂﬁgds&ﬁ@%ﬁ’h%%iﬁ% A iRHH GG %yaimiahsn@afmque; very

simlar length, or over shorter, define engt hs Eso-.called | ocal .

al i gnnent ), t heetclongs arpaved end grisdhsush poeDN Aquiesoarmay hybfidizatien (chenaghgh Pciegg - 4
MAR 2005 WD 02 62 .1 alm Ld ¥ gal

sophi sti cat ed énrl?a(ggg%eﬁgd# Eé% é%?(ght%glﬁs I prhﬁg%gﬁg’eﬁﬁb%%é%%%g@gugﬁgg&f
sequences. | n spepldication téchniqidsamih a3 PORe ok grefermed msthod visa the t(h@dani no
acids of 140 POLYPEBAcMGy SINHAS froffbefih BihétURelbits Fiif tiiearhAscin plofil B9 [ Nt O
account not” onl'y “exac orrespondences between a between pairs of residues,
one fromeach of the sequences 5 being conmpargd (as for identity) but also,
where there is not an exact correspondence, whether, on an evolutionary
basis, one residue is a likely substitute for the other. This Iikelihood
has an associ ated "score" fromwhich the "%simlarity" of the two sequences
can then be determ ned. Methods for conparing the identity and simlarity
of two or nore sequences are 10 well known in the art. Thus for instance,
prograns available in the Wsconsin Sequence Analysis Package, version 9.1
(Devereux J et al, Nucleic Acids Res, 12, 387-395, 1984,




avai l abl e from Genetics Conputer G oup, Mdison, Wsconsin, USA), for MAR 7005
exanpl e the prograns BESTFIT and GAP, may be used to determine the %
identity betwgwarn28000 pol ynucl eotides and the % identity ancdiugseynsis?
simlarity between two pol ypepti de sequences. 15 BESTFI T uses the "l ocal
honol ogy” al gorithmof Smth and Waterman (J Mol Biol, 147,195-197, 1981,
Advances in Apgicata dfttenermsl funstiondf thegRiypesride 0d4e preawisin.f Inadditiohe best

S ngL e, 1201 Oncloablill LG of RSN B IR BMERGETRNEET nk drsufibA e sul ted to
conparing two r}’o ynucl eot1 de or vvoppolly epti de sequences that are

di ssim | ar i nercedsgitty anah@ngive (oran the ssoergeng (foh edtanplecoretbavingan degtonine
represents a rti of.. the longer. In cqQ rison, 20, al i. .
sequences, fi ﬁogylﬁ:&g% coﬂﬁ'ﬁ ipf’rtﬁ?ﬂag&rﬁ T%##?V'mm%é’ei?aﬂ ipﬁodGﬁg 3"1?%’(1,\6 "3%‘%5}? }n%ch i of
Neddl eman &ndroiisfaldpolybeplies & the prestf, iﬂ*ﬁe&tiléﬁfbr ﬂxﬁﬁdﬁnapﬁiléﬁidt&ﬁp’fw@msthémiﬂd to
R M T e T R
and "Length VWishiativdrs@dei N €each programare 50 and 3, for polynucleotide

sequences and 12 and 4 for polypeptide sequences, 25 respectively.
Preferably, % i dentPithes aspeet %%ﬁ?ﬁé’r‘i‘ fq"é%t‘%&r"@atﬁ%tf’é??ﬁ%’éﬂ Wé’ﬁlyf’?%‘d%

sequences bei fg iBRIRA & thed TR gD, TR ek SRS themCEAAe nRdQE Aok s to _
determning identity and/or simlarity between sequences are also_known in

the art, 1&r pioducgmpdbodies that arsimmupespecifisfornolypeniides efAbe psaRyjinvgntiona (Thy| |

Mol Biol, 21pm4{isndhbSheciid®heantiiab®l dhibddles Rive Yhbstahlifly et RTifiy 38 fhe
25: 389- 3402, 1997, 30 available fromthe National Centér for Biotechnol ogy

| nf or mat i on ( RdRpeptideseof e dnygntion thanyheirailiniydar ether relatedralymsptides Frtbepfir't he home
page of the NgBlI at www. ncbi.nlmnih.gov) and FASTA (Pearson WR, Methods
in Enzynol ogy, 183, 63-99, 1990, Pearson WR and Lipman D J, Proc Nat Acad
Sci USA, 85, 2444- Antibodisygeneratesd aghingtipplypeptidpeafthegireseptdnveptionanayibg obaimadnce

Anal ysi s ck 2l e . ferably,
the BLosulbs B fminfbring e MoiTheplis or Hilopebeail Fnpitetis SR ARG 210 &
Proc. Nat. Acartfesaily 2 ygphungg anisgh psng @otine proworty. Fos prgparationof peorgelamsl | de
T ed TRARRAE PR S R AR ARl

translated into amno ° acl d sequenc | erably, the
pr ogr am BESTFkaltures cas befused Exsimplesinglude the hybiidbanattéchyiquef (Kehigr & gnd Milstein,

pol ynuct eot | A Hangs PS)128Rlb4IRS SUIRRAS bbiifhd B8RGG bcphBligRenCe

pol ynucl eoti de”or a " pol'ypepti de“sequence, e reference
sequence BRi necbmguenEothor el alghmuungtegy Thday (32833 Ad2eand thefERhbybmidoge am set  at

the default v el e SHet -SR] REexn RS, MEasur e
of sequence rgcgﬁg%f?\@g%e&ﬁ’g@&gﬁ(géﬁbgﬁuseygtqugﬂmcom%wé@@g’aﬁ%ﬁlgalfle’sequence
(pol ynucl eot i &re.,dP8Yol ypepti de) and a reference sequence. Thus, for

i nstance, a candid i . i .
Identity Index of a‘iﬁ&é‘%%%%ﬁgg‘% g‘ﬁ*’i’%ﬁf@#@?@’ﬁ“&?‘éoﬁ yggnE U%g{e%stl ge éssgaﬁegnq%e IS
i dentical to ih® PaeheNerOd6,7ik cancalswde edapigt to prodocetsinglechuiol antivodies to

pol ynucl eqti de se C inclu ayer age I i s per
ach 100 Atici SBDPABaNE BRvrF Ao FaBRE RS, S oelifl, HchFRTEFT
sel ect ed fr omniasmaly, oiap beusad tesdixprass minanized smibddicsne nucl eoti de del eti on,

substitution, includi transition and transversion,,or insertiqn.. These
di fferences may oc?&?g’g‘{vefiﬁ%“ %ﬁb@ﬁm%ﬁﬁﬁygﬁi‘ %a%r%koolﬁg}u#ea%e erence
pol ynucl eot i dexpregingtieepolypetidy vieparifyehe\palypepiiies by bifinity chadmatggraphyi ons,

i nterspersed ejt.her individual Ly agpng the.nucl eotides,.in the . ence
sequence or ATBee Bt paYRpite BRI Py pER R AP R PRGBS e nce.
I n ot her @0r ddisedses dRhenibtemtion, ampigsy/sthrs.eot | de sequence having an ldentity

| ndex of 0.95 conp d tao a referenc pal.vnucl eotide se aver age
of up to 5 in ever °§'§@“§fs¥’ﬁé’°%'€?eé’§ﬁs§g§%@fesfrﬁémﬁeﬁ ?r%ggggﬁg‘r“gﬁgse sequence
may be del et edacchiiehsAcdottigdy, @f a furth@rabpedt, therpraaent imventonmelatestn amiethoddér, as
her ei nbefore described. The s appl.ies nutatis nut.andi s .for other wal ues
of the I dent i SR AL EFRogtAUTERES Y SRRl ot cobies dipe it mhm
Simlarly, forwith gpelyppgileiofife prseanintémiahadpqiaene piodke asitgpdeaiéorTaellng, for

exanpl e, n l.dentity Index qQf Q.95 ¢ ared to a reference pol . i de
seqlrjrgnce P2 | JORHRCEFRORY: Pyding, f’reer"é'ﬁglgp %@Wﬁé@g%égﬁf&tﬁﬁvgﬁoﬁép[g%hlpept i de
sequence may include an average of up to five differences per each 100

am no acids of the reference sequence. Such Yifferences are selected from
the group consisting of at. | east one am no acid del etion, substitution, 30

i ncl udi ng conservative and non-conservative substitution, or insertion.
These differences nay occur at the am no- or carboxy-term nal positions of
the reference pol ypeptide sequence or anywhere between these term nal
positions, interspersed either individually anong the amno acids in the
ref erence sequence or in one or nore contiguous groups wthin the reference

L o o T o N 2 D I | - a N L o o 1. o ”~N ™




in every 100 of the amno acids in the reference sequence may be deleggﬁRz%5
substituted or inserted, or any conbination thereof, as herei nbefore

descri bed. WRINAW2 applies nutatis nutandis for other val uBETAISOY28d62
Identity Index, for instance 0.96, 0.97, 0.98 and 0.99. The relationship

bet ween the nunber of .pucleqtide or amino acid differences apd, 5.the

| dentity | ndextoﬁﬂ“b?"gwgg?é‘bd‘?eﬁset ethgy 'ﬁﬂ\ﬂ‘sﬁﬁeéscﬂké?qyc?ﬁ‘?blﬁgﬁ‘ﬁ@(‘&%) ,in

whi ch: na is tifgividuTieefiorOhn RbiEhRRgicdPrefondTh B thadtdalimsy AifFvean@REd by@ i s the
total nunber of 'ﬂucl eotides or amno acids in a sequence set forth in the

10 Sequence LimB§tpqfFomprises deliveringiapelyneptidsrfdhe presgntiipventiqnies vackr dieiing

mul ti pl i cati onexgResicH &ithe ANANEIBLAAR hid B FRARE o] e iR hiOS i Orgdto HducaNd | 1S
rounded down to the nearest” integer prior to subtracting it fromxa. 15

"Honol og” ids aSugkpimmanplegisalrespense tp praduce aetibody torpivtect said animal fyomudiseastsiofie or
pol ypeptide s : DO ﬁﬂd@uidﬂ' QEEQ{ f ' s toa
ref erence segﬂgﬁ@gﬁm@;’ugﬁgﬁa ate nestgsmﬁay eg aﬁgﬁt%%giléggﬁgwxgé%?%%%?ng t he
degree of i dereils 35 aaediingron particles ar dtherwiset Swcbmuclbio atidmecta quy comprimPNA,

her ei nbef ore hned. .. | i wi Lt hi | er termare the ter

ot ol og" - andOVanf SpaliRl deih otha A DNRNARIE. For b n Tahf, &g or

pol ypepti de t haileicacidnectbuwilittiemonballg gprovidel ani vatiné feemilation(tahpsitionle The

pol ypepti i n,_anqt.her cies. "Paral pg" refers to al.ynuc| eot i deor

Dol ypept i 2 ¢ arRA ey HEiet ipiprst & B cof. ivee s pafiedPAR BEY b bkan ar

" Fusi on pr]?teidiiwmiters&)rﬂad;,&iﬁ)plefeﬁibry ﬁnﬁﬁfte:édbateﬂmﬂly@értilﬁ&nbmrsﬁic%ﬁél us,f used

genes or ragnents thereof. In one exa e, .EP-A-0 464 533- A discloses

fusi on prot ei %9“%‘ ' ’iwvew'ﬁéﬂ%ﬁé“‘é%?%?cﬂﬂ@' gf’mﬁ’éﬁﬁ’gi‘%ﬁ"l’cm'?l%gﬂ' Breni¢ral

it hm‘runo]gl o:oul i mdmﬁiaﬁﬁbﬂﬁacheieﬂiu_bﬁfs aﬂdlhd}h—ﬁjﬁe&ﬁle&gialhﬁl _deﬁg@Eaﬁtﬁ‘anltﬂat miAdohtain o
ereof. In many cases, oyi ng an i munogl obulin Fc region as, a part o

a fusion prot e‘?’%‘q"é"saﬁﬁwﬁﬁ‘%gggl@ﬁﬁgg%”@éémpﬁ h@?%@ﬁgheé?fam&ga@%@% witdhe i ng

in, for epsanpbiod df il rediSiehtPAha iR AKX indibh AqitbRPR4rid ﬁgpe[nﬁél%,thﬁ-nﬁy,mcﬁﬂep\ 0232

262]. On the other hand, for sonme uses_it _ would be desirable to be able to
del ete the Fc PERPding pgsnisontickgringreentso Thy (renlations gap bepreeerisd dvwitdlosgien ect ed
and purified. mhlki-dosdddniaielsOfRs cafiple, SRl 8RB&es dnd HaldGhdthaPbd stBRlinld M ted to
patents and patent _applications, cited in this specification are herein

i ncor por at ed M@@ﬁ&@ﬂ?mm& ordy, the pdditjon of she steridaslianid qatriey irmpediately

publication orprgptdiseNPhe ViBkife PREAkdnGRly! aYsodhtdude A Vint HRleh) filtdbmahethet ©  bE
i ncorporated by reference herein as being fully set forth. Any patent
appl i cati &9 t oinymanegenicity of the fprmulatiors syghag oil-IpwHer syetany Y PilEg AGIEms khawn

appl i cation cl gigeard " 1nebdaYe Wil &W&%&&nﬁé{f&%ﬁﬁré@f% ifyn its

entirety in the nanner described above Tor publicatio erences.
Tabl e L Gene Nigtarmied Ry equiheexpeimen@sicnespondi ng Protein Gene | DSEQ | D

Cbgo14l 26comp1 1 f 36T AISBRER PR AL KR Rl e Banls MRl s 4 o5,

120703RNas e120¥Fesmare ib o prasEedistse\datds inspag8 8 (¢ S38580BH® inBoNd 5 SEQ | D

15 NG 3583%%%@%‘%’8%%%%%ﬂ%ﬁﬁw@%ﬁﬁﬁéﬁgﬁ%ﬂ%ﬁ%@% N

10SE | D NO 54 ighibB g faitbmer ln@Bdfithel i\ ctdrBingly] i aMOHES aspect, the present

SLTALON | KeOS5e B SR AR D R GRITIRSLRA0 1 ©

inhibit the function or level of the polypeptide. Such methods identify agonists or
antagonists that may be employed for therapeutic and prophylactic purposes for such

30  diseases of the invention as hereinbefore mentioned. Compounds may be identified from a
variety of sources, for example, cells, cell-free preparations, chemical libraries, collections
of chemical compounds, and natural product mixtures. Such agonists or antagonists so-
identified may be natural or modified substrates, ligands, receptors, enzymes, cic., as the
case may be, of the polypeptide; a structural or functional mimetic thereof {see Coligan er

35  al, Current Protocols in Immunology 1(2):Chapter 5 (1991)) or a small molecule. Such

14



SEQ I D NO 15S | D NO 59 shg 1003675RNase1003675SEQ | D NO 16SEQ I D [@31 E%%
10152S8PLML015258SEQ I D NO 17SE I D NO 61 sbg10033281 GL003328SEQ | D i\
SEQ | D NO 6% cSiz/2892N0. 19S | D NO. 63 sb 1020829SGLT1020829SE |HUIN302088E2( D
NO 64 sbg1005450UDPGT1005450SEQ | D NO 21 SEQ I D NO 65 SEQ I D NO 22SEQ I D
NO 66 sbgl 002620TTal002620SEQ I D NO-23 SEQ I D NO 67 SEQ I D NO 24SE | D NO 68
sb i 002620 TisbzorBresmréfErah@h2ESanoe@mla@eadt kiny HOODGIamoR 200y | D

NO 26 SEQ I D 28SEQ
' nor 72 sborooan TR St e R st s e R R O RO B D 5D
NO 74 sb 1007QRESEdTHO 0FS6EH ndlches 8¢ SEahiDmdeclss. shg1012732GLUT1012732SEQ
ID NO. 32 SEQ I D NO.Z6 SEQ 1D NO.33SEQ I.D 73 &%gpﬁ@@zqm
NO 340Q | D NO 78 56%‘ ﬂlﬂ%@%ﬁ ‘éﬁ%& g 36S
EI?} gzo 88 lsg% % %?%%@bﬁmﬁgl%& aﬁEt@nlpmm 38§E8 I D

shg r ecpt EQID
NO 84 sbg115l BEnqIsc szl 86
sb91399854ANKm&%§54e$$@.elsaeem1 @E@&Qnmﬁmg@da@mﬁw@m &8 24 - 4
MAR 2005 WD 02/ 22802 Table H PCTIUSQ / 28462 (Gene NaneCGeneCd psest

Pol ynucl eot i deTmRaiayely B Goranstifivebipdingef a q&%ﬂmwpound to the polypeptide against

homl 0gy hormo! QpbeARRbingdthdrQbs (iR Bk 96020 GrEdoina FBIORIAKARE MUS e
Kupffer cell c-Menbrane- cgreggtte bi n% ng% rect subm tted§(25 type lectin

receptor, 1§ : Wfﬁe@MWAWM%S%HGWQWY%HWSQ ine g

Center, (25 CCT, DR G gchool of
Medi ci ne, dat aba%€§%6§4 S}%r est Parb? H@\}%{jﬁégm ou{bg&ﬁk@ gﬁ?gégm USA
sbg614126Conp| phibiBes m@6mwmmmuyfmr®rm fhejpeesencegt ¢ knosa aémlaﬂ—m factor

HSub d
Hi sztmo;t ﬁm gtzlonen %@%‘;’ﬁﬁge@ re m%(:%‘%&g M&mw&m%mﬂm

Further the screening methods may 31mp1y comprise the steps of mixing a candidate

15  compound with a solution containing a polypeptide of the present invention, to form a
mixture, measuring an activity of the genes set forth in Table I in the mixture, and
comparing activity of the mixture of the genes set forth in Table I to a control mixture which
contains no candidate compound.

Polypeptides of the present invention may be employed in conventional low

20  capacity screening methods and also in high-throughput screening (HTS) formats. Such
HTS formats include not only the well-established use of 96- and, more recently, 384-well
micotiter plates but also emerging methods such as the nanowell method described by
Schullek et al, Anal Biochem., 246, 20-29, (1997).

Fusion proteins, such as those made from Fc portion and polypeptide of the genes set forth

25  in Table I, as hereinbefore described, can also be used for high-throughput screening assays
to identify antagonists for the polypeptide of the present invention (see D, Bennett ez al., J
Mol Recognition, 8:52-58 (1995); and K. Johanson et al., § Biol Chem, 270(16):9459-9471
(1995)).

The polynucleotides, polypeptides and antibodies to the polypeptide of the present

30 invention may also be used to configure screening methods for detecting the effect of added
compounds on the production of mRNA, and polypeptide in cells. For example, an ELISA
assay may be constructed for measuring secreted or cell associated levels of polypeptide
using monoclonal and polycional antibodies by standard methods known in the art. This
can be used to discover agents that may inhibit or enhance the production of polypeptide

35  (also called antagonist or agonist, respectively) from suitably manipulated cells or tissues.
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1SA, UK. Dierich, MP., and Weiss,E.H J. Inmmunol. 146, 3190-3196 (199_12 MAR. 2005
sbg120703RNase@BAL157687Human ker ati nocyt e- Secreted RNaseDi rect Subm tted
(24- deri ved™NR&E82 ce MAY-2000) to theprotein, geneseqp:  PCT/USG1/28462
EMBLJGenBank/ DDBJY44192 Submi tted by dat abases by Genoscope. f NNOGENETI CS NV

Application nunber blication date:.EP- 943679- .2 2- SEP-
sbg98530TThr o%osp@%&%@%%@?@e MREN'T 58?@33%@%&#&5&%2@%% tted
( 30- MAR- 20101 G8:K1® regepuars, ifl & Ofbyoulh cahdatd resegior Bid3inD G@kniGey lmsyven inghe art.
Facility, The %%ENCB? one Da;‘é{gﬁ.?i nt .Ger&aére‘ﬁ{ﬁpl ration. Resear.ch.lpstitute,
2800 M tchel | PBITE S 45 REIIREA - Figana Ry andebsninking SARTERPEATS 4508,
e e
AU, 1099) By ( KRHTPGELBpM ARGt FR SaSEHEHce FHBPISPS KO O 1
Facility. DOE pd@ficatibm ahdnaibaiewidnGos S éiRe fultiivk tdébRor (2830838 mictibtanes\cell
Mtchell Drive, Wal nut Submtted (0Q2-NOV- Creek, CA 94598, USA2000). Chen

J. M, MRC Mol Ebpemaants Bssuasxiacs, pagily fhuds)., Othenfaethnds inciudg bioghysical fedmialeshr aham
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Screening methods may also involve the use of transgenic technology and the genes
set forth in Table I The art of constructing transgenic animals is well established. For
20  exarnple, the genes set forth in Table I may be introduced through microinjection into the
male pronucleus of fertilized oocytes, retroviral transfer into pre- or post-implantation
embryos, or injection of genetically modified, such as by electroporation, embryonic stem
cells into host blastocysts. Particularly useful transgenic animals are so-called "knock-in"
animals in which an animal gene is replaced by the human equivalent within the genome of
25  that animal. Knock-in transgenic animals are useful in the drug discovery process, for target
validation, where the compound is specific for the human target. Other useful transgenic
animals are so-called "knock-out" animals in which the expression of the animal ortholog of
a polypeptide of the present invention and encoded by an endogenous DNA sequence in a
cell is partially or completely annulled. The gene knock-out may be targeted to specific
30  cells or tissues, may occur only in certain cells or tissues as a consequence of the limitations
of the technology, or may occur in all, or substantially all, cells in the animal. Transgenic
animal technology also offers a whole animal expression-cloning system in which
introduced genes are expressed to give large amounts of polypeptides of the present

invention
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"Isolated” means altered "by the hand of man" from its natural state, {.e., if it occurs
in nature, it has been changed or removed from its original environment, or both. For
20  example, a polynucleotide or a polypeptide naturally present in a living organism is not
“isolated,” but the same polynucleotide or polypeptide separated from the coexisting
materials of its natural state is "isolated", as the term is employed herein. Moreover, a
polynucleotide or polypeptide that is introduced into an organism by transformation, genetic
manipulation or by any other recombinant method is "isolated" even if it is still present in
25  said organism, which organism may be living or non-living.

"Secreted protein activity or secreted polypeptide activity” or “biological activity of
the secreted protein or secreted polypeptide™ refers to the metabolic or physiclogic function
of said secreted protein including similar activities or improved activities or these activities
with decreased undesirable side-effects. Also included are antigenic and immunogenic

30  activities of said secreted protein.

"Secreted protein gene” refers to a polynucleotide comprising any of the attached
nucleotide sequences or allelic variants thereof and/or their complements.

“Polynucleotide™ generally refers to any polyribonucieotide (RNA) or
polydeoxribonucleotide (DNA), which may be unmodified or modified RNA or DNA.

35  “Polynucleotides” include, without limitation, single- and double-stranded DNA, DNA that
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USA. Bi ot ecsznol p?gc%ssing, or by chemical modification techniques that are well known in the art. Such

modifications are well described in basic texts and in more detailed monographs, as well as
in a voluminous research literature. Modifications may occur anywhere in a polypéptidc,
including the peptide backbone, the amino acid side-chains and the amino or carboxyl
termini. It will be appreciated that the same type of modification may be present to the

25  same or varying degrees at several sites in a given polypeptide. Also, a given polypeptide
may contain many types of modifications. Polypeptides may be branched as a result of
ubiquitination, and they may be cyclic, with or without branching. Cyclic, branched and
branched cyclic polypeptides may result from post-translation natural processes or may be
made by synthetic methods. Modifications include acetylation, acylation, ADP-

30 ribosylation, amidation, biotinylation, covalent attachment of flavin, covalent attachment of
a heme moiety, covalent attachment of a nucleotide or nucleotide derivative, covalent
attachment of a lipid or lipid derivative, covalent attachment of phosphotidylinositol, cross-
linking, cyclization, disulfide bond formation, demethylation, formation of covaient cross-
links, formation of cystine, formation of pyrogiutamate, formylation, gamma-carboxylation,

35  glycosylation, GPI anchor formation, hydroxylation, iodination, methylation,
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Changes in the nucleotide sequence of the variant may or may not alter the amino acid

sequence of a polypeptide encoded by the reference polynucleotide. Nucleotide changes

20  may result in amino acid substitutions, additions, deletions, fusions and truncations in the
polypeptide encoded by the reference sequence, as discussed below. A typical variant of a
polypeptide differs in amino acid sequence from the reference polypeptide. Generally,
alterations are limited so that the sequences of the reference polypeptide and the variant are
closely similar overall and, in many regions, identical. A variant and reference polypeptide

25  may differ in amino acid sequence by one or more substitutions, insertions, deletions in any
combination. A substituted or inserted amino acid residue may or may not be one encoded
by the genetic code. Typical conservative substitutions include Gly, Ala; Val, Ile, Leu: Asp,
Glu; Asn, Gln; Ser, Thr; Lys, Arg; and Phe and Tyr. A variant of a polynucleotide or
polypeptide may be naturally occurring such as an aliele, or it may be a variant that is not

30 known to occur naturally. Non-naturally occurring variants of polynucleotides and
polypeptides may be made by mutagenesis techniques or by direct synthesis. Also included
as variants are polypeptides having one or more post-translational modifications, for
instance glycosylation, phosphorylation, methylation, ADP ribosylation and the like.
Embodiments include methylation of the N-terminal amino acid, phosphorylations of

35  serines and threonines and modification of C-terminal glycines.
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molecules initially transcribed from the same genomic DNA sequence but which have

undergone alternative RNA splicing., Altemative RNA splicing occurs when a primary

RNA transcript undergoes splicing, generally for the removal of introns, which resuits in the

production of more than one mRNA molecule each of that may encode different amino acid

20  sequences. The term splice variant also refers to the proteins encoded by the above cDNA
molecules.

"Identity" reflects a relationship between two or more polypeptide sequences or two
or more polynucleotide sequences, determined by comparing the sequences. In general,
identity refers to an exact nucleotide to nucleotide or amino acid to amino acid

25  correspondence of the two polynucleotide or two polypeptide sequences, respectively, over
the length of the sequences being compared.

"% Identity” - For sequences where there is not an exact correspondence, 2 "%
identity” may be determined. In general, the two sequences to be compared arc aligned to
give a maximum correlation between the sequences. This may include inserting "gaps” in

30 either one or both sequences, to enhance the degree of alignment. A % identity may be
determined over the whole length of each of the sequences being compared (so-called global
alignment), that is particularly suitable for sequences of the same or very similar length, or
over shorter, defined lengths (so-called local alignment), that is more suitable for sequences
of unequal length. |
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entire length. Preferably, the parameters "Gap Weight" and "Length Weight" used in each
program are 50 and 3, for polynucleotide sequences and 12 and 4 for polypeptide sequences,

25  respectively. Preferably, % identities and similarities are determined when the two
sequences being compared are optimally aligned.

Other programs for determining identity and/or similarity between sequences are
also known in the art, for instance the BLAST family of programs (Altschul S F et al, J Mol
Biol, 215, 403-410, 1990, Altschul S F et al, Nucleic Acids Res., 25:389-3402, 1997,

30  available from the National Center for Biotechnology Information (NCBI), Bethesda,
Maryland, USA and accessible through the home page of the NCB!I at
www.ncbi.nlm.nih.gov) and FASTA (Pearson W R, Methods in Enzymology, 183, 63-99,
1990; Pearson W R and Lipman D I, Proc Nat Acad Sci USA, 85, 2444-2448,1988,
available as part of the Wisconsin Sequence Analysis Package).
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di sorders. It has been shown that a genetic- engineered pancreati c RNase has

cytotoxic action ORARUIE iR BLOYITREG? ki acid ShHstrutidt thatliR Chhil®nys adpr eci abl e

toxicity on human and nouse normal cells. This variant of human e{)ancreatic

RNase sel ect i Ve & s Proe et Acar Sei. HaA §b405olP R htirais uesdipePlPePlidor to
apoptotic deatséhuexﬁgg_@ﬁ'lﬁagis&{s iﬁ&l]ﬁiﬁﬁ%lﬁ:@ élebiidd Lhuehdei e 8 hibSslatdidoR@sRuUSe Of

its human origin, this protein Is thought to represent a prom sing tool for
anticancer t hesidpsaveiReskaitte c@ppabsonGaet ano S, De Lorenzo C, Grauso M Monaco

C, Spalletti-Cerni efti  Pno o ‘QWE : é{e,q?i 1999.
Proc Nat | %cad Sci %@?ﬁﬁg@e%@ﬁ ?Wisg%g&dé/lﬁ%n, &%]%’ l(:jgtns I ac?glerf?:t be used
to treat an Rpélymiclentidé orfagoliyipeptide ssngence svithmésper tu aefersage fpdynusiebtide of
treating a o tosis-related disorder sbg98530TAn _enbodi e f the

nvent] on i o PREPHUES SR EBTen HerEre: TS THE ROl TeaiRgbe
processes, deyahRRERNE tefprdghen st b ddiand valvg, dikeeinbeoe desyibédm and
affecting cell magration, survival, or, angi ogenesis. Cl ose honologues of
?bQQSSSQggbarg thég#ﬁ&%%@ﬁ&f ﬂé?“’???@;’;ﬁs% %ﬁgﬁlﬂi"’fﬁvi‘g’ﬁaﬁ%ﬂs t°of. prot ei ns
ound wi y i BAHAfdMRREqnefioe idR 5%?;{:6 de fehiferR¥ Rdq@&iee.oN
patterns and icﬁm?/i t?o proper i?est(%(? nar?y_thorro ospgor)ldi n?S su gegicpotential
rol es in the Jlirsfordesanee. asandidatepolypBeiedtide sraEense avans: Eﬂ‘iF’“’é@g"e@P MY dur i ng
the devel 0DMeiqepl 055 S5 a RASHRE ORI caRdls idHGPio (RFcRRACDY

218:280-99). Cell interactions with extracellular matrices are inportant to
pat hol ogi cal ctrmaresxedpttbatsbecandidate pelynucieotide segiesscorayHntlede yfyerage up to

oo 0%y A RN Beclodad B pusiEaLel STt Ly

phenot ype by atron, surv or angi ogenesis (Liaw L,
Crawford ME. H€ieded fBom the grovipgoBisting feat 1@st: 080 Suclepyide deletigniibstiyion, including

t hr ombospondi n-| .i.s. al I L ent. 0{:@8[1 el | %jn& in
devel opi ng aném’lsé%%ll %‘F%"%F‘%‘é’ﬁ’&?“?%%‘?fs %‘39&5 %% E)%&B;lhoc %I%r Ce Bi ol
29: 961-5). sbgbfitensththeaefentiepphhuddotiih eequence ot ingwhére between these ¢efrminal
sbg563917RDPRenal. di seases., i.n t.reat t _or di 0.S . LG I
ailure and agedueyearag el idbORE nahe d AR B el ichina
honol ogues of o8 &R MékMatiguoay grows dvithirethe efiatnce seguénea sindithpe porddases. |t

Coni {1 canbly, Bt Pt Rt Een bavih r il Plp HRfo ool to {8fmnce
Kern Y, Oshit goiynicledddb sdquerize,¥in akerippyciapio 3 in every 200 diahemeleotides offthericihe F.

Ki kuchi H, Ka u S and Yabuuchj. M. 1999 Ann .Cli.n, Bi oche L. 3 Pt
e, IniginARerm s il Rt o
aging and ca f Meh u n r
ht hal mol Jul ; 83 :885). 32 V\l)Agéég)f%OZ E%?I e lll (cont . - 4 MAR 2005

PCTI USOL/ 2846 20¢s3nfor Fasiapesdss @88 03P seases sbg618069An embodi nent of
the invengkon is theimiledy, ffr aPoEHEpEAS A dairliditdsol pfepidei saquesitel havih g, ool exmmaple.Or

di agnosi s of neural devel opnent and the adul t d| seases, LRRnervo.uallqs%stem

di sorders. O caddentingndes et 9.95 cempasedteadelersnes RALBORISRSSIIERcE i IArHHs fi repeat
proteins. LeuGhfigmld eh@neObdca it ik b&yﬁ?ﬂ@i&q@é’n@é Rhylinclk®an average of up to
wn' o

spi nel ess-ari stapedi a, has been shown’, he preservation )
five differences per each 100 amino acids of the reference sequence. Such differences are

selected from the group consisting of at least one amino acid deletion, substitution,

30 including conservative and non-conservative substitution, or insertion. These differences
may occur at the amino- or carboxy-terminal positions of the reference polypeptide
sequence or anywhere between these terminal positions, interspersed either individually
among the amino acids in the reference sequence or in one or more contiguous groups
within the reference sequence. In other words, to obtain a polypeptide sequence having an

35  Identity Index of 0.95 compared to a reference polypeptide sequence, an average of up to 5
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interact with tango bHLH PAS proteins for controllingand mai nt enance
antenna! and tarsal devel opnent in Drosophila (Emmons RB, of gastroint é&l““@?
Duncan D, Estesyfdoz Kiefel P, Msher JT, Sonnenfeld M nucosapcurdsdiize4édar d
MP, Duncan | and Crews ST. 1999. Devel opnentrepair of acute Sep;
126(17):3937-45). In nouse, neuronal Leucine-R chand chronic Repeat NLRR-1
and NLRR-2 nRNmsvene ¥ of i aodneativ ¢otha Fefires eeauence maphe il¢lsted, subishiwted ent r al
nervous syste I [ ' Lanidf i (@ LS net:. T in
neur al - devel opeangt, B obdlc BEGE S pSEARcole AR Il e difheslii]
Wanaka A, MNor imifgn¥sZheothevalsedvi tieidetioy Idex| forinstdpce efa b7, V.98 radd T8hyanma M
1996. di sease, ALS, .Brai.,n.Res | Brain Res Jan: 1-2).:31-.40). Furt hernore,
aneur opat hi es, new'ﬁ}g%lgqonglppp{%geqn %?WF?%W%%%&%&E %@égﬁefewe cancer,
wound was &nplthd Idestitade0inay BXdxpassa th the folleingrgimitiogl | onesheal i ng and ti
ssue (Alneida A, Zhu XX, Vogt N, Tyagi R, Mileris Mrepair Dutnillaux AM
Dutrillaux B, Ross D. Ml foy T hd KehBsh S. 1998. Oncoene Jun 11;

16(23) : 2997- 30Q%hichSP9934114An enbodi ment of the invention is the use

of Cancer, sbg934114Rel axin in treatnment or diagnosis of collagenrheumatic

Rel axi nr enpndel i ng, Tariethe numbarotrucleahide araminorsiddiifarenses i | e di sor ders.

Adi seases, heart closesoml, %H&o?BuéJ&ﬂﬁé%l%E%'aa&iﬂa'sé e%éﬂhfﬂnhm te

Rel axi ndi seases, haf-various brologic activities, 1ncluding the | nduction

of syst em clOcol Segurmre Listimgiel i ng and consequent softening of the

ti ssuesscl erosis of;.t I anal during delivery, the inhibition of

uteri ne(scl eroderr n;éf&%g&npégg e activi ty, and the stinmulation of growth
andand preterm bi r tdisthefshmbelfor thé indlfiphdanbdeperatsryamedy gl and (Bani D. 1997. Gen
Phar macol 28:13-22). Relaxin belongs to e insulin superfam |y, and is
produced pri mePNHFLEDY P%‘“%?‘;?&%‘“F&f%é&ﬁ?qtﬂsﬁ’dﬂ‘ ﬂP‘éfE;Hh‘ﬁ‘F et lﬁ%ﬁ?ﬁ?@&rﬁﬁnt
femal es. In n‘BJuB@actiﬁG%jt%mai s synthesized in the prostate and released in
the seminal_fluid (Goldsm th LT, Wiss 0, Steinetz BG 1995. Endocri nol
Metab O i nt3Nort h AmEbmolog] isgegeneric teppused mndhe arforipgisatefenpbmueieeide ar ¢ hat
relaxin regul aigbpeptide\WedherdePostbdsing atidh Rbred b RiucRécABRiedcBi @A refeRhdeS | N
culture, pronotes dilation of blood vessels in several organs, including the
uterus, the mesefeRse. giush eelatedness may e gpaptibisdkbystermining she degres PHAGRINAILT act i on

on the heart, §Rfy bawkdihd GlotBRRnAk allieddiMIXERE ddbiiedBRAlING Hithfh thid @BeAS S €S

aggregation of platelets and their release by negakaryocytes, and influences

the secretion ©fm#ethederas "pholags a5i {'parales’y "Githoles” raiem to apolypyglipotidesy,

Phar macol 338: 1342 ide!that RARK fuhQidnalSQiRalER BAhE BolPRRoERMBolyihide @laddthe | S
effective 1n ec’r?%%lsieng skin involvenent in s?}g errig scl erosis (Furst DE

1998. Curr in RedemdPanlogbrefero g polypurlectideor/pelypeptids theh vithinthogmesagsice | |

(coat. PCTI USQli284 %enctE NapgisesAssoci ated Di seases sbg99174LAn
enbodi ment of the i|nvecntl|!aig¥| I's the use of Cardi ovascul ar sbg99174LOX-like in

treatment or di agno$iusionprotein]aefesité aprteinoamdeded by tway oftepanrelated, fised geaes wr

at her oscl er osi I h ther j Q;&,JE . IS
oxi di zed | ow d@?%’??@ I pg'pglorgtalé?%@6%??&%@#@?}53?%%?%? E}fgg?%néeé%sl 4 }Cl)i)i(ﬁ% i ke
as wel | as2oxi diripechortbus of copktegt regimmofiimypubdghbplinmelernlesgegehenwith anothent ai n a

G Lype, ! S A b AL by SRRE S AR "

| i poprotei n ( xpABLf afhsigrsprateinris advambgenwas fer usa int therapyhend gisgnasis resulting kne Far al

function. Lectjin-ljike OxLDL. rece .- k) d SEBRB04Pde0 i al
OxLDL recept or?mEBr?blt"‘i'Pg?(lva Pl&%g‘%é’%@%&%‘?ﬁ@%ﬁﬁ"%&% ar ei'iﬁlppﬁ‘lgtgg'?ljed in
the earliest shaddondonehmesiowduid)badesirablath batbile raoteickestheEd part(afteytherfusipp

Sawanura T,, Furutani_ Y, Mt suo R, Yoshida MC Fujiwara H Masaki T.
Bi ochem J_30199g0§?3:a€ E’Pcnffplﬁsﬁcbaﬁmmd ahd purified.

All publications and references, including but not limited to patents and patent

applications, cited in this specification are herein incorporated by reference in their entirety
as if each individual publication or reference were specifically and individually indicated to
be incorporated by reference herein as being fully set forth. Any patent application to which
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hyper pol ari zati on-activated chloride current,

in nmuscl e cont
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and therefore may pl ay aMiph;
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for nyot oni gweryaztag@phy protein kinase, and therefore i s asscaimwwdnsdsth t he
di sease, an autosomal dom nant-inherited disorder with prom nent effects on
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Glbert J, Ro %ms PBW’?"?‘*‘E‘H’ —~a—Bi-el-—Chem
. 275: 23362-7) . ﬁ’-r e _of Cancer,
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had been cloned and the nRNA was expressed in extrahepatic

estrogen-responsive tissues indicating its potenti al
02, vallee M Beaudry G Bel anger
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14;159(1):131-5., Rich T. menDEEILLE!MMﬂENLHUYJ&KKhND LFoathy V& 1996. Gene
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1 (LGLI 1r ot ei hsbg$RId | §198ehonpEBGY1TBE2P25T| |~ | Moussippative rogiprR | Mygnbrane-
PCTI USOl / 28462| B%rker | | festiect i pRirect submiged @une | & é%?ﬁ?ﬁ@ﬂ T“'- herrEth'ﬁ‘Bi etic
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di sorders, cellular 409, 685-690 (2001)
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PIGR - Direct submitted (28- protein, geneseqp: bound
immublob | MAR-2000) Whitehead | B66271 Submitted by
ulin Institute/MIT Center for (MILL-}
receptor Genome Research, 320 MILLENNIUM
(PIGR) | Charles Street, PHARM INC
Cambridge, MA 02141, Application number and
USA. publication date:
WO0200100673-A1,
04-JAN-01
C1 GB:AL359736 Human adipocyte- Secreted
shg103302 1 Direct submitted (22- specific secretory
6Clq AUG-2000) Sanger protein, gi: 4757760
Centre, Hinxton, Maeda K., Okubo K.,
Cambridgeshire, CB10 Shimomura,L.,
1SA, UK Funahashi,T.,
Matsuzaws,Y. and
Matsubara, K.
Biochem. Biophys. Res.
Commun. 221 (2), 286-
289 (1996)

26



adhesion dis
gastroi ntesti

orders,
nal

pancr eat

itis,

ul ceration Cancer,
henat opoi etwo o2d2s99r der ,
02/ 22802 sbg102200 MCTa sbgl02200 MCTb inhibitor purified fromthe culture

shock,

multi- organ failure,
I nf ection,
wound heal i ng di sorders,

aut oi nmune
36 -

di sorde

4 MNRTZ.(S@EQSAQ

anda MAR 7005

medi um of hunan Ii;lloblastoma cells (Kaplan F, Ledoux P, Kassamali FQ
Gagnon S, Poskak Detwilnﬂ w SweezeyNB 1999, —Am J Physi ol
Jun; 276(6 Pt LfFereNsme] €8¢ iKos ﬁ??ﬁ&é’“m}‘ cleegiea m) g—&* t Popgpsptide by | G2 | saf i (M
Yasumi tsu H, Uneda M TRfP%zakby lemologs 5 gi o lRBHP®TOKyO) Fet &%‘2) 334-
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CRI SP famly -t 4treh—a “u vu To™ T 1) ™ qﬁ
testis-specif gﬁ?ﬁ?? ﬁ%rand aFa;iﬂggj ogene<?mmala§ eg"]‘ia eFﬁ%. P25TT
QU C Tr1bonuc
MRNA was frequéen ?y gxpressed,d i B0 eur opP g, dQ%1|oblastona but
not detected|in normal human Eﬁﬁﬁ5ﬁ§ cel | Ilméé efEkawa T, Myata S,
Ogawa N, Koshikawa N, |Yasum tsu H Kananori T, g eﬁg&ﬁgt K 1998. Bi ochtem
Bi ophys Acta Jan 21;1395(2):202- 8). Another tm@mghagmgupathogenesis-related
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Zhu W Biggs J. 1995. | @Me Juie9ddy $&¢ Crnue31 Boeinbul tiple RTVP-1 mRNA
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i nt erphotoreceptor space (Yoon H, Fanelli A, |(GreotticReasousss;23Philp NJ. 1997.
Bi ochem Bi ophys Res Gommun My 8; 234(1): 90-4)|. L. Teyant h¥MmeMCT2 had been
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RY, Vera JC, (Chaganti Rﬁlﬂl) Center for Genomwe MIT Submitted (17-APR-
Research, 320 Charles | 2001) by National
Street, Cambridge, MA, | Center for
02141, USA. BlOtBChl'lDngy
Information, NIH,
Bethesda, MD 20894,
USA
sbg102038 Goose- GB:AC023965 Lysozyme G (1,4-beta- | Secreted
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G Institute/MIT Center for | gi:126634 Schoentgen,
Genome Research, 320 F., Jolles,J. and Jolles,
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Cambridge, MA 02141]. publication date:
WO0200078953-A2,
28-DEC-00

.28




Gol de DW 1998.

invention is the use of
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S A 86:5748-52). The fenal sqdvaeulgBidayeiscot | Taxiplogyt Medisay lbe rel ategl to
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18SA, UK. Sciences, Camnegie
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compartm | Center, Washington 2000) Laboratory of
ent proiein | University School of Molecular Biology,
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Jun 1;164(11):6075-81). Moreover, factor H was shown to
bind to bone sialoprotein and osteopontin and enable mmor
cell evasion of complement-mediated attack (Fedarko NS,
Fohr B, Robey PG, Young MF, Fisher LW, 2000. J Biol
Chem. Jun 2;275(22):16666-72). Finally, complement factor
H gene mutation was associated with autosomal recessive
atypical hemolytic vremic syndrome (Ying L, Katz Y,
Schlesinger M, Carmi R, Shalev H, Haider N, Beck G,
Sheffield VC, Landau D. 1999. Am J Hum Genet |
Dec;65(6):1538-46). : ‘
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Cts > 35. Modefate to | 8 oSt “ﬁ‘"\“‘ “é I’%el\
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Sanmple G GO GO e GOy Js E,.gples
copi es Copies FRNA (ng), s&mg;% M 2) k ot al
RNA Subcut aneoys 40, 40()@@@3@@4@&@%@55@ q{ggm aneeus| 40,
4000 0. 000. 9652. 36 0. 00 (Aelieids &, ZHa XX, CohS DAGIR, MuRREMA0, 4000 1Bpal?00. 6181} 97
0. 00 d ontech Wl e Br aipnu@iaux2d, Dhgillehk B R6s3 DEMAf03 B. an@Handh6. 91 252. 18
Cl ont ech S. 1998. Oncogene Jun 11;16(23):2997-3002).
sbg934114 An embodiment of the invention is the use of Cancer,
. sbg934114Relaxin in treatment or diagnosis of collagen rheumatic
Relaxin remodeling, breast cancer, and uterine contractile disorders. A | discases, heart

close homologue of sbg934114Relaxin is Relaxin. Relaxin diseases,

has various biologic activities, including the induction of systemic

collagen remodeling and consequent softening of the tissues sclerosis

of the birth canal during delivery, the inhibition of uterine (scleroderma),

contractile activity, and the stimulation of growth and and preterm birth

differentiation of the mammary gland (Bani D. 1997. Gen

Pharmacol 28:13-22). Relaxin belongs to the insulin

superfamily, and is produced primarily by the corpus luteum

in both pregnant and nonpregnant females. In males, relaxin is

synthesized in the prostate and released in the seminal fluid

(Goldsmith LT, Weiss G, Steinetz BG, 1995, Endocrinol

Metab Clin North Am 24:171-86). It has been further

demonstrated that relaxin regulates growth and differentiation

of breast cancer cells in culture, promotes dilation of blood

vessels in several organs, including the uterus, the mammary

gland, the lung and the heart, has a chronotropic action on the

heart, inhibits the release of histamine by mast cells,

depresses aggregation of platelets and their release by

megakaryocytes, and influences the secretion of hormones by

the pituitary gland (Bani D. 1997. Gen Pharmacol 28:13-22).

In addition, some reports have shown that relaxin is effective

in decreasing skin involvement in systemic sclerosis (Furst

DE. 1998. Curr Opin Rheumatol 10:123-8).
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genonuc26. 6210pHgRB30t g - pfip F‘H'E’?‘ﬂlfﬂ‘ﬁ’fé“"l!!!‘“ﬂmo‘é)\*_’%%fé 100000 | Infection and
1. 00E+0519. 3810pRA0 1 Pdtfo0 1| BEFERISI6. 451000
1. OOE+0327. 031000 1. E topq‘EH) .0190E+31400
1. OCE- 00400 po ymcnc-lmmunogl ‘
polymenc -immunoglobulin receptor binds polymenc IgA and | bowel disease,
IgM at the basolateral surface of epithelial cells, PIGR gluten-sensitive
knockout mice completely lack active external IgA and IgM | enterropathy, and
translocation, but remain normal and fertile (Johansen FE, urinary tract

Pekna M, Norderhaug IN, Haneberg B, Hietala MA, Krajci P, | infecton)
Betsholtz C, Brandtzaeg P. 1999. ] Exp Med 190:915-22). In
addition, it has been reported that PIGR can be upregulated by
tumor necrosis factor (TNF)-alpha (Takenouchi-Ohkubo N,
Takahashi T, Tsuchiya M, Mestecky J, Moldoveanu Z, Moro
I; 2000. Immunogenetics 51:289-95).

sbgl03302 | An embodiment of the invention is the use of sbgl033026C1q | Central nervous
6Clq to regulate central nervous system functions. A close systemn disorder
homologue of sbg1033026C1q is Clqg-related factor.

Clgq is a subunit of the C1 enzyme complex that activates the
serum complement system. It has been shown that human
Clg-related factor (CRF) transcript is expressed at highest
levels in the brain, particularly in the brainstem. Similatly, in
mouse brain CRF transcripts are most abundant in areas of the
nervous system involved in motor function (Berube NG,
Swanson XH, Bertram MJ, Kitile JD, Didenko V, Baskin DS,
Smith JR, and Pereira-Smith OM., 1999, Brain Res. Mol.
Brain Res. 63:233-240). Moreover, ACRP30 is structuraily
similar to complement factor Clq, and it forms large homo-
oligomers that undergo a series of post-translational
modifications. ACRP30 proteins may be a factor that
participates in the complex balanced system of energy
homeostasis involving food intake, carbohydrate catabolism,
and lipid catabolism (Scherer PE, Williams S, Fogliano M,
Baldini G, Lodish HF: 1995; ] Biol Chem 270:26746-9).
sbgl00367 | An embodiment of the invention is the use of Viral infection,
5RNase sbg1003675RNase as a promising tool for anticancer therapy, { and tumor

and apoptosis-related disorders. A close homologue of
sbgl003675RNase is RNase. It has been shown that a
genctic-enginecred pancreatic RNase has cytotoxic action on
mous¢ and human tumor cells, but lacks any appreciable
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27588- 9133. 7312. 4112. 4 mm&%y ét%jéﬂ o8 € Sihduby
GW\B8- 6212365627. 7469. 2[7, A-8dtivilsal chiBlide RARAS kndluherdidre
G\B8- 6202365533. 118. 13 a@@Sin nluttRRbnt&iol Rekdny N nor mal
BB99- 5422550731. 4648. 61;9135pﬂtﬁbﬁxﬁdnmamﬂxbmo bb# Subdirasa Gor MAbtonic
BB99- 4062550934. 179. 52/1&ystthphy mxotein Riogserahd thareiornis asogiadd with the
BB99- 9042554635. 693. 79[7difsalraaiantosqwal derhindpt-mhenited diorder 3ithL Z BIB99-
255024000. 00brljai n st ag eprguumzeﬂpgts orgskgqtal 2t catdipc mpglgdMounagy7 BBO9-
2550334. 965. 91/11. 82br aj I’ %?st Eplme SM BysighiY, Gjjbsit h Reyes 4B § AL. Z BB99-
Perryman Jones LR, Moorman JR, 2000. J Biol Chem
1275:23362-T)
sbgl100332 An embodiment of the invention is the use of Cancer, infection,
81G sbgl1003328IG to generate immunosuppressants to suppress autoimmune
immune responses. A close homologue of sbg10033281G is | disorder,
V7, a human leukocyte surface protein (Stockinger H, Gadd hematopoietic
S1, Eher R, Majdic O, Schreiber W, Kasinrerk W, Strass B, disorder, wound
Schnabl E, Knapp W. 1990. ¥ Immunol 145:3889-97). healing disorders,
sbg1003328I( is an immunoglobulin (Ig)-like membrane and inflammation
protein containing three potential Ig domains, and it has an
overall strong sequence similarity to V7.
sbg102082 | An embodiment of the invention is the use of Cancer, infection,
9SGLT sbg1020829SGLT to regulate Na(+)-dependent glucose autoimmune
tansport. A close homologue of shg10208298GLT is disorder,
Na+glucose cotransporters. The humen intestinal Na+/ghicose | hematopoistic
cotransporter (SGLT1) was cloned and sequenced. Close disorder, wound
homology was abserved between the human and rabbit healing disorders,
intestinal Na+/glucose cotransporters, and a significant inflammation and
homology was found between these and the Escherichia coli glucose/galactose
Na+/proline cotransporter {putP) indicating that the mammalian | malabsorption
Na-+/glucose and prokaryote Na+/proline cotransporters sharing
a common ancestral gene (Hediger MA, Turk E, Wright EM.
1989 Proc Natl Acad Sci U S A Aug;86(15):5748-52). In
addition, study of intestinal biopsies of glucose/galactose
malabsorption (GCM) patients has revealed a specific defect in
Na(+)-dcpendent absorption of glucose in the brush border. A
single missense mutation was found in SGLT1 amplified from
the genomic DNA derived from members of a family affected
with GGM. This mutated SGLT1 cosegregated with the GGM
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Jun;132(6):1045-7). In addition, monkey UDPGT UGT1A9 malfunction

had been cloned and the mRNA was expressed in extrahepatic
estrogen-responsive tissues indicating its potential role in
estrogen metabolism {Albert C, Vallee M, Beaudry G, Belanger
A, Hum DW, 1999. Endocrinology Jul;140(7):3292-302).
Human UDPGT UGT2B23 transcript was also expressed in
extrahepatic tissues including prostate, mammary gland,
epididymis, testis, and ovary. The activity of UGT2B23 was
tested with 62 potential endogenous substrates and was
demonstrated to be active on 6 steroids and the bile acid,
hyodeoxycholic acid suggesting that UGT2B23 might play an
important role in estrogen and androgen catabolism in peripheral
steroid target tissues (Barbier O, Levesque E, Belanger A, Hum
DW. 1999. Endocrinology Dec;140(12):5538-48).

sbg100262 | An embodiment of the invention is the use of sbg1002620TIa Canger, infection,
0Tia to regulate human tumor cells. A close homologue of autoimmune
sbg1002620TTa is human hypothctical protein disorder,
DKFZp434B044. This gene is also similar to rypsin inhibitor | hematopoietic
which contains S¢7 family of extracellular domains at its N- disorder, wound
ternimal region (Genome Res. 11 (3}, 422-435 (2001)). healing disprders.
Trypsin inhibitor P25TI sequence had similarity to CRISP inflammation,
family proteins 1ncludmg insect venom allergens, mammatian blood coagulation
testis-specific proteins and plant pathogenesis-related proteins. | disorders, cellular
mRNA encoding P25TI and another two glioma pathogenesis- |} adhesion
related protein GLiPR and RTVP-1, which were also shown to dlsorders
be structuraily similar to CRISP family proteins was frequently | pancreatitis,
expressed in human mmor tissues but not detected in normal shock, multi-
humnan tissue cell lines (Yamakawa T, Miyata S, Ogawa N, organ failure, and
Koshikawa N, Yasumitsu H, Kanamori T, Miyazaid K 1998. gastroiptminal
Biochim Biophys Acta Jan21; 1395(2):202-8., Murphy EV, ulceration
Zhang Y, Zhu W, Biggs J. 1995. Gene Jun 14;159(1):131-5.,
Rich T, Chen P, Furman F, Huynh N, Isracl MA.1996. Gene
Nov 21;180(1-2):125-30). . .
sbg100262 An embodiment of the invention is the use of Canc_:er. infection,
sbg1002620TThb as a marker for some nervous system tumors, antpimmune
0T and to regulate expression of human neuroblastoma and disorder,
glioblastoma. A close homologue of sbg1002620TIb is late- hematopoietic
gestation lung 1 (LGL1) protein. Late-gestation lung 1 disox_dcr, _wound
(LGLI) protein showed 81% homology to P25TL, the trypsin__| healing disorders,
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8). Another two glioma pathogenesis-related protein GliPR and
RTVP-1 were also shown to be siructurally similar to CRISP
family proteins. The GLIPR gene was highly expressed in the -
human brain tumor, glioblastoma multiforme/astrocytoma, but
neither in normal fetal or adult brain tissue, nor in other nervous
system tumors (Murphy EV, Zhang Y, Zhu W, Biggs J. 1995,
Gene Jun 14;159(1):131-5). Multiple RTVP-1 mRNA species
were highly expressed in a panel of cell lines from nervous
system tumors arising from glia, in contrast, the expression of
these RNAs was low or absent in nonglial-derived nervous
system tumor cell lines (Rich T, Chen P, Furman F, Huynh N,
Istael MA.1996. Gene Nov 21;180(1-2):125-30}.
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sbgl102200
MCTa

An embodiment of the invention is the use of
sbg102200MCTa in regulating cancer cells, including the
hematopoietic lineages, Burkitt’s lymphoma, and solid tumor
cells. A close homologue of sbgl02200MCTa is MCT1 from
Chinese hamster and mouse. Mouse H+-monocarboxylate
cotransporter (MCT1) was cloned and sequenced from
Ehrlich Lettre tumour cells, the sequence of MCT! is 93%
and 87% homologous to MCT1 from Chinese hamster and
human, respectively. N-glycanase-F treatment and an in vitro
translation experiments demonstrated that glycosylation was
not required for MCT1 function (Carpenter L, Poole RC,
Halestrap AP. 1996, Biochim Biophys Acta Mar
13;1279(2):157-63). Chick monocarboxylate transporter
MCT3 cloned from retinal pigment epithelium (RPE) cDNA
library was found only expressed in RPE cells. A rat thyroid
epithelial cell line FRTL transfected with pCl-neo/MCT3
showed enhanced pyruvate uptake suggesting that MCT3 may
regulate lactate levels in the interphotoreceptor space (Yoon
H, Fanclli A, Grollman EF, Philp NJ. 1957, Biochem Biophys
Res Commun May 2:234(1):00-4). In human, MCT2 had
been implicated as a primary pyruvate transporter in man.
The mRNAs of MCT1 and MCT?2 were found co-expressed in
various human cancer cell lines, including the hematopoietic
lineages HL60, K562, MOLT-4, Burkitt’s lymphoma Raji,
and solid tumor cells such as SW480, A549, and G361.
These findings suggested that human MCT1 and MCT2 may
have distinct biological roles (Lin RY, Vera JC, Chaganti RS,
Golde DW. 1998. J Biol Chem Oct 30;273(44):28959-65).

Cancer, infection,
autoimmune
disorder,
hematopoietic
disorder, wound
healing disorders,
and inflammation

sbg102200
MCTb

An embodiment of the inventior is the use of
sbg102200MCT?b in regulating cancer cells, including the

Cancer, infection,
autolmmune

disorder,

hematopoietic lineages, Burkitt’s lymphoma, and solid tumor
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These findings suggested that human MCT] and MCT2 may
have distinct biological roles (Lin RY, Vera JC, Chaganti RS,
Golde DW. 1998. T Biol Chem Oct 30;273(44):28959-65).
sbg102038 | An embodiment of the invention is the use of Canqer, infection,
oLYG sbg1020380LYG in the immune system and enhance the autoimmune
activity of immunoagents and may serve as biomarkers of disorder,
periodontal disease activity. Close homologuss of hematopoietic
sbgl020380LYG are lysozymes. Lysozymes are bacteriolytic disorder, wound
defensive agents and have been adapted to serve a digestive healing disorders,
function (Qasba PK, Kumar S, 1997, Crit Rev Biochem Mol and inflammation
Biol 32:255-306). Those in tissue and body fluids are
involved in the immune system and enhance the activity of
immunoagents. Llysozymes may serve as biomarkers of
periodontal disease activity from inflammatory cell origin
(Eley BM, and Cox SW, 1998, Br Dent J 184:323-8).
sbgl00702 | An embodiment of the invention is the use of Glucoselgalex_:tos
6SGLT sbg1007026SGLT, a human sodium-glucose cotransporter, in | & malabsorpqqn
regulation of Glucose/galactose malabsorption (GGM), familial (GGM), faunh_a.l
renal glycosuria, and diabetic renal disorders. Close renal glycgsma,
homologues of sbg1007026SGLT are other sodium-glucose and diabetic renal
cotransporters from humans and rabbits. Human sodium- disorders
glucose cotransporters are responsible for the active
accumulation of glucose in cells (Hediger MA, Turk E,
‘Wright EM. 1989. Proc Natl Acad Sci US A 86: 5748-52).
The renal sodium-glucose cotrnasporter may be related to the
pathophysiology of renal diseases such as familial renal
glycosuria and diabetic renal disorders (Kanai Y, Lee WS,
You G, Brown D, Hediger MA. 1994 J Clin Invest 93:397-
404). In addition, study of glucose/galactose malabsorption
(GGM) patients has revealed a specific defect in sodium-
dependent absorption of glucose in the brush border, and the
consequent severe diarrhea and dehydration caused by
glucose/galactose malabsorption are usually lethal uniess
these sugars are eliminated from the diet (Turk E, Zabel B,
Mundlos S, Dyer J, Wright EM. 1991 Nature 350:354-6).
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beta, which have been implicated in excessive extracellular
matrix accumulation in diabetic nephropathy (Z Katedry i
Zakladu Patofizjologii, Akeemii Medycznej w Poznaniu.
1999, Przegl Lek 56:793-9). Changes in endothelial glucose
transport and GLUT1 abundance in the barriers of the brain
and retina may severely affect glucose delivery 1o these
tissues and major implications in the development of two
major diabetic complications, insulin-induced hypoglycemia
and diabetic retinopathy (Kumagai AK. 1999, Diabetes Metab
Res Rev 15:261-73).
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she101273 | AR embodiment of the invention is the use of

2 . .

sbg1012732GLUTD, in the maintenance of cellular
2GLUTb homeostasis and metabolism. Close homologues of
sbg1012732GLUTD are transmembrane glucose transporters
(gluts). Glucose uptake is achieved by transmembrane glucose
transporters (gluts), and the transport of glucose across
plasma membranes is important for the maintenance of
celtular homeostasis and metabolism. Glucose is taken up by
cells and then phosphorylated to glucose-6-phosphate, and
lucose utilization by cancer cells is greatly enhanced when
compared with that by normal tissue. Tumor tissue is
frequently associated with the abnormal and/or over-
expression of glucose transporters, especially glutl (Smith
TA. 1999. Br T Biomed Sci 56:285-92). Increased utilization
of glucose in glomerular cells cause the increased expression
and activity of aldose reductase, protein kinase C and TGF-
beta, which have been implicated in excessive extracellular
matrix accumulation in diabetic nephropathy (Z Katedry i
Zakladu Patofizjologii, Akacmii Medycznej w Poznantu,
1999, Przegl Lek 56:793-9), Changes in endotheliai glucose
transport and GLUT1 abundance in the barriers of the brain
and retina may severely affect glucose delivery to these
tissues and major implications in the development of two
major diabetic complications, insulin-induced hypoglycemia
and diabetic retinopathy (Kumagai AK. 1999. Diabetes Metab
Res Rev 15:261-73).

Tumor, diabetic
nephropathy, and
insulin-induced
hypoglycemia

sbg101817 An embodiment of the invention is the use of
sbg1018172CSP in regulation of melanoma, autoimmune
2C5P disorders, hematopoietic disorder, wound healing, and
nflammation. A close homologue of sbg1018172CSP is

melanoma-associated chondroitin sulfate proteoglycan

Melanoma,
infection,
autcimmune
disorder,
hematopoietic
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sbg100457
OERGIC

An embodiment of the invention is the use of
sbg1004570ERGIC as a probe for studying protein trafficking
in the secretory pathway which is crucial for the elucidation
and treatment of many inherited and acquired diseases, such
as cystic fibrosis, Alzheimer’s disease and viral infectionsin
regulation of melanoma, autoimmime disorders, hematopoietic
disorder, wound healing, and inflammatien. A close
homologue of sbgl004570ERGIC is ERGIC-53, an ER-Goigi
intermediate compartment (ERGIC) protein. A ERGIC
protein was elevated more than two fold in HT-29 colon
adenocarcinoma cells resistant to the the antitumor drug
KRN5500. Together with other information, the cellular
secretory pathway was suggested a primary determinant of
sensitivity to KRN550 (Kamishohara M, Kenney S,
Domergue R, Vistica DT, Sausville EA. 2000 Exp Cell Res
May 1;256(2):468-79). Mutations in ERGIC-53 was shown to
cause combined deficiency of coagulation factors V and VIII
and it was suggested that ERGIC-53 might function as a
molecular chaperone for the transport from ER to Golgi of &
specific subset of secreted proteins, including coagulation
factors V and VII (Nichols WC, Seligsohn U, Zivelin A,
Termry VH, Hertel CE, Wheatley MA, Moussalli MJ, Hauri
HP, Ciavarella N, Kaufman RJ, Ginsburg D. 1998. Cell Apr
3:93(1):61-70). In addition, ERGIC-53 was reviewed as an
attractive probe for studying numerous aspects of protein
trafficking in the secretory pathway which is crucial for the
elucidation and treatment of many inherited and acquired
discases, such as cystic fibrosis, Alzheimer’s disease and viral
infections (Hauri HP, Kappeler F, Andersson H, Appenzeller
€. 2000 J Coll Sa1 Feb;113 ( Pt 4):587-26).

Cancer, infection,
autoimrmune
disorder,
hematopoietic
disorder, wound
healing disorders,
inflammation,
and Alzheimer’s
disease

sbgl101659
5IGBrecpt

An embodiment of the invention is the use of
sbg10169951GBrecpt in the clearance of circulating
autoantibodies and immune compiexes. A close homologue
of sbg101699351GBrecpt is guinea pig Fc receptor for
immunoglobulin (Tominaga M, Sakata A, Ohmura T,
Yamashita T, Koyama J, Onoue K, 1990. Biochem Biophys
Res Commun Apr 30;168(2):683-9). IgG Fc-receptor
polymorphisms have been reported recently in patients with
guillain-Barre syndrome indicating the role of IgG Fe-
receptor in the clearance of circulating autoantibodies and
immune complexes (Vedeler CA, Raknes G, Myhr KM,
Nyland H. 2000 Neurology Sep 12;55(5):705-7).

Auto-immune
diseases, allergy,
and guillain-
Barre syndrom
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heart T-3399 Quwnftitghive, tissHesPecifiF, mRINA sxpBsI® PRBIVNCS the B82S pereoteysued GG YBRO0 12. 26

50 - 4 MAR 20@secy@ranttage 8OR (fogpiied BioyyptorayBopter City, CA; see Schmittgen T.D. etal.,
Analytical Biochemistry 285:194-204, 2000} and human cDNAs prepared from various human

5  tissues. Gene-specific PCR primers were designed using the first nucleic acid sequence listed in the
Sequence List for each gene. The threshold cycle (C) is defined as the fractional cycle number at
which the reporter fluorescence generated by cleavage of the probe reaches a threshold defined as 10
times the background. In cases sequence detection sysiem software predicted more than one PCR
0 product, Tagman was used for the specific PCR amplification as indicated under the specific genes.
1

In each gene’s first subset table, two replicate measurements of gene of identification (GOI) mRNA
were measured from various human tissues (column 3 and 4). The average GOI mRNA copies of the
two replicates were made from each tissue RNA (column 5). The average amount of 185 rRNA from
each tissue RNA was measured (column 6) and used for normalization. To make each tissue with the

15  same amount of 50 ng of 18S IRNA, the normalization factor (column 7) was calculated by dividing
50 ng with the amount of 185 rRNA measured from each tissue (column 6). The mRNA copies per
50 ng of total RNA were obtained by multipling each GOI normalization factor and the average
mRNA copies (column8).

Fold changes shown in each gene’s second subset table were only calculated for disease
20  tissues which have a normal counterpart. There are blanks in the fold change column for all samples
that do not have counterparts. In addition, the fold change calculations are the fold change in the
disease sample as compared to the normal sample. Accordingly, there will not be a fold change
calculation next to any of the normal samples. For patient matched cancer pairs (colon, lung, and
breast), sach tumor is compared to its specific normal counterpart, When patient-matched
25  normal/disease pairs do not exist, each disease sample was compared back to the average of all the
normal samples of that same tissue type. For example, normal brain from the same patient that
provided Alzheimer's brain is not applicable . Three normal brain samples and 4 Alzheimer’s brain
samples are used in the fold change. Three normal samples were averaged, and each of the
30 Alzheimer’s samples was compamd back to that average.
Abbreviations
AlZ Alzheimer'’s Disease
CT CLONTECH (1020 East Meadow Circle Palo Alto, CA 94303-4230, USA)
KC Sample prepared by GSK investigator
35 COPD chronic obstructive pulmonary disease
endo endothelial
VEGF vascular endothelial growth factor
bFGF basic fibroblast growth factor
BM bone marrow
40  osteo osteoblast
OA osteoarthritis
RA rheumatoid arthritis
PBL penpheral blood lymphocytes
PBMNC peripheral blood mononuciear cells
45 HIV human immunodeficiency virus
" HSV Herpes simplex virus
HPV human papilloma virus
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5 Gene Name sbg614126complfH

Moderate to low overall expression in normal and disease samples. Highest normal expression in
liver and fetal liver. Lower (but still significant expression) is seen in the whole brain, ovary, and
uterus. Highest disease expression in 2 of the breast tumor samplies, one of the normal brain
samples, one of the normal lungs, one of the OA synovium samples, and the HSV-infected MRC5

10 cells. Upregulation in 1 of 4 colon tumors suggests a role in cancer of the colon. Downregulation in
2 of 4 lung tumors and upregulation in 1 of 4 breast tumors suggest roles in cancers of the lung and
breast. Downregulation in 3 of 3 COPD lung samples as well as downregulation in 4 of 4 asthmatic
lungs implies an involvement in chronic obstructive pulmonary disease and asthma. Upregulation
in 1 of 3 heart samples suggests a role in DCM. Upregulation in HSV implicates involvement in

15 herpes simplex virus as a potential host factor. Moderate to low expression in immune cells, RA
and OA synovium bone, and chondrocytes,

Sample Ct Mean |Mean [Average |18S |50 copies
sbg614126complfH |(sample1 | GOI GO1 GOl rRNA |ng/188 |of
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Gene Name sbgl20703RNase

5 Moderate to low overall expression in normal and diseasc samples. Highest normal expression in
whole brain and salivary gland. Moderate expression in the fetal liver and the thymus. Highest
disease expression in 2 of the normal lung samples, one of the lung tumor samples, the normal
cartilage pool, and the HSV-infected MRCS cells. Upregulation in 1 of 4 colon tumors suggests a
role in cancer of the colon. Downregulation in 2 of 4 lung tumor samples suggests possible

10

implication in lung cancer. Upregulation in 2 of 4 breast tumors implies an involvement in cancers

of the breast. Downregulation in 3 of 3 COPD lung samples implies an involvement in COPD.
Upregulation in 3 of 3 heart samples implicates this gene in diseases of the heart such as DCM and
ischemia. High expression in the OA and RA synovium and the OA bone samples suggests a
possible involvement in osteoarthritis and theumatoid arthritis. Upregulation in HSV implicates this

15

52

gene in herpes simplex virus as a potential host factor. Moderate to low expression in immune cells.
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Ovary 35.36, 35.51 |7.53 689 |7.21 434 [11.52 [83.06

Pancreas 40, 40 0 0 0.00 0.81 61.80 0.00

Head of Pancreas 40,3754 |0 211 {1.06 1.57 (3185 |33.60

Parotid Gland 31.67,31.01 |65.33 09646 |R0.90 5.48 9.12 738.09

Placenta Clontech 33.13,32.05 {27.88 52.3 40.09 5.26 951 381.08

Prostate 35.03,40 9.13 522 7.18 3.00 16.67 119.58

Rectum 40,35.19. |0 832 [4.16 123 {40.65 169.11

Salivary Gland 32.41, 34.06 |42.32 16,15 |20.24 731 6.84 199.97

Clontech

Skeletal Muscle 33.93,33.76 |17.41 19.28 18.35 1.26 39.68 727.58

Clontech

| Skin 40, 40 ) 0 0.00 121 (4132 [0.00

Small Intestine 3411 11.73 15.7 13.72 0.98 51.07 700.46

Clontech

Spleen 36.08, 40 4,94 037 |[2.66 492 10.16 26.98

Stomach 40, 40 0 0 0.00 273 18.32 0.00

Testis Clontech 35.54,33.26 |6.79 2583 [1631 [057 |87.87 1433.22

Thymus Clontech 33.66,34.12 {2035 [15.62 {1799 |9.89 [5.06 90.93

Thyroid 40,3546 |0 712 [356 277 [18.05 [64.26

Trachea Clontech 32.08,31.84 [51.54 [s59.21 (5538 (971 |[5.15 285.14

Urinary Bladder 3475,36.99 (108 [291 (686 {547 {9.14 62.66

Uterus 31.79,322 |60.97 4795 (5446 [534 9.36 500.93

genomic 26.8 1133.17

b-actin 276 706.62

1.00E+05 19.53 100000

1.00E+05 19.54 100000

1L.O0E+(4 22.8 10000

1.00E+04 23.02 10000

1.00E+03 26,14 1000

1.00E+03 26.59 1000
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pot enti al

d/50 ng total

34.45 11. 50 27]

133. 28, 36.35

0.12 2.99 57. Wamcreas Z0

Rectum 40, 39.1
10. 40

I n her pes

Sampl e Ct (sanpl e sbg6l 8O69LRR 1 and pr/usey/z8dean 1)
(sanpl e copies GO Mean Average GO GO copies Copies (sanple 2)

rRNA (ng)
RNA 98.28 2.09 26.23 5491. 33 319.13 673.04 _0.00 20.57
BL.O08+®. 43 2. 711394129 Lijwer 138.72, 40 Fetal |Liver {Cl ont ¢ch
Ebp2ol 145 0@72? O]md 8L 37 33. 96 .83 40.24 2.04 16.02
RO Pracempta gontech 144,40 Rrostatle I40) 39.13
OO‘E +—0—%S u3\5..2§r7 G.g@ﬁ.‘ﬁ.h J.Ugl oG4 20— 8150
1.00E-00 40 0
1.00E-00 40 0
NTC 40 0
NTC 40 0
Sample Reg Ct Mean copies |Sample Fold
shg98530TS number GOl of Change
(GSK copies |{mRNA in
identifier detecte Disease
) d/50 ng Populat
total ion
RNA
colon norinal GW98-167 (21941 2626 {1792.80 |3585.78 {colon normal
colon tumor GW98-166 21940 26.2 1856.22 (3712.44 |colon tumor 1.04
colon normal GW98-178 22080 2725 1986.8 1973.60 |coion normal _
colon tumor GW98B-177 |22060 26.7 1369.12 {2738.24 (colon tumor 1.39
colon normal GW98-561 {23514 2755 [821.35 |1642.70 |colon normal
colon tumor GW98-560 [23513 24.64 474896 |9497.92 |colon tumor 5.78
colon normal GW98-894 | 24691 27.27 |971.87 1943.74 [colon normal
colon tumor GW98-893 |246%0 25.35 (309347 [6186.94 |colon tumor 3.18
lung normal GW98-3 20742 27.02 [1133.68 |2267.36 |lung normal
lung tumor GW98-2 20741 27.26 j981.94 |1963.88 |lung tumor -1.15
lung normal GW97-179 | 20677 29.14 |[315.07 1630.14 |lung normal
lung tumor GW97-178 | 20676 28.15 |571L.76 1143.52 {lung tumor 1.81
lung normal GW92-165 21922 27.86 |682.2 1364.40 |lung normal
lung tumor GW98-164  |21521 2745 |871.19 174238 |Iung tumor 1.28
lung normal GW98-282 122584 28.12 |581.74 [1163.48 |lung normal
lung umoer GW98-281 | 22583 2932 [283.71 |567.42 |lung tumor -2.05
breast normal GW00-392 | 28750 27.85 1(687.38 687.38 |breast normal
breast tumor GW00-391 |28746 26.61 |1444.19 |2888.38 |breast tumor 4.20
breast normal GW00-413 | 28798 28.43 |483.03 |483.03 |breast normal
breast tumor GW00-412 |28797 2549 12836.66 1567332 |breast tumor 11.75
breast normal GW00- 27592-95132.26 |48.29 48.29 breast normal
235:238
breast mmor GWO00- 27588-9129.07 |32846 |[32846 [breast tumor 6.80
231:234
breast normal GW98-621 | 23656 26.82 1279.07 |[2558.14 |breast normal
breast tumor GW98-620 ]23655 26.8 |1289.27 |2578.54 (breast tumor 1.01
brain normal BB99-542 125507 2003 [337.63 |675.26 |brain normal
brain normat BB95-406 {25509 29.19 |305.6 611.20 |brain normal
brain normal BB99-804 [25546 3044 |14455 [289.10 |brain normal
brain stage 5 ALZ BB99- {25502 2847 |471.8 943.60 |brain stage 5 ALZ |1.80
874
brain stage 5 ALZ BB99- | 25503 273 [955.52 [1911.04 {brain stage 5 ALZ |3.64
387
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4;81 61.80 5.26 3.00 0.26 1.23 9.51 16 67 40.65 47.98 7.42 0.00 I
0.33 4.58 wO0.0%7288al i vary G and32. 35, 33.08 25.7416. 4521. 101’(351(@08/4&142. 29

Cl ontech Skel etal Muscl e34.78,40 5.810.273.041. 2639. 68120. 63 C ontech

Ski n40, 40 0100,001.2141.320 00 Snall Intestined0 40 Q.1600.080..9851.074. 09
d ontech Spl ee(brimwpessALE BEI% A4 0 204 . |8U475. 1/83%8-543 b@dﬁ@cﬁﬁ%?’i‘%, 40
1.760. 110. 942. $tis.-Cloptcdh37/91 ~860—330-—-4f 574-87,
8742.18 67 - 4| TREBDOALGBEEY] Bokhs |Beah (4528 gg%rh?ﬁl& R AT 12,
29.9494. 88112. B0:3- En“ 989506523 53Ry :A°E. ”““9;312 7718—541. 70
Trachea d onte ?A 2:11’1'“35'§§L 73—4?' ?E?l E7572§_ E@él rary—BHaddqr 40
400. 090. 080. 09"!*'13‘,29.1‘11340. 78 U apieds (3882 43083, 15665 oPB2%as 34ql 3690163

genomi ¢26. 0412Pong34 KE- act i n27.125884. |49 1.160E+0510900911he
| . OOE+0519. 041(16:@8 KT. 00E+0422CGBD00BO 1. 00E+04m03510@9@4 1. 00E+P¥262(71000
1. 00E+0326. 26 10fKE 28 KIOEF0230. GE0PD 1300E+H0230. 3B106B0 1[1@@E-0134. OB411
1. OCE+0l 33. 521 ;lunlg.ﬁfﬁe 00200 116k UO4ERT N58400 [$/36400 1sueP3 €S Fol fodg |of
Change Tung 25 KC normal |35.11 |8.67  |8.67  |lung25
asthmatic lung ODO3112[29321 31.01 |102.08 |102.08 |asthmatic lung -3.19
asthmatic lung OD03433 [ 29323 |29.76 |216.81 |433.62 |asthmatic lung 1.3
asthmatic lung ODO3397]29322  |29.83 |208.08 |[416.16 |asthmaticlung {128
asthmatic lung ODO4528 (29325 [30.37 |150.17 |300.34 |asthmaticlung  |-1.08

endo cells KC control |37.54 |2 2.00 endo cells

endo VEGF KC 3577 |5.83 5.83 endo VEGF 292

endo bFGF KC 40 0 0.00 endo bFGF -2.00

heart Clontech normal [26.09 [1982.44 |3964.88 |heart

heart { T-1 ) ischemic 29417 24 6956.27 |13912.5 |heart T-1 3.51
4

heart (T-14) non- 20422 24.55 |5010.03 }10020.0 [heart T-14 2.53

obstructive DCM 6

heart (T-3399) DCM 29426 24.05 |6766.57 [13533.1 |heart T-3399 341
4

adenoid GW99-269 26162 3056 |[134.11 |[268.22 |adenoid

tonsil GW98-280 22582 2794 1651.01 |1302.02 |tonsil

T cells PCO0314 28453 29.8 21245 142490 {Tcells

PBMNC 33.01 [30.69 30.69 [PBMNC

monocyte 3342 (239 47.80 |monocyte

B cells PCO066S 28455 3352 {2259 45.18 |Beells

dendritic cells 28441 29.07 1329.58 |659.16 |dendritic cells

neutrophils 28440 13039 | 149 149.00 |neutrophiis

eosinophils 28446 3541 |7.25 14.50 |eosinophils

BM unstim 34.24 |14.65 14.65 |BM unstim

BM stim 36.61 {351 351 BM stim -4.17

osteo dif 30,55 [135.33 |135.33 |osteo dif 02

osteo uadif 32.38 |44.88 44 38 osteo undif

chondrocytcs 2535 [3089.54 7723.85 |chondrocytss

OA Synovium IP12/01 |29462 |28.75 [398.53 |398.53 |OA Synovium
OA Synoviom NP10/01  |29461 27.04 [1119.77 |2239.54 | QA Synovium
OA Synovium NP57/00 {28464 2885 137592 |751.84 |OA Synovium
RA Synovium NP03/01 [28466 28,14 |574.66 |1149.32 |RA Synovium
RA Synovium NP71/00 |28467 [27.58 |806.11 }1612.22 |RA Synovium
RA Synovium NP45/00 [28475 (28,04 |611.1 122220 |RA Synovium

COA bone (biobank) 29217 30.25 [161.3 161.30 |OA bone

(biobank)
CA bone Sample 1 J.Emory |31.24 |89.29 178.58 |OA bone
0A bone Sample 2 J. Emoary [30.98 |104.34 ]208.68 {OA bone
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o 2 I

GVP8- 32074230. - 561 une® nor ngt-11 u
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- . VOOJU. 14 L ] A, _014u y | I 2 l]
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G/\D8- 281225833 22¢084¢. 681. 201 urjg t unoi26228/1BH¥dst nor nal
GWOO- 39228750291 GELBL. 658161, 68br east | 1866 nabooBe ehst t Wmor
GO0 39128746281 882050. 65479. 3Qbr east | 108IOMNBoR6 br east| nor nal
GWOO- 413287983 I dogdsy U448 U4brieast NOBART |10800- § VAR 2005 WO 027 22807

PCTI USO1/ 28462 —tumor— G412 ; 3tS—tobreast—tUumnmr 6. 64
breast normal ¢ 27592 9534—4-84-2- '621‘"15&1 Fefst—rorrat—235-238—bredst
tunor GANOO- 274 . . . y Hp 40231 - 234 hbr east—inor nal
GMD8- 6212365620985 4 214 adbreastiRa? ol ehet ¢ ubvor

GW98- 62023655311-90E78R 17 140. 34hr east |3 dnor!® 241 br ai nl nor nal
BB99- 54225507301.9E382 89 167. 79br ai n 132nma]!%rai h nor nal
BB99- 40625509311.0E+d1L 28 148. 54brai n p#or maJo brai i nor ngal
BB99- 90425546311.85%01 08 120. 1gbr ai n [sasse|iobral i stage 5 ALZ BB9P-
2550232. 5431. OT1haE-gbAbrain Stgge 5 Aag- Z. pF 874|brai nf stage 5 ALY BB9Y-
2550330. 6592. 1 : ' UE 5 ARGl 2 887 hrai m stage 5 AL £ BBYY-

2550431. 6850. 9’N.i B84 at-—st age—o = br-ari—st age S—ArZBB99-
2554231. 3960. 36—120-—+F2brat-A—stage—b—AZA—3+ 2102 F—-CF1-uhrg-Kenerrat36—4+101. 87
203. 74CT lung lung 26 KCnormal lung 26 |ung 27 KCnormal 39. 270. 65 0. 65l ung 27
Gene Name sbg98530TS
Disease tissues Fold Change in Disease
Population Relative to
Normal

colon umor 1.04

colon tumor 1.39

colon tumox 5.78

¢olon tumor 3.18

lung turmnor -1.15

| lung tumor ' 1.81

lung tumor 1.28

lung tumor ~2.05

breast tumor 4.20

breast tumor 11.75

breast tumor 6.80

breast tamor 1.01

brain stage 5 ALZ 1.80

brain stage 5 ALZ 3.64

brain stage 5 ALZ 3.40

brain stage S ALZ 1.09

lung 24 -325.52

lung 28 -42.11

lung 23 -96.02

asthmatic lung -3.19

asthmatic lung 1.33
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chondr ocyt es33 GedeNahi¥bg563917RDPAr ocyt es OA Synovi um
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NPl O 012946127 .1@5¢iBrr, EHER ar@GvhGM biSipr Rrows gepd X Vi st of the GI tract samples.
NP57/ 002846430.Higt@st@izas50epzssigainsy meHsmuﬂsyh wang psinophils. Upregulation in 1 of 4
NP031012846631.bregst pampgsimplies fgxol e_w EARTERA ¢ i Dgyyaregulation in 3 of 3 COPD lungs

ement fiye Downregulation in the ischemic
il ke B r%‘*”" e T
(bi obank) 217 eb|]. cs%gmﬁ%“ 3 grrp éml?Lfa
Enor y31. 3262. 63"1 °S’8 s‘ "b'“‘ne anpi e nor y33. 1322. 2444. 48 OA
bone Cartil age { nnnl \ No+r—ra- Qn 7686--51373—02 f‘nvt_i_l age—poct—Catrtit+age
(pool ) OA33. 132‘ duple’ 30 Cart | | JHigans” Meanp [Avera 18577150 = " feopies
uni f ect ed284413EE8WROP 1504 | 1d3h  (HPT ocfEX paES (i \jTRNA (087185 | of
MB2844228. 21374. 26748.52 PBL H V |11 B u@% eé?%d %%%84 .‘bC
uni nfected (1Q0% 10096 MRCS HSV str ai @5 € 6129 MR oHISY
strain 129.92 § W12 cel | s291794000. 00" \a2 (I 1s
Ker ati nocyt es2918039. 770. 490. ‘PS Keratiinocytes B-actin fcontrjol 27. 1%. 1
genom c25. 96138 e+ oS S i ORP0 Y & O O O TR (16 (2990
1. 00E+0422. 041( ytes Zenbio
Subcutancous Adipose |40, 40 0 0.00 |096 |5236 |0.00
Zenbio .
Adrenal Gland Clontech {40, 40 0 0 0.00 |[0.61 [81.97 [0.00
Whole Brain Clontech | 30.09, 30.01 [91.85 [|96.8  |94.33 [724 [6.91 651.42
Fetal Brain Clontech 40, 40 0 0 000 048 103.95 |0.00
Cerebellum Clontech  [35.19,40 (403 {0 202 |2.17 |23.04 [46.43
Cervix 36.08,40 [233 |0 117|242 |2066  [24.07
Colon 36.07,35.1 |2.35 |4.24 [330 [271 [1845 |60.79
Endometrium 35.01,40 (449 |0 225 (073 6821 |153.14
Esophagus 3494 40 |468 [0 234|137 (3650 [85.40
Heart Clontech 40, 40 0 0 000 [1.32 |[37.88 [0.00
Hypothalamus 40, 40 0 0 000 |032 |[15528 |0.00
Teum 3524,40 [3.89 |0 195 |258 [1938 |37.69
Jejunum 35.37,33.35 (36 12.44 [8.02 1660 [7.58 60.76
Kidney 40,3497 10 46 230 1212 [23.58 |54.25
Liver 3351, 346 |11.25 |578 1852 |150 |[3333 28383
Fetal Liver Clontech | 33.19, 35.54 |13.75 [325 {850 |10.40 [4.81 40.87
Lung 34.32 6.84 [228 |456 1257 |[1946 |88.72
Mammary Gland 40,35.14 |0 415  [2.08 [13.00 [3.85 7.98
Clontech
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of 3 COPD | ung [Sadfih&anead UPGEELT at 1| 11 [g 01 Zo.geSt Mot | {51lo6ng [@eaTpl ps
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sanpl es propos¢spldeRT €S 1N NOBs.0RsiIeupt4eve [amss obs4x uctgove | DOk  185.67
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Trachea Clontech 3141, 31 41.04 5265 [46.85 |9.71 5.15 24122
Urinary Bladder 40, 35.05 0 4.38 2.19 1547 9.14 20.02
Uterus 33.77,33.41 |9.62 12 10.81 534 19.36 101.22
genomic 26.54 813.56
b-actin 27.3% 481.34
1.00E+05 18.71 100000
1.00E+05 18.92 100000
1.00E+04 22.44 10000
1.00E+04 22.11 10000
1.00E+03 26.05 1000
1.00E+03 26.11 1000
1.00E+02 30.4 100
1.00E+02 30.17 100
1.00E+01 33.87 10
1.00E+01 33.26 10
1.00E-00 40 0
1L.OOE-Q0 40 0
NTC 40 0
NTC 40 0
Sample Reg Ct Mean |copies |Sample Fold
sbg563917RDP number GOl of Change in
(GSK copies |mRNA Disease
identifier detecte Population
) /50 ng
total
RNA
colon normal GW98-167 {21941 30.39 | 148.35 |296.7¢ |colon normal
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nphdroiil GWOTNAY/ | 306109 12663 [391.85 [783.70 |lung normal

lung tumor GW97-178 | 20676 20,16 }292.08 |[584.16 |lung tumor -1.34

lung normal GW98-165 21922 29.13 |296.8 1593.60 |lung normal

lung tumor GW98-164 21921 30,22 |163.43 |326.86 |lung tumor -1.82

lung normal GW98-282 22584 31.71 171.72  |143.44 |lung normal

lung tumor GW98-281 22533 31.74 |70.77 14154 |lung tumor -1.01

breast normal GW0(0-392 | 28750 31.49 [81.02 81.02 breast normal

breast tumor GW00-391 ;28746 33.58 |25.62 151.24 |breasttumor -1.58

breast normal GW00-413 | 28798 35.07 j11.31 11.31  |breast normal

breast tumor GW00-412 128797 31.99 |61.52 123.04 |breast tumor 10.88

breast normal GW00- 27592-95135.63 {83 8.30 breast normal

235:238

breast tumor GW00- 27588-91 {34.33 116.97 16.97 breast tumor 2.04

231:234

breast normal GW98-621 [ 23656 32.07 158.95 117.90 {breast normal

breast tumor GW98-620 |23655 32.71 |41.33 82.66 |breast tumor -1.43

brain normal BB99-542 |25507 30.16 |168.86 |337.72 |brain normal

brain normal BB99-406 {25509 31.12 |99.35 198.70 |brain normal

brain normali BB99-904 |25546 31.14 |98.44 [196.88 |brain normal

brain stage 5 ALZ BB99- 125502 33.16 {32.39 64.78 brain stage 5 ALZ |-3.77

874

brain stage 5 ALZ BB99- | 25503 2932 1267.28 |534.56 |brain stage 5 ALZ |2.19

887

brain stage 5 ALZ BB99-] 25504 30.36 |[150.72 [301.44 |brainstage 5 ALZ }1.23

862

brain stage 5 ALZ BB99- | 25542 30.1 [174.01 |348.02 |brainstage 5 ALZ 11.42

927

CT lung KC normal }31.06 |102.88 [205.76 |CT lung

lung 26 KC normal [32.15 |56.21 56.21 lung 26

lang 27 KC normal | 35.96 |6.92 6.92 lung 27

lung 24 KC COPD 40 0 0.00 lung 24 ~70.34

Jung 28 KC COPD 3621 |6.05 6.05 lung 28 -11.63

jung 23 KC COPD 34.83 [12.87 12.87 lung 23 -5.47

lung 25 KC normal |34.89 1245 (1245 |lung25

asthmatic lung ODO3112 | 29321 3257 |44.76 |44.76  |asthmatic lung -1.37

asthmatic lung 00343329323 324 149.04 98.08 asthmatic lung 1.39

asthmatic lung OD0Q3397129322 31.79 [68.64 |137.28 |asthmatic lung 1.95

asthmatic lung ODO4928 | 29325 31.34 |88.11 176.22 {asthmatic lung 2.51

endo cells KC control [35.77 {7.68 7.68 endo cells

endo VEGF KC 40 0 0.00 endo VEGF -7.68
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OA Synovium IP12/01 {29462 |31.77 |69.48 {69.48 |OA Synovium

OA Synovium NP10/01 }29461 }31.16 |96.93 [193.86 }OA Synovium

OA Synovium NP57/00 |28464  [30.84 [115.69 [231.38 |OA Synovium

RA Synovium NP03/01 |28466 [30.96 |108.37 [216.74 |RA Synovium

RA Synovium NP71/00 (28467 [29.2 [285.91 |571.82 [RA Synovium

RA Synovium NP45/00 (28475 20.87 (198.12 |396.24 |RA Synovium

OA bone (biobank) 20217  [29.67 [220.64 [220.64 |OA bone

(biobank)

QA bone Sample 1 Y. Emory |30.54 |136.41 |272.82 |OAbone

OA bone Sample 2 1. Emory |29.38 1259.07 |518.14 |OA bone

Cartilage (pool) Normal (31.34 [87.88 175.76 1Cartilage (pool)

Cartilage (pool) OA 329 (3723 |7446 |[Cartilage (pool) |-2.36

PBL unifected 28441 [30.55 {135.85 [271.70 |PBL unifected

PBL HIV B 28442  [31.02 [104.8 [209.60 [PBL HIV IIB -1.30

MRCS uninfected 29158  |35.11 [11.06 [22.12 |MRCS uninfected

(100%) {100%) :

MRCS5 HSV strain F 20178  [20.63 |226.14 [452.28 chs HSV sirain | 20.45

W12 cells 20179  |37.87 [242 484 W12 cells

Keratinocytes 29180 136.14 16.26 12.52  |Keratinocytes

B-actin control 27.14 {887.42

genomic 26.16 |1520.17

1.00E+05 19.22 | 100000

1.00E+05 19.2 |100000

1.00E+04 22.49 110000

1.00E+04 22.62 | 10000

1.00E+03 26.23 1000

1.00E+03 26.05 | 1000

1.00E+02 30.26 |100
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R 2005
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lung 23 -5.47
asthmatic lung -1.57
asthmatic lung 1.39
asthmatic lung 1.95
asthmatic lung 2.51
endo VEGF -7.68
endo bFGF -7.68
heart T-1 -1.49
heart T-14 -4.17
heart T-3399 -3.71
BM stim 1.20
osteo undif 0.00
Cartilage (pool) -2.36
PBL HIV 1B -1.30
MRCS HSV strain F 20.45

Gene Name sbg618069LRR

Low overall expression in normal and disease samples. Highest normal expression in whole brain,
fetal brain, cerebellum, and thymus. Highest disease expression in one of the colon tumor samples,
one of the lung tumor samples, and the uninfected PBL ceils. Downregulation in 2 of 4 colon
turnors suggests a role in cancer of the colon. Upregulation in 1 of 4 lung tumors and upregulation
in 2 of 4 breast tumors suggest roles in cancers of the lung and breast. Downregulationin 3 of 3
COPD iung samples impticatss a role for this gene in COPD. Upregulation in the stimulated bone
marrow. Downregulation in an HIV-infected cell line as well as moderate expression in immune
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Adrenal Gland Ciontech | 39. 9’3875%0.‘1‘?“’ 0.51 o.3f h RLg7028%
Whole Brain Clontech |27.02, 2651 |673.36 [916.93 |795.15 |7. 24 6.91 5491.33
Fetal Brain Clontech 40, 40 013 6.01 3.07 048 103.95 1319.13
Cerebellum Clontech  [32.15,32.13 [28.98 [29.44 |29.21 2.17  123.04 |673.04
Cervix 40, 40 0 0 0.00 242 [20.66 [0.00
Colon 36.53,39.88 {198  [0.25 112 271 1845 [20.57
Endometriuvm 37.98,40 (082 [0.19 (0S5 0.73 [68.21 [34.45
Esophagus 38.86,40 (048 |0.15 0.32 1.37  136.50 |11.50
Heart Clontech 34.17,34.72 |841  |6.03  |7.22 132 [37.88 [273.48
Hypothalamus 40, 40 0 0.07 0.04 0.32 155.28 |5.43
Tleum 40, 40 017 (0.1l 0.14 258 1938 |2.71
Jejunum 33.07,34.34 116,52 |7.58 1205 |660 |7.58 [91.29
Kidney 36.05,40 |2.67 [0.21 1.44 212 [23.58 [33.96
Liver 38.72,40 [052 [0.61 057 1.50  [33.33 |18.83
Fetal Liver Clontech  [33.28,36.35 [14.52 |2.22 8.37 1040 [4.81 [40.24
Lung 40, 40 013  [0.08 0.1 257 |19.46 [2.04
Mammary Gland 40,34.19 [0 833 |4.17 13.00 [3.85 [16.02
Clontech
Myometrium 40, 40 028 |0 0.14 234 |21.37 299
Omentum 35.01,3536 |5.04 {407 [456 3.94 1269 [57.80
Ovary 34.24,40 |8.07 [0.26 [4.17 434 |11.52 [47.98
Pancreas 40, 40 011 [0.13 0.12 0.81 |61.80 [7.42
Head of Pancreas 40, 40 0 0 0.00 1.57 [31.85 |0.00
Parotid Gland 3401,3428 [931 |79 8.61 548 19.12 |78.51
Placenta Clontech 40, 40 0 007 ]0.04 526 [9.51 |0.33
Prostatc 40, 356.13 0.15 0.4 0.28 300 |16.67 |4.38
Rectum 40,3955 {021 031 0.26 123 |40.65 |10.57
Salivary Gland 32.35, 33.08 [25.74 (1645 j21.10 {731 |6.84 [144.29
Clontech
Skeletal Muscle 34.78,40 [581 j0.27 3.04 126 |39.68 |120.63
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Skin 40, 40 0 0 0.00 121  [41.32 [0.00
Small Intestine 40, 40 0.16 |0 0.08 098 |51.07 |[4.09
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Spleen 35.59,40 (353 |059 206 492 [10.16 (20.93
Stomach 36.73,40 |176 0.11 0.94 273 (1832 (17.12
Testis Clontech 37.91.40 0.86 0.1 0.48 0.57 |87.87 42.18
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RNA

colon normal GW98-167 121941 29.52 |[176.51 |353.02 [colon normal

colon tumor GW98-166 121940 3345 |1i8.5 37.00 |colon tumor -9.54
colon normal GW98-178 | 22080 31.82 [47.14 |9428 |colon normal

colon tumor GW98-177 {22060 20.68 (160.67 1321.34 |colon tumor 341
colon normal GW98-561 23514  [30.33 [110.78 |221.56 |colon normal

colon umor GW98-560 123513 33.11 |22.39 14478 |colon tumor -495
colon normal GW98-894 {24691 28.1 396.95 [793.90 |colon normal

colon tumor GW58-893 {24650 2693 |779.99 {1559.98 |colon tumor 1.96
lung normal GW98-3 20742 3041 {10578 |211.56 |lung normal

hung tumor GW98-2 20741 2628 |[1128.28 |2256.56 |{lung tumor 10.67
lung normal GW97-179 | 20677 29.28 {20191 [403.82 |[lung normal

Tung turmor GW97-178 {20676 28.35 |345.36 [690.72 |lung umor 1.71
lung normal GW98-165 [21922  [2842 [331.95 |663.90 |lung normal

lung tumor GW98-164 | 21921 3098 [76.05 |152.10 |lung tumor -436
lung normal GW98-282 22584 3415 (1236 [24.72  |lung normal

lung tumor GW98-281 | 22583 32.08 |40.6 81.20 |lung tumor 3.28
breast normal GW00-392 | 28750 29.67 |161.68 [161.68 |breast normal

breast tumor GW00-391 |28746 2898 123965 }[479.30 |breasttumor 296
breast normal GW00-413 | 28798 3178 J|48.04 [48.04 |breast normal
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Gene Name sbg934114Relaxin

Low overall expression in normal and disease samples. Highest normal expression in testis, liver,
and whole brain. Highest disease expression in 3 of the normal lung samples, one of the normal
tumor samples, the HSV-infected MRCS cells, the adenoid, and the T cells. Highest disease
expression in 2 of the normal lung samples, one of the lung tumor samples, 1 of the nml'ma!. breast
samples, | of the breast tumor samplies, and the uninfected PBL samples. Downregulation in 1 of 4
colon tumors and downregulation in 2 of 4 lung tumors imply roles in cancers of the colon and lung.
Downregulation in 3 of 3 COPD lung samples and upregulation in 3 of 4 asthmatic lung samplgs
implicates this gene in COPD and asthma. Upregulation in 2 of 3 heart samples proposes roles in
non-obstructive and obstructive DCM. Downregulation in the OA cartilage pool and low expression
in RA and OA synovium, OA bone, and chondrocytes suggests an involvement in osteoarthritis and
rheumatoid arthritis. Downregulation in an HIV-infected primary cell line suggests an involvement
in HIV. Upreguiation in HSV implicates involvement in herpes simplex virus as a potential host

factor,
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1 2) d/50 ng
total
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Cartilage (pool} Normal |28.23 1461.21 922.42 |Cartilage {pool)
Cartilage (pool) QA 33.186 |26.65 53.30 Cartilage (pool) (-17.31
PBL unifected 28441 28.72 |346.97 693.94 |PBL unifected
PBL HIV IIB 28442 |28.54 |384.02 |768.04 |PBLHIVIIB [L.1l
MRCS uninfected 29158 31.64 |64.07 128.14 |MRCS5 uninfected
(100%) {100%)
MRCS HSV strain F 29178 31.53 |68.31 136.62 ;MRCS HSV strain [ 1.07
F
W12 cells 29179 34.44 |12.72 2544 [W12cells
Keratinocytes 29180 }36.02 5.1 1020 |Eeratinocytes
B-actin control 27.2 |835.98
genomic 26.76 |1073.72
1.00E+05 19.13 100000
[.OOE+0S 19.61 | 100000
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1874 Reg & Dunber
22060 129.31 23514 28.79 23513 30. 18 24691 128. 31 24690 128.75 20742
20741 32. 35wD@@/2780229. 94 20676 128.76 21922 28.69 21921 31.FAF/0NIZ846231. 42
22583 30. 33 28750 28.72 28746 27.02 28798 30.95 28797 30.58 27592-95132. 53

(GSK identifier

21941 27.03 21940 129.53 22080 _

¥ 1

27588-91 29.58,.23656 27 5 23655 29 28 25507 13 A7 25509 .29 _54 25646 31.13
25502 31.4 Meaf:9%t%4  copies $97. 15 |84 7R0108% g1 103 B4 140 64 AP 18 187.28
143. 93 201. 78 [1/R0E40471 52 14336 14924H BWOW3 30. 07 656.83 146.7]|398. 54 39. 63
49. 03 15. 6 88. AIPOEHI3 26.36 11000
1.00E-+03 26.23 [1000
1.00E+02 31.25 {100
1.00E+02 30.82 |100
1.00E+01 35.02 |10
1.00E+(Q1 35.15 {10
1.00E-00 40 0
1.00E-00 40 o
NTC 40 0
Gene Name sbg99174L.0X-like
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor 1.38
colon tumor 1.18
colon tumor 2.34
colon tumor 1.55
lung tumor -12.38
lung tumor 3.99
lung tumor -1.84
lung tumor 2.68
breast tumor 2.10
breast tumor 9.02
breast tumor 21.28
breast tumor 1.27
brain stage 5 ALZ -9.69
brain stage 5 ALZ -1.15
brain stage 5 ALZ -3.19
brain stage 5 ALZ ~2.24
| lung 24 -8.21
lung 28 -£.33
lung 23 -3.55
asthmatic lung -2.41
asthmatic lung 1.26
asthmatic lung 12.63
asthmatic lung 2.08
endo VEGF -1.44
endo bEGF -2.25
heart T-1 ~1.17
heart T-14 1.91
heart T-3399 2.83
BM stim 3.39
osteo dif -0.28
Cartilage {pool) -17.31
FBL HIV IIIB i.11
MRCS HSV strain F 1.07

Gene Name sbg995002PIGR (Taqman)
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300. 39 105.43 46.59 90.66 35.58 30.36 copies

t ot al

of NMRNA detecte
RNA 794. 30 182.78 115.62 207.68 281.28 124.36 374.56 287.86 40

34.82 143. O4o’3Padp? 298. 98 65.26 60.14 113.66 146.70 797. 12 gO65h1284606

d/ 50,

15. 60 88.49 600. 78 210.86 93.18 181.32 71.16 60. 72 Sanple col on norma

col on nor nal
tunor | ung nor Eatrenietyrigw tyeral Rxprassich imoarmaland disegpe sampies. Highesgnormeal ppession b

t unor

| ung nor mal | ungon anddhe plrpikatand. Fighen Hisdaseeapressipninthe otsrof s fengigmpm podisp

br east nor nal
5

10

col on nor nal

col on tunor

col on nor nal

col on tunor

hesalen tumpgsdypregulation in 1 of 4 colon tumors and 1 of 4 lung tumors imply roles in
cancers of the colon and lung. Downregulation in 3 of 4 AD brain samples as well as high

expression in whole brain suggests an involvement in Alzheimer’s disease. Downregulation in 3 of
3 COPD lung samples implicates this gene in COPD, Downregulation in the ischemic and non-
obstructive DCM heart samples suggests 2 role for this gene in cardiovascular disease.
Upregulation in the stimutated bone marrow sample. Upregulation in HSV implicates involvement
in herpes simplex virus as a potential host factor. High expression in neutrophils and eosinophils.

Sample Ct (sample {Mean {Mean |Average 185 |50 copies
sbg995002PIGR 1 and 2) GOl GOl GOl rRNA | ng/18S |of
copies |copies |Copies |[(ng) |rRNA ImRNA
(sample | (sample {(ng) |detecte
1) 2) d/50 ng
total
RNA
Subcutaneous 40, 40 0 0 0.00 3.06 (1634 (0.00
Adipocytes Zenbio
Subcutaneous Adipose |40, 40 0 0 0.00 096 |52.36 [0.00
Zenbio
Adrenal Gland Clontech {40, 40 0 0 0.00 0.61 {8197 |G.00
Whole Brain Clontech |36.78, 40 11.16 0 5.58 7.24 1691 38.54
Fetal Brain Clontech 40, 40 0 0 0.00 0.48 1103.95 {0.00
Cerebellum Clontech |40, 40 0 0 (.00 217 {23.04 |0.00
Cervix 40, 40 0 0 0.00 242 12066 10.00
Colon 37.16, 37.12 {8.81 9.05 293 271 1845 |164.76
Endometrium 40, 40 0 0 0.00 0.73 |68.21 [0.00
Esophagus 40, 40 D D 0.00 1.37 136.50 |0.00
Heart Clontech 40, 40 0 0 0.00 132 |37.88 [0.00
Hypothalamus 40, 40 0 0 0.00 0.32 |155.28 {0.00
Ileumn 40, 40 0 0 0.00 2.58 |19.38 [0.00
Jejunum 40, 40 0 0 0.00 6.60 17.58 0.00
Kidney 40, 40 0 0 0.00 2.12 |23.58 000
Liver 40, 39.16 0 2.58 1.29 1.50 [33.33 |43.00
Fetal Liver Clontech 40, 40 0 0 0.00 10.40 14.81 [0.00
Lung 40, 40 0 0 0.00 257 |19.46 [0.00
Mammary Gland 40, 39.18 0 2.55 1.28 13.00 {3.85 [4.90
Clontech -
Myometrium 40, 40 0 0 0.00 2.34 12137 |[0.00
Omentum 40, 38.04 0 5.15 2.58 3.4 |12.69 (3268
Ovary 39.29, 40 2.37 0 1.19 434 |[11.52 |13.65
Pancreas 40, 40 0 0 0.00 0.81 |61.80 {0.00
Head of Pancreas 40, 40 0 0 0.00 157 [31.85 [0.00
Parotid Gland 36.7,37.94 [11.72 |5.46 8.59 548 19.12 |78.38
Placenta Clontech 40, 40 0 0 0.00 5.26 |[9.51 0.00
Prostate 40, 40 0 0 0.00 3.00 16.67 |0.00
Rectum 40, 40 0 0 0.00 1.23 |40.65 1000
Salivary Gland 37.23, 39.21 |8.45 2.5 5.48 7.31 |6.84 (3745
Clontech
Skeletal Muscle 40, 40 0 0 0.00 126 [39.68 |0.00
Clontech
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br east nor nal
stage 5 ALZ Fo

br east tunor
| d Change

brai n nor mal
in D sease
-11.59 2. 00Owo42A3802. 89 5.43 2,47 5.67 -2.85 -1.90 --

Popul at

brai n nor mal

-- 4 MAR 2005 PCT/USO1/28462 brain stage 5 ALZ BB99-

2550328. 39177.
2550428. 92130.
2554228. 2198. 9
KCnor mal 31. 243
KCnor mal 37. 80.
KCCOPD35. 392. 9
25 KCnor nal 33.

0D031122932135]
0D034332932332
0D033972932229
0D049282932531
cells endo VE

heart C ontech
i schem ¢c294172
2942225. 74847.

DCWR942625. 031
GNP9- 2692616235
cells PCO03142
nmonocyt e4000. O

brai n nor mal
ion -4.35 1.80 -2.26 -1.
4 MAR 2AUsnD284222802

bnag

%R 2005

94355 88brain stage 5 ALZ3 09 887 brain stage 5 Al Z BRI9-
1360, 38brai n 9tkde 5 APZ2. 260862 HrMi n stalgd4b3ALLOBBIY-
BRel I96neai N st|éyad 5 ALR3. 45 (927 Cjo.doung |0.98 (51.07 |0.00
9Pl 74Cr | ung lung 26 KCnQroml 38. 598, 378, 371 ung 26 | yng 27
Aplesm| ung 27 | UMY 387 KQORPD3435864. Y348, 731149 2814 {3812 ung 28
IS2onhth ung 28- 7.14B3%9.260g (22SKCCORD34 | 17884, 2627261188y (2378, 87 | ung
Predtis Conted P! UNQ |2R4GSTNN@t 1 ¢ 1[ONg |0.00 1057 [87.87 |0.00
TR ClonebR'S LT G40 UG8 S10aSTMBEA C 1S {506 |14.86
LA N OMCFET PR B0 3 £ EX R
Mﬁ W_crﬁﬁa %’q‘Lr‘ | nrgg . endg '@nl | 9‘_ C P'lj?_r 0, 00endo
HUneen Ridda0endq4&/Ehr0. 08 endqObFcE|98%35. 424802: 1490088 bhrGr2. 89
ndemal 29. 05120. 3834440 56483rt |Aeart [T14T 1 {334 (936 |19.99
eRBGB3. 791267.|286tcart [BAM A5 heaft (T-14) npn-
aaw>o. roheart (3. 247. 02/4ehst rjucti ve DCM Reart] ( T- 31399
PERER020 (0. 1A} 1- 3398300 8 _adenoi d
F%ﬁf%zfgg ;SLOTTE? LX) e Frel il s
noc\vte-B cellls Q00 21 21482 /2 callc
1.00E+04 25.66 10000 | [ e e
1.00E+03 29.16 1000
1.00E+03 29.07 1000
1.00E+02 32.37 100
1.00E+02 34.12 100
1.00E+01 37.12 10
1.0CE+01 37.11 10
1.00E-Q0 40 0
1.00E-00 40 0
NTC 40 0
NTC 38.03 -1
Sample Reg Ct Mean |copies |Sample Fold
sbg995002PIGR number GOl of Change
(GSK copies |mRNA in
identifier detecte Disease
) 4/50 ng Populad
total on
RNA
colon normal GW98-167 121941 3343 1149.84 (209,68 |colon normal
colon tumor GW98-166 21940 32.49 [274.64 |549.28 |colon tumor 1.83
colon normal GW98-178 | 22080 40 0 0.00 colon normal
colon tumor GW98-177 |22060 31.11 [675.8 1351.60 |colon tumor 1351.60
colon normal GW98-561 |23514 3774 |9.09 18.18 | colon normal
colon tumor GW98-560 23513 35.81 31.94 |63.38 icolontumor 351
colon normal GWO8-804 | 24691 33,17 |177.11 |354.22 |colon normal
colon tumor GW98-893  |24690 31.61 |488.49 [976.98 |colon tumor 276
lung normal GW98-3 20742 3548 |39.55 |[79.10 lung normal
lung tumor GW98-2 20741 28.32 |4121.56 |8243.12 |lung tumor 104.21
lung normal GW97-179 | 20677 3647 |20.69 }41.38 |lung normal
lung tutnor GW97-178 120676 3724 {1259 (25.18 |lungtumor -1.64
lung normal GW98-165 | 21922 37.32 1196 [2392 |lung normal
lung tumor GW98-164  |21921 36.07 1269 53.80 |lung tumor 2.25
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dendritic cells 2844132. 8113. 2526. 50dendritic cells - 4 MAR 7005

neut rophi | s2844031. 7624. 5124. 51neutrophi |l s

eosi nophi | g%@éég@%%ll. 2922. 58eosi nophi | s BM unsti n86. 91. 19%T,%gm3gg§sti m BM

sl i n88. 860 stim3.13 osteo dif37.770.720. 720steo dif0. 72 osteo

undi f 4000. 00ost eo undi f chondrocyt es33. 1410. 8827. 20ehondr ocyt es QA Synovi um

1P12/ 01294623 0[1iag Asrmaarnos 8 2256@ OV | 380 Ofs. 58y NOML.LEM | lung normal
:EE_'[\iyn

NP10J 012946127.1n o .—.—g_[2 ; ¥ 37[5& 1 (F 4oy NAY 44 M| lung tumor 1.48
NP57/ 00284642 'b@: i;dﬁ)ﬁl iseyll T3~ SY[@Y T Ulfreast normal

NPO3/ 01284663 'breast PYEORL 1, S B s 2 O S ™ breast tumor 3.89
NP711002846729 W ?dd&r@éna LM RA Q\le Yium :

NP45/ 002847530|esets Borpal GY0A R8BS 1 0|40 ¢ hon@%  |breast normal
( bi obank) 2921 7{bras tunooGWaA-418 RS HEne | 38iToh i) GRS borbreaswpere 1199
Enor y30. 4852. 2fbisa:d ndrRMEWEN e %%@ﬁ(%am?@e 2J10.08nor et ®4mal . 7635. 52CA bone
Cartil age (poojZBi¥8nal 30,4553} 05106110Cadtilage (pagl) 88 - 4 b

02/ 22802 PCTI UbEist 28eGWORk t | ?éijé@(l; |)dl\30. 8P4’§ OJB’B“UE’E'%Frtl | B§8
(pool )-1.23 PBI23L#¥f ect ed28441 30 12384 udifoectoed PBLIHN
| |1 B2844231. 19reast nermal £)¥8:621423656) B. &6@0 ¥es ?Fn?-fﬁf ¢ bregspnormal
2915830. 1962. Ofbeast ng\BRIE-639i [P8€55t ed40 (1009 (1) NIReSt S st r gi4ed
F2917831. 1335. itanorha/ PRS- H4SV| 25507ai N34 18, 5.4 W2636 cgblam2a6izD322[1. 3242) 64W 12
cel | s Ker at i nofiydfrodwal BE®3406 9| 95009. §4Ker 01 nocjioes Bbaininbrihal
control 26. 66494”%0%8319@% UELYZTH T {gUEFO ARG hal

D400
1. 00E+0518. 121866663 23100R0— T THOEFOfE S 11 ia 7921000
1. 00E+0324. 910,&%&6% ‘szf)dg 1. 1(135(;E+Ct2!(29. 251{080 1JH(%“(’)"E+%)6]1531L??yzlz3%5{zr
1. 00E+0134. 321F -t SfIEs RPF8Hosl |36 0400 I\Tlﬁs,ﬁ() RNe balRugdgdUsERZHEC | q
Fol d Change i n|dgysease Di seasg tissyesPopul ati pn Reljati ve to Nornmal c¢l on
tunor-4. 35 col Piaif 4gP5 ALZBRID| 35041 U8y - 2.;268 colions t Ubmin-sthge3DALZING09

tunor-11.59 | ufgstunor2. 00 | un@ tunpri-4.58 | ungltunor|l. 89 breastltunorb. 43
breast tunor 2. fbfabitagas ALY BB 2562 |40 19 3.80 brain stage 5 ALZ |-2.36

927

CT lung KC normal [36.59 |19.23 3846 |CTlung

lung 26 KC normal |40 0 0.00 lung 26

lung 27 KC normal |40 0 0.00 lung 27

lung 24 KC COorD {40 0 0.00 lung 24 -9.62
lung 28 KC COPD {40 0 0.00 lung 28 -9.62
jung 23 KC COPD j40 0 0.00 Jung 23 -9.62
lung 25 KC normal {40 0 0.00 lung 25

asthmatic lung ODO3112|29321 40 0 0.00 asthmatic lung -9.62

asthmatic lung OD(C3433 (29323 3836 |61 - |12.20 |asthmatic lung 1.27
asthmatic lung ODO3397 | 29322 37.29 [12.16 (2432 |asthmatic lung 2.53
asthmatic lung OD04928 | 29325 38.01 [7.64 15.28  |asthmatic lung 1.59

endo ceils KC control |40 0 0.00 endo cells

endo VEGF KC 40 0 0.00 endo VEGF 0.00
endo bFGF KC 40 0 0.00 endo bFGF 0.00
heart Clontech normal |37.85 {8.49 1698 |heart

heart ( T-1) ischemic 29417 40 0 0.00 heart T-1 -16.98
heart (T-14) non- 29422 |40 0 0.00  |heart T-14 -16.98
obstructive DCM

heart (1-3399) DCM___ |29426  |395 |2.9 580 |heart T-3399 2.93
adenoid GW99-269 26162 40 0 0.00 adenoid

tonsil GW98-280 22582 3635 (2246 |4492 tonsil

T cells PCO0314 28453 36.17 |25.23 5046 T cells

PBMNC 40 0 0.00 PBMNC

monocyte 40 045 0.90 monocyte

B cells PC0O066S 28455 40 0.6 1.20 B cells

dendritic cells 28441 38.07 737 1474 |dendritic cells

neutrophils 28440 3273 [236.09 [236.09 |noutrophils
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breast tunpr-2.85 brain !!g e 5 ALZ-1.90 brain stage 5 ALZ3.09 brain siapeyd
AL Z2.26 brain stage 5 ALZ3.45 lung 24-4.39 lung 28-7.13 lung 23-4.87

asthmati c | wigermagt asthmatic | ungl. 59 asthmatic | ung9. 49 89%cT/UsIvARI2005 WO
02/ 22802 PCTI US01128462 asthmatic | ung3.49 endo VEG-0. 00 endo bFGF2. 89 heart
T-15.25 heart T-147.02 heart T-339910.68 BM stim 3.13 osteo dif0.72
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brai n

L
1
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o
\vJ
!

f
|
g
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sanpl e. Downr e SynoxmN

a ates—thi-s—gehe in
osteoarthritis. Cddprgbiraiton i{A°%he [8v-i pFect ed-nl\/R(%;oi;&;};{s sudgest s | hat
this gene nm bWﬁtcr —HA—HSY——-eWw—expressof—t+H—ar-t—ure—<eel | S
excep'? t he ByCF g Seample Ly o (L Fme %S%Eﬁ&_ 4 b i es—of{ GO
GO Average 18398doserdappied | o J-dmons sl e | ¥dfi old2348nilO8 %08y r RNA ng/ 188
det ect ed/ shgl grpl) and ANogeshp | F-46s fi®Be 1BbBE o Cartitpsertres)50 ng
1) 2) (ng)t ot al RKétiggepasl)aneous OA 40 0 0.00  |Cartilage (pool) |-21.86
PBL unifected 28441  [35.05 |52.27 |104.54 |PBL unifected
PBL HIV IIIB 28442  [37.31 [12.04 [2408 |PBLHIVIOB |-4.34
MRCS uninfected 29158 40 0 0.00 MRCS5 vninfected
(100%) (100%)
MRCS HSV strain F 20178 - |3B.19 6.8 13.60 MRCS5 HSV strain | 13.60
F
W12 cells 20179 |40 0 0.00 W12 cells
Keratinocytes 29180 40 0 0.00 Keratinocytes
B-actin control B-actin {29.77 |1604.25
control
genomic genomic 305 1001.61
1.00E+05 1.00E+05{22.95 ]100000
1.00E+05 1.00E+05(22.91 (100000
1.0CE+04 1.00E+04 |26.49 |10000
1.00E+04 1.00E+04 |26.66 | 10000
1.00E+03 1.00E+03[30.62 |1000
1.00E+03 1.00E+(3 {3043 |1000
1.00E+02 1.00E+02136.12 |100
1.00E+02 1.00E+0234.73 1100
1.0CE+01 1.00E+01]38.58 |10
1.OOE+01 1.00E+01}38.82 (10
1.00E-00 1.00E-00 |40 0
1.00E-00 1.00E-0Q |37.86 |1
NTC NTC 40 0
Gene Name sbg995002PIGR
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor 1.83
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Low to moderate overall expression in normal and disease samples. Highest normal expression in
the subcutaneous adipocytes, subcutaneous adipose, whole brain, and heart. Highest disease ‘

5 expression in the 3 heart samples. Downregulation in 1 of 4 lung tumor samples and upregulation
in 2 of 4 breast tumor samples indicates a role for this gene in cancers of the lung a{ld breast.
Upregulation in 2 of 4 AD brain samples suggests an involvement in Alzheimer’s"» disease.
Upregulation in 3 of 3 heart samples implies an involvement in cardjovascular diseases such as
non-obstructive and obstructive DCM as well as ischemia. Low expression in all of the immune

: . 1332. 7718. 0541. 97
TR E +59—78—Yrimeny Bl adder 37. 47,

10 cells. Low to moderate expression in the OA synovium and bone samples as well as in the RA
synovium sampies.
Sample Ct (sample |{Mean Mean |Average|188 |50 copies
shg1033026C1q 1and 2) GOI GOl GOl rRNA [ng/18S |of
copies |copies |Copies |(ng) {rRNA [mRNA
(sample |(sample {(ng) |[detecte
1) 2) d/50 ng
total
' RNA
Subcutaneous 32.32,31.1811.99 2491 |18.45 |3.06 (1634 |301.47
Adipocytes Zenbio
Subcutaneous Adipose |34.95, 33.78 | 2.2 4.69 345 096 |52.36 |180.37
Zenbio
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1. OOE+0231. 49100 1. O0E+0231. 46100 1. 00E+0137.8610 1.40E+0135. 4510

1. OOE-0037. 081 1. 00E-0037.41 NTC36.45-1 NTC36.15-1 Sanpl e

number G Maano2/226¥2 copi es of

WO 02/ 22802 PCT/ USO /28462 (GSK copi es det ect ed!

}total Popul at
col on tunor

GM\8-178220803
25.18 colon tu

col on tunor CG/BabBran Siopeds
GMD8-89424691 34
G 8- 893246903

GNB8-32074234.

| ung tunor-7. 4%
GN\D7- 1781
GN\D8- 1652192231

t unmor

18.86 lung tu

| ung tunor GBS
2875034. 1720. 64

60. 18 breast t

413 breast tumbK,dw\DO 4T7Z287Y

normal GANOO- 2]

27588-9135. 0712

S 1672194135 49

91

4 M 2805

sh1015258PLM
MRNA Sanpl e Fold Change in 9BCT/USO/2RPR 200 5
identifier 50 ng D sease

19 82 colon nor mal

14Mm40 61 28. 22 dBl on {WUFor1 015? cidit8h 98P mal
Cl col on_wmor | lcol-opdtunpr 177’)’)(\‘20’2 12. 59
Pt a4 (AT 5d 15881 4i6A 05 q 5’-% 16980 P&2% 1nor mal
260,40 12198 collBn tu%ﬁaﬁ- 15804801 JA3-Hol oAl
(ICaBAlBmdAo@3h 244G dd on ndr nal j8ol on|@Whor [2.17 [23.04 [0.00
ICe28d 9. 25 38. 504%;¢¢ on fonor 1.{66 | un@oonor fed2  120.66 [0.00
5SH&y 09 33. 38 1 e, 1eadaimbo 1 U028 Uno1 31GV8 8 AZ0|A438 7|28.(2. 45 4. 50
T T 8 S5 2567 7S 5P 16 gy S2] 4% 1 [BIET TIBERRT |l ung
VI, UV . =TI LT . '-r \@Aw) 1 LI |9 Ul L. Y LI 1 1
-0 -:.c%l—l-f" al Uling ¢+ 3 1522900 489, 43
eagCig:qte;hmn nd? Y45059382/1360-874 (3% 3, 'gpnr mal
pHythlame 337 8790.46 4. 59 | ungOt unpf®90 04 [bi2eastS 294881 Gwoo-
II@@ 64 breast |#bBhEl 302 bragadd tyhdr GRIB 3pP3B7HEEB. §430. 09
UTephite 92 br east] 3%y 3ved6 |TH00- |28798389051)d6 1{7158 b[3ast |nor mal
483p 0113046 24092 Drieast T(amor 24.545|0n0east
(PR 9540055 03hp $T &g 5e MOTqBE 23277250 | PEFaHs 36 U[HR3
Ff Tvé Cloneedh ©933.08 MO 8zsB o (83t 23 r et oo P dTe 39996
Lung 40, 33.51 0 5.58 2.79 2.57 19.46 154.28
Mammary Gland 31.05, 30.69(27.02 342 30.61 13.00 |3.85 117.73
Clontech
Myometrium 33.29,35.1 (642 2 4,21 234 |21.37 [89.96
Omentum 34.44,40 [3.07 0 1.54 304 (1260 {19.48
Ovary 32.59,35.04|10.03  |2.07 6.05 434 [11.52 |69.70
Pancreas 40, 40 ) 0 0.00 0.81 [61.80 {0.00
Head of Pancreas 40, 40 0 0 0.00 1.57 31.85 0.00
Parotid Gland 34.63,33.09[2.71 7.29 5.00 548 [9.12 [45.62
Placenta Clontech 32.77,33.0118.94 7.7 8.32 5.26 19.51 79.09
Prostate 40, 40 0 0 0.00 3.00 16.67 10.00
Rectum 40,3444 [0 3.06 1.53 123 140.65 162.20
Salivary Gland 32.96,40 |7.94 0 3.97 731 [6.84 |27.15
Clontech
Skeletal Muscle 40, 40 0 0 0.00 1.26 [39.68 [0.00
Clontech
Skin 40, 33.46 0.6 375 3.18 1.21 41.32 |[131.20
Small Intestine 40, 40 0 0 0.00 098 |51.07 |0.00
Clontech
Spleen 35.65, 35 14 2.13 1.77 492 |10.16 |17.94
Stomach 40, 34,73 0 2.54 1.27 2.73 18.32 |23.26
Testis Clontech 40,35.12 |0 1.98 0.99 0.57 [87.87 [86.99
Thymus Clontech 32.44, 31.57111.11 19.37 15.24 08¢ |5.06 [77.05
Thyroid 40, 40 0 0 0.00 277 [18.05 {0.00
Trachea Clontech 34.58,33.5612.79 54 4.10 9.71 5.15 21.09
Urinary Bladder 33.45,33.3415.8 6.21 6.01 547 |9.14 {54.89
Uterus 33,19, 3241 |6.82 11.32 9.07 534 |6.36 84.93
genomic 2547 981.57
b-actin 26.87 398.61
1.00E+05 18.24 100000
1.00E+05 18.35 100000
1.00E+04 21.53 10000
1.00EHM 21.62 10000
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236563341.58 83. 16 breast nornal
80.94 breast tunor-1.03 brain normnal

nor mal

14.50 brain stage 5 ALZ-3.43 BB99-874 brain stag

621 breast tunor

G98- 6202365533. 05404 KiER 2005
BB99- 5422550732. 7348. 93 97.86 brain

br aiwgohensmed BB99-4062550933. 9723. 34 46. 68 brai n nor eaf/usessa6nor mal
BB99- 9042554637. 882. 24 4. 48 brai n nor nal

brain stage 5 ALZ 2550235. 927. 25

e 5 ALZ 2550331. 5797.99

195. 98 brai n Jiagsmoed ALZ3. 952BBP9- 8970odor ai|n stade 5 ALZ 2550436 086. 57 13. 14
brain stage 5 [RbaE g3 /8 BBYY-186:43 D al [om! age 5 ALZ 2554232. $650. 8 101} 96
brain stage 5 B99- gﬁ,-‘ﬁ" Fangs RCnpr mat 37.373.{04 6,08 ['ung| | ung
26 KCnor mal | urYRéFJrP?bng 2+ oF-fred ‘j") 52152182 tung—27urmg—PZA—RCSGOPD400
0.00 |ung 24- ng-28KJd ) 37-42-99- 0 99 Hung 28-4-03—+tmg—23—
KCCOPE) 39. 560. 90%y0R> " lung 2398574 | |Q-|g 25| KCnorlnal 38 1431 6 g 25 92
-. 4 MAR 2005 |WPEYS1 22802 PArPUSOI / 28862 akthmmtlic |urg 29321 189 45 . 88
0. 88 asthmati q100E - 3. 49 OD3¥8112 asf®hmatit [ ung 129333 136. 15,19 [110. 39
1 asthmatic | yngoE& 38 OD03438 asthn@tic | ung 29322 35.56 8.99 17.98
asthmati c | ungigc8t OD03397 @8325 13- 06 1B. 66 17.32 fasthnmatic|l ung
0D04928 endo W&?W’ﬁﬁ ENQ0 DFGF KC 140 1Q. 10. 48 heart
Cl ontech 1 nor'ret—346—36-—68—1tF-36heart—(T%)~Tschentt 129417139~ 29 10. 96
11.92 heart (T-14) non- 129422 138 21.11 84 68 ohlstryctive ,W'! heat t
(T-3399) DCM 1i®smple 135- 49 19|Re8 11§Ct70 |Msamoi (forisipdSapRje 126162 6B 10.78
1156 tonsi | BE103302681582 13mumber 92 (693 galof celll s PO00314 : B4. 57
116.25_132.50 [PBWMNC 137.32 13|(¢8K13[13 yt A4 12,44 14. § cells
PO00665 28455 133.32 34.36 68. [identifitrgritilc cel | [e?g841 137. 29 13. Eﬁ .38
neut rophils 129440 136.01 16.P5 | 6,85 eosi nop{¥i%#edg446 135. 38 119. 96
BM unstim 137. 44 12.91 1'2.91{BM sl iim 140 10. 5{4°%h. 53 osteo dif ?g 1511.91
1.91 osteo undif 137 6 12 64 12 64._¢hon 631+—16-—28—10A-Syhovi um
| P12/ 01 29462 @olompprmal GWVRLISH2IOH oy AP (- NP1 ?Ptﬁo selonnermals 4 d 19 £
119. 08 QA SynohlemiukPSTWVEB 166254840 1320.995 915 0518348 Leglon tamor .35

colon normal GW98-178 {22080 303 |57.81 115.62 |colon normal

colon tumor GW98-177 {22060 29.31 |103.84 |207.68 {colon tumor 1.80

colon normal GW98-561 123514 28.79 |140.64 [281.28 |colon normal

colon tumor GW98-560 |23513 30.18 |62.18 12436 |colon tumor -2.26

colon normal GW98-894 | 24691 28.31 |187.28 |{374.56 |colon normal

colon tumor GW98-893 {24690 28.75 | 14393 |287.86 |colon tumor -1.30

lung normal GW98-3 20742 2%.18 [201.78 |403.56 |lung normal

lung tumor GW98-2 20741 3235 (1741 34,82 {lung tumor -11.59

lung normal GW97-179 120677 29.94 171.52 143.04 |lung normal

lung tumor GW97-178 (20676  [28.76 [143.36 1286.72 |lung tumor 2.00

lung normal GW98-165 21922 28.69 {149.49 |298.98 |lung normal

lung tumor GW98-164 {21921 31.28 |32.63 65.26 |lung mumor 458

lung normal GW98-282 22584  |31.42 [30.07 60.14  |lung normal

lung tumor GW98-281 | 22583 30.33 |56.83 113.66 |lung tumor 1.89

breast normal GW00-392 128750 28.72 |146.7 146.70 |breast normal

breast tumor GWO00-391 |28746 27.02 1398.56 |797.12 |breast tumor 5.43

breast normal GW00-413 [28798  |30.95 [39.63  {39.63  |breast normal

breast tumor GWO00-412 |28797  |30.58 [49.03  [98.06  |breast mor 2.47

breast normal GW00- 27592-95[32.53 [15.6 15.60 |breast normal

235:238

breast tumor GW00- 27588-91 129.58 |88.49 88.49  |breast tumor 5.67

231:234

breast normal GW98-621 {23656 27.5 |300.39 |600.78 |breast normal

breast tumor GW98-620 | 23655 2928 |105.43 |210.86 |breast mmor -2.85

brain normal BB99-542 | 25507 30.67 |46.59 93.18  |brain normal

brain normal BB99-406 (25509  |29.54 |90.66 181.32 |brain normal

brain normal BB99-004 |25546 31.13 |35.58 71.16 | brain normal

brain stage 5 ALZ BB99-[25502 1314 ]30.36 60.72  |brain stage S ALZ |-1.50
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R4. Synovi um NP03/01 28466 37.92 2.19 4.38 asthmatic lung 12. 38 enda g
endo bFGF -2.00 heart heart T-1 1.41 heart T-14 2. 71
PBMNC nonocyt e

endo VEGF 2. 68

T- 3399 113. WO Qa2%8i d

cells neutroph
osteo undif ¢

RA Synovium R

(pool) Cartila
uni nfected RA
28475 35.03 1253
Sanmple 1 J.
10. 67 11-34 Ca
PBL unifected

29158 100% 291]

36.65 4.67 36

Em

t onsi |

T cells

Mﬁk NG
eart

B ceP¢HUSHEA#M ti ¢

ils eosinophils BMunstimBMslim-5.49 osteo dif -1.38
b_g_n,d_y_g_g_g_t_es QOA_Svnovium Svpnovi-um— OA _Svnovi-um—RA-SvYNnoVvi um
%@W % BESX [BaPe |30 HARRY @5§ %oﬂh@m@@gbéﬁu CPti llage
/ncc!\_ 10 4 PRI ||n'i'F"\r\+ ad B 19 !
%&L\Wﬁi R 17he BR0E o P JreRREy 5 2%5 PNP45/ 00
4 I"“‘“I’ jlﬁ_i_blﬂnnlll\ 4 39 r\'\ & r\7 n.ﬁ_‘ UUI e
o ¢ 3%‘9%?@%5 5115, 460 mia G310, [ Sepe SBEE 3 a0 I8
ADRC OO TG 1305 P8310 é‘;‘ AT Bl (pogl)

T LJ A\ rro YN O, Ul 1 \V | \ A VI \.r\ OfF< 1 8442

ne29 37 18 1%mals Kﬁvﬁ% \L u? {n ;':EIV !:39 5085
lgng RS 37 54 [pormaly 19780100 34 [070 8, [lung27 '

lung 24 KC COPD  |34.56 (4.73 4.73 lung 24 4.39

lung 28 KC COPD |35.39 |291 291 lung 28 -1.13

lung 23 KC COPD 13474 |4.26 4.26 lung 23 4.87

lung 25 KC notmal [33.85 |7.19 7.19 lung 25

asthmatic lung ODO3112129321 35.04 |3.57 3.57 asthmatic lung -5.81
asthmatic lung OD03433(29323  |32.44 [16.48 32.96 |asthmatic lung 1.59
asthmatic lung ODO3397(29322 |294 |93.44 196.88 |asthmatic lung 9.49
asthmatic lung ODO4928 29325 31.1 |36.23 72.46 |asthmatic lung 3.49

endo cells KC control (40 0 0.00 endo cells

endo VEGF KC 40 0 0.00 endo VEGF 0.00

endo bFGF KC 354 [2.89 2.89 endo bFGF 289

heart Clontech normal [29.05 {120.78 |241.56 [heart

heart ( T-1 ) ischemic 29417 12623 [633.79 [1267.58 |heart T-1 525

heart (T-14) non- 29422  |25.74 |847.85 |1695.70 |heart T-14 7.02
obstructive DCM

heart (T-3399) DCM 20426  |25.03 j1289.37 |[2578.74 |heart T-3399 10.68
adenoid GW99-26% 26162 {35.24 |3.17 6.34 adenoid

tonsil GW98-280 22582 |31 38.35 76.70  |tonsil

T cells PC00314 28453 31.75 [24.69 4938 (Tcells

PBMNC 40 0 0.00 PBMNC

monocyte 40 0 0.00 monocyte

B cells PCO0665 28455  |31.35 }31.31 62.62 |Becells

dendritic cells 28441 32.81 |13.25 26.50 |dendritic cells

neutrophils 28440  [31.76 |24.51 24,51 |neutrophils

eosinophils 28446 133.08 [11.29 22.58 |eosinophils

BM unstim 369 |1.19 1.19 BM unstim

BM stim 38.86 |0.38 0.38 BM stim -3.13

osteo dif 37.77 10.72 0.72 osteo dif 072

osteo undif 40 0 0.00 osteo undif

chondrocytes 33.14 |10.88 27.20 |chondrocytes

OA Synovium IP12/01 |29462  |30.61 |48.28 4828 | OA Synovium

OA Synovium NP10/01 |29461 27.5 |300.97 601.94 |OQA Synoviam

OA Synovium NP57/00 [28464 {2928 {105.55 {211.10 |OA Synovium

RA Synovium NP03/01 [28466  (30.18 [62.3 124.60 |RA Synovium

RA Synovium NP71/00 |[28467  }29.22 {1095 219.00 |RA Synovium

RA Synovium NP45/00 | 28475 30.06 (66.71 133.42 |RA Synovium

OA bone (biobank) 29217 326 |14.99 1499 | OA bone (biobank)

OA bone Sample 1 J. Emory [30.48 |52.25 104.50 |OA bone

OA bone Sample 2 1. Emory |32.31 |17.76 35.52 |[OA bone

Cartilage (pool) Normal |[30.45 |53.05 106.10 |Cartilage (pool)
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5.48 WL2 cells 29179 137.23 133 16.60 Keratinocytes 29180 137.18 13.-44 M&R H05
WL2 cells Keratinocytes 93 - 4 MAR 2005 WD 02/ 22802 PCTI US01/ 28462 B-actin

control 27. 364 9962382

7 genom c27.21345.3 4 1. 00E+0519. 441000090/US01/28462

1. OOE+0519. 81100000 1. 00E+0423. 6310000 1. 00E+0423. 4110000 1. 00E+0327. 771000
1. OOE+0327. 891000 1. 00E+0232. 32100 1. 00E+0232. 3100 1. 00E+0136. 7710

1. 00E+0136. 39 ZEiR0odP 38 UBoAL. UUF0R034 601 (083 [CRulls=Gpon NeTE3 SBY
1015258PLM Fol Bi:"ﬂﬁfbgt’id' T D SERER D\ B35 6197 SSUERED ‘E’B@ﬁﬂd@tﬁeﬂ eT Qi ve
Nor mal col on t B coton Y= I,J,ly wsun Iy T Lmilng_
tunor-7.42 | un HAD 09 unt t HAo 11 Ohuvlijn " S YD
breast tunor 22| 5’&%‘5% um)f’zgl 85| 91248 ge+4 %%% ORS |e S AL
brain stage 5 ESTRAGR D L.l%’.‘?_’n b= Tg5sun
3.48° iﬁ.ﬁg s 75
24-3.07 lung 28- ung F23- a mgti c | ung- 3. ast rrat I'c{lung3
asthmatic | ung o ' D3 VECRZ PO [GNEQalRr G- 2,00 94
J o D LN + r_-14 A1 " T a.4n_ = 1
IVp\R 2005 V\D 02 K'craﬁﬁlo?:yté G.LU\JUJ. "OUL 33 (ol 992' 1T 1‘9-'84%%*3[“1&%‘ 7 rear
T-339913. 75
B-actin control 26.66 |492.23
genomic 24.83 |1443.91
1.00E+05 18.12 | 100000
1.00E+05 18.12 | 100000
1.00E+04 21.28 {10000
1.00E+04 21.31 {10000
1.00E+03 24.92 | 1000
1.00E+03 24.9 1000
1.00E+Q2 29,22 | 100
1.00E+02 29.26 {100
1.00E+01 33.13 (10
1.00E+01 3432 {10
1.00E-00 40 0
1.00E-00 40 0
NTC 40 0
Gene Name sbg1033026Clq
Disease tissues Feld Change in Disease
Population Relative to
Normal
colon tumor -4.35
colon tumor 1.80
coloh tumor -2.26
colon tumor -1.30
lung tumor -11.59
lung tumor 2.00
lung tumor -4.58
lung tumor 189
breast tumor 543
breast tumor 247
breast tumor 5.67
breast tumor -2.85
brain stage 5 ALZ -1.90
brain stage 5 ALZ 3.09
brain stage 5 ALZ 226
brain stage 5 ALZ 345
lung 24 -4.39
lung 28 -71.13
| lung 23 -4.87
asthmatic lung -5.81
asthmatic lung 1.59
asthmatic lung 9.49
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BM stim5.49 osteo dif-1.38 Cartilage (pool)-10.49 PBL HV I1TB-1.19- YR&R 2005
HSV strain F13.57 Gene Name sbgl0033281G (Taqman) Mderate overall

expr essi on.wbioghzsee normal expression in whole brain, fetal HOTAIS91/28480
cerebellumw th slightly |ower |evels of expression in the col on and mamary
gland. Hi ghest 5 di sease expre55| on_in the_colon and lung tunor pairs as

wel | as the nolsstnagolangAl zheiner' s brai N349Significant upfjegulation in 2 of
4 breast tum)r_ﬂdm‘y_ﬁ@Jmth slight upreg@P8tion in 1 of 4ibreast tunor

sanpl es inplic@méebfdl s gene in breast ¢38Ber Downregulatiion in 3 of 3 COPD
sampl es may sutga®dil an i nvalvenent in ¢A#dnic ohstructive pul nonary

di sease. Domrléwzi_ﬂaa_m_l_af_A_asl_hm&a.mLes&ggesu. a potential role
for this gene |H2Ad38%¥a  Downregul-ationl %8 he LS\ infected 10 MRCS cel s
suggests that Lmé—‘%ane—ua%pJ—ay—a rolelinl3HSY. High expréssion in 3 of 3 OA
synovi um sanpl pees! i pi8s—2—6f—2-OA-bgne sanpl es, and
corroborati ng hEBEEEaRE% ossiop—i-p—the—T1€ J-s—ane—B—eeHsi npl i cates this
gene in osteoa [ES.HSV,S%;; hedrat-ot-a—attitdt+s—eoptes—Mian Mean 50 of
Sanple C (sanpre—So—co—Average—188nyr TS MRNA—sbgiB63328I GL and 2) copi es

copies GO rRNA rRNA detected (sanple (sanple Copies(ng)(ng)150 ng 1)2)total
RNA Subcut aneofignedamesbel0d3675Ramye 15127, 12118. 143. 0616. 341930. 31 Adi oc es
Zenbi o Subcut agaqugpAdi pose 37. 92, 403. 8401. 920. 9652. 36100. 52 Zenbi o Adrenal
G and 38.07, 35.733.514.328.910.6181.97730. 33 C ontech Wl e Brain

Cl ontech22, 72, 23.0935640. 528576.5232108. 517. 246. 91221743. 85 Fetal Brain

C ont ech33 39, GwﬂmsbﬂQQQS@th 740. 48103. 955066. 01 Cerebel | um

d ont ech31. 32, Mpwzuww 2od ’2?“? dﬁa‘fﬂmghewwm@es

35. 69. 7815. 491 $dgmen or HegBneyand the tstis. Highest discase cxpression in one
32.11286. 9125. g %ﬁ%@% ] gﬁghonmlofﬂungmmor
36.0128. 4 d.Z 1 ?% cahce? . tion in 2 of 4 breast tumor

36. 054, 82 1.78 u%%&@«;aé%&%n%& ifr@adek oftheHLAGH ation in 2 of 3 COPD samples

36.8510. 567. 38 1 3B thB8reIfhg 20nphdy REHliBed raldtuShbnic obstructive pulmonary disease and

36. 9606. 813. 41@stidil GprefiddiaBin #is obshraiinEBCM DearG4mpil 8@ 5reROBfieARal rof5R 3819. 38537. 69
Jej ununB0. 14, 8&dioR4hBr Higds DoWABENatH0 B.UIBOTMEBRIBhe HGroisemuly DewEregulation in

34. 6141. 8bP8. 1 2@ cpnilage pRi @GS Y gerie jreqsBgarthritis. Upregulation in the HSV-infected

35. 3811, 4117. 6 MRESTells sugasts thes this gens may be phost facies jn HYVo heweemestsiop in all immune

30. 27388. 12381 5 83eapt s Frrelisoahio shoy fepderste expression.

Sample Ct (sample {Mean |Mean |[Average[l188 |50 copies of
sbg1015258PLM 1 and 2) GO1 GOl |GOI rRNA Ing/18S [mRNA
copies |copies [Copies |(ng) |[rRNA !detected/
(sample | (sample (ng) 50 ng
1) 2) total
RNA
Subcutaneous 39.96, 39.32{0.39 0.73 0.56 306 [16.34 |[9.15
Adipocytes Zenbio
Subcutaneous Adipose |39.61, 37.77]0.62 1.84 1.23 096 5236 {64.40
Zenbio

Adrenal Gland Clontech (36,89, 37.65 | 3.12 1.98 2.55 0.61 |81.97 |209.02
‘Whole Brain Clontech  [32.77,33.06[36.18 |30.37 (3328 [7.24 |[6.91 229.80
Fetal Brain Cloniech 38.01,37.52| 1.6 214 1.87 048 |103.95 [194.39
Cerebellum Clontech  |38.34,37.8 |1.31 1.81 1.56 2.17 [23.04 |3594

Cervix 36.9,37.17 (3.1 2.64 2.87 242 [20.66 |[39.30
Colon 35.93,37.95(5.51 1.66 3.59 271 (1845 |66.14
Endometrium 34.62,3751112.02 [2.15 7.09 0.73 (6821 |483.29
Esophagus 35.76,37.39|6.1 231 421 1.37 3650 |153.47
Heart Clontech 36.78, 38.53 |3.33 1.17 225 132 |37.88 18523
Hypothalamus 37.12,36.52|2.71 3.87 3.29 0.32 [155.28 (510.87
Heum 36.15, 36.19 |4.84 4.72 478 258 [19.38 [92.64
Jejunum 34.6,3348 |12.14 2365 (1790 |[6.60 758 135.57
Kidney 37.16,379 (2.65 1.7 218 212 {2358 |51.30
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Lung35. 59, 35.0915.5920. 9818. 292. 5719. 46355. 74 Mamary d and 29. 21,
28.52718. 741090. 18904. 4613. 003. 853478. 69 Cl ontech 95 WD 02/ 22802 -

2005 PCT/

arent ure3. 830 4147

y32. 47, 32. 34

i MR 2005

MyonmetriunB83. 7, 34.11 48. 4237. 8543. 142. srdpilqoihg 3l 69
44.7552. 2748. 513. 9412. 69 615. 61 Ovar

101. 42109. 96105. 694. 3411. 52 1217. 63 Pancreas38. 16, 40 3. 3101. 660. 8161. 80

102. 29 Head of

d and31. 68, 31

30. 82 335. 37274

58. 39122. 8290.

626.42 Sal i var

Cl ont ech- Skel ¢f

Ski n36. 37, 36.
7.7929.7918. 79

25.2515. 1820. 2}

196. 34 Testis |

Cl ont ech29. 15,
133.23123. 7712
207. 67405. 0430
70.678.0774. 344

660. 30 genom c2

1. O0OE+0520. 94 1

1000 1. O0E+032

1. 00E+0140 0 1.
Sanmpl eRegCt Mea
( GSKcopi esdet e

nornmal GM8-16

02/ 22802 PCTTUSZEI 28482 col-on
tunor-1.13 mall Intestine

IHeaaCr eas40, 38358 3609 U P4]15.5/31Lg8d 1485600|3338 01 297.33
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PCTI US01128462 aéntmah nor nal GIV8- 8942469131l 84135, 33270! 66 dol on hor mal
col on tunor G 32469031. 9133753083914 cldlom t|ueet - 1]183 |{dh3g not3hds
GM\98-32074228. 8 Intetdnd /8. 28 |BaMgB4tanhed | [28g0 t Und7o 098 [51.07 |959.65
GW\98-22074131. 9IA@@c1261. 42 llung tunpr-5. 217 | ung norng
GM7- 1792067730(3pB66. 26712. 5434 1nip-63025A8 |16A% t|3082 (492 11016 )205.44
GN\D7- 1782067629 Sidmctb. 731211. 460,Bureg t{Uskor 112866 | ui@7hor (A3 [18.32 |196.34
GNB8- 1652192228 | Fedizhonteanl /04, §25.01umpseneaoral |1l3ang iwn®r |0.57 |87.87 [1028.12
GNB8- 1642192130 RlLds/Cidnicer - 2q29.1508. U123 31 70861 UPIG6. 0T o 15.06  [3725.58
G/B8- 2822258431 _ﬁ,g‘ 8. S#376 63 S 1A 19ABE 19310 [R50 |2.77 1805 |231949
D 2 s s ikt - 1308, D o7t 6EEE [3BRI™lo71 |5 13 157752
_ Uringry Bladaes 50 2] Sk maedl 1100, WL npid3%, [od7 914  |679.48
GN0-3912874632 29 _3( r
GWOO- 4132879834898 6426 64 HARYs?3 13478 ARt | Pafor [354 ‘9-36 660.30
GW\OO- 4122879731 |88mE6. 42272. 842ht%east |f4edr [L0. 24 breast | nor
27592-9536. 3412|®B&tiR. 09 br easti3tddr nal 2852288 brehst tupor 0-
27588-9133. 4856 [1ldEe0sL 1 br east|21.06vor 4.[6000@B{L: 234 br east | nor nal
GND8- 6212365632 1300EUEs 78201. SH2bsL£ast Tnmoena
1.00E+04 25.06 10000
1.00E+04 24.54 10000
1.00E+03 28.32 1000
1.00E+03 28.77 1000
1.00E+02 33 100
1.00E+02 32.74 100
1.00E+01 35,9 10
1.00E+01 40 0
1.00E-00 40 0
1.00E-00 40 0
NTC 40 0
NTC 40 0
Sample Reg Ct Mean copies of [Sample Fold
sbg10033281G pumber GOI mRNA Change
{GSK copies detected/ in
identifie 50 ng Disease
r) total Populati
RNA on
colon normal GW98-167|21941  |24.26 [15500.01 |31018.02 |colon normat
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breast tunpor GM8-6202365531.4171.82343. 64 breast tunorl. 70 brain ”OLWAR 7008

BB99- 5422550734. 4932. 7565. 50 brai n nor mal

BB99- 406255QQ3h/04032. 284. 40 brai n nor mal
BB99- 9042554636. 1713. 326. 60 brai n nor nal

brai n nor mal
brai n nor nal

PCT/US01/28462
brain stage 5 ALZ BB99-

2550231. 16195. 23390. 46 _brain stage 5 ALZ6.64 874 brain stage 5 ALZ BB99-
2550331. 56157. 3B Ame6CWRiLes Kioge B4ALVBIZHE4 B A4 | rolootnampe 5 AHA3BBIYO-
2550432. 6289. 21ctRn AGmBIrGWS- 578 fogesod  [aB.EB | 1236.862 456094 |sdiagerna! AL BB99-
2554233. 2663. 4] mﬂs 200 O7ALX Y6182 9217268640 UEWbn tumor 1.59
KCnor mal 30. 8221 2o RS GWo O T UAg7 2Ro8ET M@ A A v VA B 4Z7171ng 26
g o e o e e g
KCOOPD35. 5318. ¢Piph ngrpal GROB-834 12419915 3124} Gl R oo ptnak 5 83 lung 25
asthmatic | ung | ©ROSmpoOHIB-89% | WEX) 12549 [HT2 46t HINIH P (FQlongmer g AskRimt | ¢
| ung OD03433293REBBEMEROWIB-I55P20740 HdvhmbiiPicSZ |288%. Mg uagramndlt i ¢ il ung
0D033972932231 |RigltiRor GYEBER 28 | 28341hnEki66 | 1264030, 72528044 hwag jumord ung |-1.15
0D049282932531. R 899118 | T i | 1asRmss. B36n6id e hdrsal
schgntl r2|832- 36(1{m, S GWORTTR0 | 20616 S | RS J1¥E91 13493782 firkg fambre - 59 |CTH0
Cl ont eéhno(ragaf) £y ?““Y@’??gjgg‘ﬂgjg;? sttwl 1% E_ZQSS’G. g nomal
I schem 02941732ru £ 2y i;:/"f‘%'&"ﬂ'a\ @92,’34 lu}?gmmf’ff 123
2942234, 6430. 13HPE Popma) GNO8-242 %E%Jw?ér%ﬁcf*lﬁﬂ’ﬁ?.\%?ﬁ P I8 PF™H T, 3309)
DCMR942632. 5393 luaedwmgr GVEIEEA {227833368669 44702 00 {9494 AR Iwemonny oo!d%302
PCTI USOL/ 28462 |brekstmoimhl GNSO- 26828161238, 996868 550713838 1\0uasersord t opsi |
GW\P8- 280225822439%11719 423438184t anéi | cells
PC003142845328.|besupor G781 03744 o| 4 pENREE | 20Pe0227 preest SpespvnG 310
monocyt e33. 2264&8URenBEMRoCcyIEIB ¢S 42358406 GL2EPA 5508 7 7903515, 588
cells dendritid4Bells 284413317748 0596 {10dendditic clells
neut r ophi | s2844brsst mor ARVt §28387 0 (4639 ) RG1L3  [10523.46 | breast tumor 46.37
eosi nophi | 5284432&1@&15949%9099274%05Mépm-‘ﬁ% BNF&:43st i [bBest BEB82. 25352, 26BM
unsti m BM st un3&35£2489_3039_39F Q-dif36,2912. 4212 U2ost-ed
di f12. 42 ost eo ;zmg(ﬁyv%osté’)ésqm 3f45 181286 |1812.86 |breast mmor
chondr ocyt es32. [ 42EE . 302023 _A48ahanek Fripit
1P12/ 012946230, gz%‘ DA ho T € 3, 72 oreast normal
NP101012946132. 5209 L“L“”( Sy O glor :
NP57/ 002846430. r"‘gﬁgﬁf“w SLESLHY 653\/&?}? ZW@-Y %ﬁg :“’.as”“m: 2
NP03/ 012846631. KE-580 o 5%.".(“’!‘ s &L R e {brain normal _
NP711002846729. | Bk Aormel BB09-406 h255% | 1237 12 7_(4 ﬁ}.‘*r, brain normal
NP45/ 002847530. [Jpig permalBBRS-906 135548 1) (238 10340 43, 3847898 brain normal
(bi obank) 29217 8rans8ES AB37. 18R hHI8({614315An ) 288D Brin sBghH ks 343
Enor y30. 21325. QBBEEM60A _bone [QA _bo . 29840683 21-000A—Hone
Cartilage (pool ggg;g@mgzoé 25589 06258 q4r P g§38(§g% in stage S ALZ | -

brain stage 5 ALZ 25504 | 23.42 |23948.83 |47897.66 |brain stage 5 ALZ |-1.19

BB99-862

brain stage 5 ALZ 25542 |24.15 [16419.33 |32838.66 | brain stage 5 ALZ |-1.74

BB99-927

CT lung KC pormal |25.63 |7714.35 |15428.70 |CT lung

Jung 26 KC normal |32.34 [247.99  |247.99 |lung 26

lung 27 KC normal 133,71 |122.77 122.77  lung 27

Jung 24 KC COPD |3247 |23147 |231.47 |lng24 -17.21

Tung 28 KC COPD |3263 [213.14 |213.14 |lung28 -18.70

lung 23 KC COPD {312 {444.95 44495 |lung 23 -8.96

fung 25 KC normal |33.46 | 139.4 13940 |lung?25

asthmatic lung 29321 [31.6 |360.55 360.95 |asthmatic lung -11.04

0DO03112

asthmatic lung 20323 |28.66 {1634.71 |3269.42 |asthmatic iung -1.22

0DO03433

asthmatic fung 29322 |26.36 |5294.26 |10588.52 |asthmatic lung | 2.66
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Cartil age (pool)OA32.18112. 77225. 54Cartil age (pool)-1.80 PBL
uni f ect ed2844129. 17567. 221134. 44PBL uni fected PBL H V

| | | B284423Wa82189%569493. 38PBL HI V | |11 B-2. 30 MRCS uni nf ect ed PCT/US01/28462
2915835. 5418. 6137. 22MRC5 uni nf ect ed

F2917830. 54272

-4

(100% ( 100% MRCS HSV strain

354 . 4 _60MRCS HSV strain 14 63 F \M2

MAR 2005

cel 1 s2917932. 2 3 2_cel
Ker at i nocyt es 4t@aauluny 36. 841 F38BKeA3) |RBEYE e s|4B6786t | asthowiaiung| 2718731793. 92
genoni c27. 77128RO#28 ooE. 1. 0510 RA'fman_L OCEL-0519._ 86100000
1. 00E+0423. 461¢mner!s Ko E+0423a%el0 068 |9BEY030[P804 o radorcelio E+0327. 941700
1. 00E+0233. 8610@° YEGEEMD231. 41100 1310854012400 [H7 CE+0epdeVERFL0 1. |06E- 09400
1. O0OE- 00400 NT&406FAMBC- 4 MAR 20053240 {029.228025%n e | dntFGEbg1028829SELT
Fol d Change i nhdatE®mafkeh D SeadgorinalS $2EBHGPI2ISAL | [@8258al sebrve T O Nofnmal cgl on
It urmr; 1. 0710;)Ic qtpqqr,sgheﬁﬁc C Qg),n-, TUg- [30752C O %8.44U ket 2103 1 UM §ungr - 5. 27
un unor 1. =36 Y51 NMBE R 2D L t Y 6yt

t um%r 10. 24 bre léél o "?Béz 64 trﬁge%st %’{Jﬁolri&ﬂ% bf aﬁ@st lf’;legr'te'ldé&ALZG é?ﬁ:i n
stage 5 ALZ5. CEW 6eD[450 1753 AW 3359 10 9%744-15. 84
| ung 28-51. 66 T téﬁ&dﬁw9494?6%o :}Idil'ﬁt 3 3| tia%-ﬂ v _”Tjﬁhll-?‘ﬂ g 2: _4::1 astihmati c
lungl. 72 ast hrfati=¢ BEL0—A 4 R Reart +1-0§ heart
T-14-2. 20 hear|PPiCMERTEY, ) p\Pof?,  1568,/73060d - 15(.513 %ﬁ sil

T cells PCOG314 28453 |27.18 13487.61 6975.22 |Tcells

PBMNC 326 [216.73 216.73 |PBMNC

monocyte 32.27 |256.89 513.78 |monocyte

B ceils PC0O0665 28455 |27.83 12492.12 1498424 |Becells

dendritic cells 28441 26.67 |4528.97 9057.94 |dendritic cells

neutrophils 28440 (284 {1862.35 1862.35 |neutrophils

eosinophils 28446 |31.69 |344.59 689.18  |eosinophils

BM unstim 32.04 |289.03 289.03 |BM unstim

BM stim 30.59 {607.18 607.18 BM stim 2.10

osteo dif 28.43 |1831.57 |1831.57 |osteo dif 342

osteo undif 30.83 |536 536.00 |osteo undif

chondrocytes 26.74 14368.46 10821.15 |chondrocytes

OA Synovium IP12/01 |29462 |27.91 [2391.03 }2391.03 |OQA Synovium

OA Synovium NP10/01L |29461 127.4 |310993 |6219.86 [OA Synovium

OA Synovium NP57/00 {28464 127.05 |372947 |7458.94 |OA Synovium

RA Synovium NP03/01 | 28466 (25.53 {8116.96 16233.92 | RA Synovium

RA Synovium NP71/00 28467 [26.06 |6167.42 12334.84 | RA Synovium

RA Synovium NP45/00 [28475 [25.35 |8883.60 17777.32 | RA Synovium

OA bone (biobank) 20217 130.23 ;729.87 729.87 |OA bone

{bicbank)

OA bone Sample 1 J.Emory [27.65 [2743.38 |5486.76 |OA bone

QA bone Sample 2 J. Emory |28.02 1225896 |4517.92 |OA bone

Cartilage (pool) Normal §25.82 [7006.64 |14013.28 |Cartilage (pool)

Carilage (pool) OA 27.22 [3408.61 6817.22 |Cartlage (pool) 4-2.06

PBL unifected 28441 [24.24 |15680.49 [31360.98 |[PBL unifected

PBL HIV IIIB 28442 |25.43 18521.98 17043.96 (PBL HIV IIIB -1.84

MRCS uninfected 20158 |25.58 |7922.19 15844.38 { MRCS5 uninfected

{100%) (100%)

MRCS5 HSV strain F 29178 |32.02 [291.12 582.24 |MRCS5 HSV strain (-27.21

F

Wi2cells 29179 |26.03 [6269.24 12538.48 | W12 cells

Keratinocytes 29180 |25.43 |8538.15 17076.30 | Keratinocytes

B-actin control 29.74 1938.61

genomic 28.79 |1522.16

1.00E+0Q5 20.84 | 100000

1.00E+05 21.4 | 100000
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Cartilage (pool)-1.80 PBL HV I11B-2.30 MRCS HSV strain F14. 63 - 4 MAR 2005
PCTI USO/28462 5 Gene Nanme sbgl005450UDPGT Low to noderate overall

expressi on. normal expression in endonmetrium esophagyfysedtsls2 spl een
with | owner ‘fvevel S of expression in cerebellum hypothal anus, rectum and
uterus. Highest disease expression in one of the QA synovi um sanpl es.
Downr egul at i on[1106ed040T 4 Col On tunde4.5 Spopaoes | s sufticient to gake a

di sease cl ai mimm'c'(?r_()‘r_rﬁté COt OHs 2 Upemul afion 1m 1 of 4 Tung 10 funor
sanpl es i ndi catrgsemepotenttatrotehpis Tghe Ue[re T gancer Of The 1 ung.
Downr egul at i on=# 3cf 4—ABpratR ,3&?*53 S0 SHopest s r—fAvotvemgnt—n
Al zhei nmer's diP&M_.DaaneguLaiin. e 3—-CORD-H-urg—sanpleg—and—4 of 4
asthmati ¢ | ungl!99ERes suggesks i nvdP-vbbRt i nlchronilc obstructilve 104 - 4
MAR 2005 WO 02)199B€2 5.48 5.p6_ 3.16961 11093 31 pulinonary._di sdase and
ast hma. Upregujld0Een in the HSV-i nfi@88edIOMRCS ¢cel | s suggests thdat thisf gene
may be a host fi@gEdn 1 n HSV. der aie expressi on in tthe B cellsjand th

dendritic cell mpl € SbgIPUS45 Glg subcuianeousg Adi po_cytlesZenbj o
Subcut aneous AHIGIERE  ZETTOT U T er% Td—Cchpntrech {Wiole Br ai fj] O ontech
Fetal Brain C ppteeh—Cerebettom& etir—Cery=x—Cotion Endum—:ui uTrr
Esophagus Hear . nnf ech—Hypot-hal-ards—H-edJdef-dhrumKi-drey—tver—Fetat Li ver
Cl ontech Lung Manmary G and Cl ontech Myonetri um Qrentum Ovary Pancreas Head
of Pancreas ReanoNamk sGgWA3B28IL acenta Cl ontech Prostate Rectum Salivary

Iz &

G and Cdontech Skeletal Muscle Cdontech Skin Small Intestine C ontech
Spl een Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor -1.13
colon tumor 1.59
colon tumor -1.535
colon tumor -1.65
lung tumor -1.15
lung tumor -1.34
lung tumor -1.23
lung tumor i.14
‘breast tumor . 13.10
breast tumor 46.37
breast tumor 23.06
breast tumor -1.23
brain stage 5 ALZ -4.43
brain stage 5§ ALZ -1.06
brain stage 5 ALZ -1.19
brain stage 5 ALZ -1.74
lung 24 -17.21
lung 28 -18.70
lung 23 -8.96
asthmatic lung -11.04
asthmatic Jung 122
asthmatic lung 2.66
asthmatic lung 1.02
endo VEGF -1.23
endo bFGF -2.24
heart T-1 -1.11
heart T-14 -1.27
heart T-3399 1.37
BM stim 2.10
osteo dif 342
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G Mean Mean Averag 18S (sanple 1 GO GO e GO rRNA and 2)copies capj
Copi es(ng) (sanpl e(sanmple 1)2) 40, 400.1510.1710. 1613. 06 40, 40 40,40 33
40, 40 32. 07wh2224b28516. 64124. 752. 17 40, 40002.42 40, 35. 16 BA/UR11286285
32.67, 29.39 37.12, 35.03 34.08,40 34.35 40,40 38.89, 40 36.32, 40
36.96 40,40 40,40 40, 38.22 36.17, 40 40,40 40,40 , 38.35 40,40
39.06, 35.49 [gutidage (oo 35.22, 33.25 32086 3456 40.40  0.49 0.57 4.94
24.55 0 34. 26, {PHLHEIVEIRBO 0 40, 27.36 0 0-13400 4.22 2.36 |0 0.29 16.2 10.57
7.36 15.96 0 1 ASU dwaddF 6. 23 13. 12 560792 280. 46 PCII U30 / 28462

i,

10

Gene Name sbg1620829SGLT
Low overall expression in normal and disease samples. Highest normal expression in the whole
brain, kidney, and thymus. Highest disease expression in the adenoid, tonsil, T cells, B cells, and
eosinophils. Highly immune cell specific. Downregulation in 1 of 4 lung tumor samples and
upregulation in 1 of 4 breast tumor samples indicates involvement in cancers of the lung and
breast. Upregulation in 3 of 4 AD brain samples suggests an involvement in Alzheimer’s disease.
Downregulation in 3 of 3 COPD samples implies a role in chronic obstructive pulmonary
disease, Downregulation in the stimulated bone marrow sample. Upregulation in the
differentiated osteoblast sample. Upregulation in the HSV-infected MRCS cells suggests that this
gene may be a host factor in HSV. Moderate to high expression in the OA and RA samples
indicates a potentiai role in osteoarthritis and rheumatoid arthritis.

Sample Ct (sampie |Mean |Mean |Average [188 |50 copies
shgl1020829SGLT land 2) GOI GOI1 GOl rRNA {ng/18S |of
copies |[copies |Copies [{ng) [rRNA ImRNA
(sample | (sample {ng) detecte
1) 2) d/50 ng
total
RNA
Subcutaneous 37.07,40 7.33 0 3.67 306 1634 |59.89
Adipocytes Zenbio
Subcutaneous Adipose |40, 40 0 0 0.00 096 [52.36 |0.00
Zenbio
Adrenal Gland Clontech |40, 40 0 0 0.00 0.61 |}81.97 |0.00
Whole Brain Clontech [32.13,32.38 {138.5 [11948 [128.99 |7.24 |6.91 |[890.8i
Fetal Brain Clontech |40, 40 0 0 0.00 0.48 {103.95 [0.00
Cerebellum Clontech |40, 40 0 0 0.00 2.17 123.04 {0.00
Cervix 36.13, 40 1282 |0 6.41 242 12066 |132.44
Colon 36.93, 36.84 |7.97 8.41 8.19 271 1845 }151.11
Endometrium 37.45,3741 (5.84 598 591 073 [68.21 |403.14
Esophagus 40, 40 ] 0 0.00 1.37 |36.50 |0.00
Heart Clontech 40, 40 G 0 0.00 1.32 137.8%8 |0.00
Hypothalamus 40, 40 0 0 0.00 0.32 |[155.28 {0.00
Teum 36.53,35.17 |10.09 |22.67 |[16.38 2.58 |19.38 |317.44
Jejunum 40, 35.73 0 16.2 B.10 660 1758 16136
Kidney 31.93, 31.01 [155.27 |269.3% [212.33 {2.12 [23.58 |5007.78
Liver 36.1,35.88 |13.05 1482 |13.94 150 |33.33 |464.50
Fetal Liver Clontech  [35.06,34.36 {24.26 |36.78 |30.52 10.40 {481 1146.73
Lung 37.24,40 6.63 0 3.32 2.57 [1946 [(64.49
Mammary Gland 34.25,34.21 139.27 {4017 |39.72 13,00 |3.835 |152.77
Clontech
Myometrium 38.48, 35.31 {3.16 20.87 |12.02 2.34 |21.37 [256.73
Omentum 40, 38.91 0 245 1.23 394 [12.69 |15.55
Ovary 37.87,37.06 j4.56 137 5.97 434 [1152 (68.72
Pancreas 40, 40 0 0 0.00 0.81 |61.80 (0.00
Head of Pancreas 40,40 0 0 0.00 1.57 |31.85 |0.00




50 copies ng/

18S of

rRNA nRNA (ng) detecte d150 ng total
123. 04 1570.16 120.66 10.00 9.12 0.00 9-51 22.39 16.67 4.75 40.65

RNA 116.

LS

6.84 109. 13wb ¥d228039. 68 10.00 1.21 141.32 1181.82 0.98 151. GCThiSe9285924. 92

110. 16 2850. 20 Stonmach33.49, 39.12 13.980.477.2312.73 ]

Thynmus C ont ec
Thyr oi d37-18, 3
Cl ont ech40, 400
Ut erus30. 11106
1. 00E+0518. 991
1. OOE+0422. 311
1. 00E+0229. 821¢

NTC26. 02-1 NT(4

sbg1005450UDP
Popul at i

18. 32 132.33 105 WO

02122802 4 MAR_2005 PCT/US01128462 Testis O aontech40.40000.000.5787, 870. 00
(Paeotid G5B 304. 6426.32%.8933.65117.73 1032 [548 [9.12 [94.11
FPléxanta Glomlech 32. 43598/3818.]0534 . ()872r af¥tda (526 |9.51 [79.28
o, 715. I50" W@JMI ey Bl agder 4(5,0A000] 3680|085 4690 149. 73

QJETOTHT35. T AT {38004 6524 000 .01
D660 "CE-GSIB, 33400 \4 TOE04p .4313.%')10 3 04
0 GlﬁlﬁiE+0325 7797% o0 s, Botoo0! L 0dEs2a 0 % 100
HOTA00 i GFE G004 O0E A 00 170055 0P ATE0
é,,tgcgpl es Fol d Reg of [Changg Sanple nunber Nean rjnRNA in
oK UL G del &@Tq,@ baiﬂ@ €D 9ggase |gwnti 118 CQD_B@S@_{)@O g
Small Intestine 40, 40 0 0 0.00 0.98 |51.07 {0.00
Clontech
Spleen 35.62,35.72 j17.34  |16.35 |16.85 492 110.16 |171.19
Stomach 40, 40 0 1.61 0.81 2,73 11832 |14.74
Testis Clontech 40, 40 0 0 0.00 0.57 |87.87 {0.00
Thymus Clontech 31.3,31.09 |226.24 |257.15 1241.70 9.86 |5.06 1221.92
Thyroid 40, 40 0 0 0.00 277 |18.05 [0.00
Trachea Clontech 36.6, 36.64 |9.68 9.44 9.56 971 |[5.15 |49.23
Urinary Bladder 40, 40 0 0 0.00 5.47 19.14 0.00
Uterus 34.64,36.65 |31.06 |9.41 20.24 534 (936 |189.47
genomic 29.07 853.08
b-actin 27.08 27935
1.00E+05 20.85 160000
1.00E+05 21.11 100000
1.00E+04 24.81 10000
1.00E+04 2495 10600
1.00E+03 28.39 1000
1.00E+03 28.9 1000
1.00E+02 34.1 100
1.00E+02 32.86 100
1.OOE+01 35.52 10
1.00E+01 40 0
1.00E-00 40 0
1.60E-00 40 0
NTC 40 0
NTC 40 0
Sample Reg Ct Mean |copies of [Sample Fold
sbgl1020829SGLT number GOl mRNA Change
(GSK copies |detected/ in
identifier 50 ng Disease
} total Populat
RNA ion
colon normal GW98-167 [ 21941 31.06 |206.55 [413.10 {colon normal
colon tumor GW98-166 |21540 31.18 [193.59 |387.18 |colontumor -1.07
colon normal GW98-178 122080 30.74 |24437 [488.74 {colon normal
colon tumor GW98-177 |22060 30.37 {299.28 |598.56 |colon tumor 1.22
colon normal GW98-561 {23514 29.31 {527.04 |1054.08 |[colon normal
colon tumor GW98-560 |23513 31.86 |134.48 |268.96 |colon tumor -3.92
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rytotal on RNA

col on nor nal

GWM\8-16721941400. 170. 34col on nor nal

GM\8-1662194039. 880. 290. 58col on tunorl. 71 col on nor nal

GV\D8- 1782208422280 0col on nor nmal
tunor 0. 00 col on nor nal

col on tunor
GM8-561235144000. 00col on nor ma

col en;, MARIANG

GN\98- 1772206040P0T/D BH13
col on tunor

GM8- 560235134000 _00colon. tumr0 00 colon_nor L
GVD8- 89424691 30kn permatORIeRhe 02468 ndPhdd | ISoPdn) 2fQfbo |colon normal
G &8932469040(ion unrer G¥I8-83701 24880 04 31-/nHi3h8T mah3-BV\o ok 3meD 40004-003 u g
normal | ung t uniosg EAEBGWIO 4148042 0CR&BY | 48an®r Q3B g noomairal
GMN7-179206773] lu@ﬁﬁliorwg‘i-'ﬁ& Umg4inor|aesl | 13091 t{2842 | lung tumor -5.27
GND7- 17820676331%%5%@7 A USEg7F UNBh.04 | 336 26 UP5.350T [TRlg normal )
%ﬁ&lﬁgfﬁfzg g Rgm 0 ?B.:E tzggsj é\of?\?.o. I?ﬂflﬁ*_\@cﬁﬁi’& Siojmerpie ey 0] 0. 00
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normal 5.17 5. IhindeaiWwas8br | 2584 br3eds {286 unops7@&00 18 tvie@746 31187 3J7. 98
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16. 10 brai n nof T BPA L‘ml%azsef oo A% [LEAAG st MM— brain
nor mal BB99- 904P Brah§VE%-0. &7 B & IR6Ab P b 1&10?1 s1laiié‘“8“'ﬂtz BB99- 255502
38.8 0.55 1.10 M5 % stage—5—M-A—d183-—PF4—bt ere—D ALZ BB9O—25503 40
0 0.00 brain st 2S8R ®s 377887 r ] hj'és?tlagv's‘:‘;l PR 5500 %6 16 2. 64
brain stage 5 (FFERRLOVIEE [ 2fse "C R TIRE O SN R
26 | normal | f?}?’“%"r!?fw -‘62%#236 3 Q 3:'1{0@&.1" gg 33‘;64% "MM 4'4?9 g8 0.00
lung 24 -1.35 |pAiRgomal BROS-S4M297 o |344%) 273 6350 1 irein pormal z_ngc_caeo 40 0
0.00 |ung 23 - 1brais normal RB99-406( (23563 p34b |43-2 . o[B4Pling |rein BerPRlnmt | ¢ | ung
OD03112 29321 3B2ipgo@alBBOS-9FD |a58hmat3047 | 1Ady - (2630 amabpwmilc | uhg ODOB433
29323 36. 09 2. Tbraib sta SadZIBEAD4 | 25502in Q| 34.14 (19533t [BA¥0dG C |braimerageDOFIOT6.64032P 40 O
0.00 asthmatici#¥ng -1.35 _astlhmatic Iung QD04P28 29825 40 _0 Q. OQ_ast tic
lung :1.35 engbrisskies A& BRGRt|RH03 40]30-50 | BG-33n(fd+.66| | rie preks SVEGH B 40| 0
0.00 endo VEGF 88700 .

brain stage 5 ALZ BB99- | 25504 32,62 1892 178.40 |brain stage 5 ALZ [3.03

862

brain stage 5 ALZ BB99- | 25542 33.26 {63.43 |[126,86 |brainstage S ALZ |(2.16

927

CT lung KC normal [30.82 |234.838 |460.76 |CT lung

Jung 26 KC normal {30.21 |325.42 |32542 |lung26

lung 27 KC normal |[36.89 (9 9.00 lung 27

lung 24 KC COPD 36.17 113.24 13.24 lung 24 -15.84

lung 28 KC COPD  [38.38 [4.06  |4.06 jung 28 51.66

lung 23 KC COPD 35.53 |18.67 18.67 lung 23 -11.23

lang 25 KC normal ]34.37 |34.83 34.83 lung 25

asthmatic lung ODO3112) 29321 33.65 |51.41 51.41 asthmatic lung -4.08

asthmatic lang ODO3433| 29323 30.62 1260.95 |521.90 |asthmatic lung 2.49

asthmatic lung ODQ3397 29322 31.31 (180.14 |360.28 (asthmatic lung 1.72

asthmatic lung ODO4928 | 29325 31.14 |197.09 |394.18 |asthmatic lung 1.88

endo cells KC control 32.56 {92.23 92.23 endo cells

endo VEGF KC 33.29 162.39 62.35 endo VEGF -1.48

endo bFGF KC 32,55 |92.65 |92.65 endo bFGF 1.00

heart Clontech normal 33.17 |66.25 132.50 heart

heart { T-1) ischemic 29417 33.07 |70.16 140.32 heart T-1 1.06

heart {T>-14) non- 20422 34.64 |30.13 60.26 heart T-14 -2.20

obstructive DCM

heart (T-3399) DCM 20426 |32.53 {93.63 |187.26 |heart T-3399 1.41
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endo bFGF KC 40 0 0.00 endo bFG- 0.00 heart dontech normal 40 O 0._09

heart ( T- 1)

i sehem ¢ 29417 38.36 0.71 1.42 heart T-

1 1.42 heart (T

i

non- obstrugig y228%M heart (T-3399) DCM 27588 29422 29426 B2r/B#1/288223

37.05 35.03 40 40 adenoid GM9-269 26162 38. 96

neut rophi | s eos
35.1 33.32 32.5

T-14 0.00 0.00

8.87 45.70 7. 39

tonsi| GM8-280 22582 35. 44

T cell s PCO0314 PBMNC nobnocyte B cells P000665 dendritic cells 28441

rdempdhGWS9-BI9 undR6 162 BM28 0 h6508% 5333808 Bade@utb5 2844D 28446 40

n - - 1225320 (@734 71940084 R/ Usedll/ 28462 0] 00 hdart

¥ 4 PSR DT 28033 L. 3805 | 187.8% @97408. ©Fcelld. 31 22.85 7.39 0 O

PBMNE 36.57 [10.71  [10.71  |PBMNC

monocyte 3322 [64.68 12936 | monocyte

B cells PCO0665 28455 27.07 |1757.79 |3515.58 |B cells

dendritic ceils 28441 33.77 148.05 96.10 dendritic cells

neutrophils 28440 30.71 |248.56 |248.56 |neutrophils

eosinophils 28446  |27.3 11549.7 (309940 jeosinophils

BM unstim 30.06 |352.26 (35226 |BM unstim

BM stim 34.14 |3%.39 (3939 BM stim -§.94

osteo dif 36.29 |12.42 12.42 osteo dif 12.42

osteo undif 40 0 0.00 osteo undif

chondrocytes 32,11 1117.39 129348 |chondrocytes

OA Synovium IP12/01  |29462 30.17 13317 133170 | QA Synovium

OA Synovium NP10/O1 | 29461 32.05 [120.98 |241.96 |OA Synovium

CA Synoviumn NP57/00 | 28464 30.13 [339.03 |678.06 |OA Synovium

RA Synovium NP03/01 | 28466 31.28 [182.96 |365.92 |RA Synovium

RA Synovium NP71/00 28467 29.81 [402.34 |[804.68 |RA Synovium

RA Synovium NP45/00 | 28475 3022 |324.14 |64R.28 RA Synovium

OA bone (biobank) 29217 28.45 |1837.78 1837.78 QA bone (biobank)

OA bone Sample 1 1. Emory [30.21 |325.03 1650.06 |OA bone

OA bone Sample 2 I, Emory |29.8 (406 812.00 |OAbone

Cartilage (pool) Normal |[31.09 [203.28 |406.56 | Cartilage {pool)

Cartilage (pool) OA 32.18 [112.77 [225.54 |Cartilage (pool) -1.80

| PBL unifected 28441 29.17 |567.22 |1134.44 |PBL unifected

PBL HIV B 28442 30.73 [246.69 |493.33 |PBLHIVIIB -2.30

MRCS uninfected 29158 35.54 |18.61 3722 MRCS uninfected

{100%) (100%)

MRCS5 HSV strain F 29178 30.54 (2723 544.60 MRCS5 HSV strain | 14.63

F

W12 cells 20179 32.28 (107.25 (214.50 W12 cells

Keratinocytes 29180 3427 13684 173.68 Keratinocytes

B-actin control 27.03 |1793.92

genomic 27.77 11204.8

1.00E+05 19.84 | 100000

1.00E+05 19.86 {100000

1.00E+04 23.46 (10000

1.00E+04 23.8 |10000

1.00E+03 27.45 1000

1.00E+03 27.94 | 1000

1.00E+02 33.86 |100

1.00E+02 31.41 1100

1.00E+01 40 0

1.00E+01 36.88 {10

1.00E-00 40 0

1.00E-00 40 0

NTC 40 0
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0.00 8.87 heart T-3399 T cells PBMNC nonocyte B cells dendritic cells{ MAR 2005
neut rophi |l s cosi nophils BMunstimBM stim 107 WD 02/ 22802 - 4 MAR 2005

PCTI US01/ 28M@ 22228020 di f 4000. 00ost eo di f 0. 00 ost eo undi f 400CI0EH@¥#6-Ndi f
chondr ocyt es34. 517. 0517. 63chondrocytes QA Synovi um 1P12101294624000. 000CA

Synovi um QA Synovi,um NP 127.21538. 511077. 020A Synovi um OA Synovi um
NP57/ oozs4a43é§°§i§?‘§%§’§@%@€7ﬁovi um RA Synovi um

NP03/ 012846639.090. 460. 92RA Synovi um RA_Synovi um NP71/00284674000. 00RA
Synovi um RA SyhBistasetisseRs.5/ 00284754000. 00 Eeld Shanse in Pisea borle
( bi obank) 29217%000. 000A bone iobank OA|FeriaticaRelptivets. Enory35. 234. 599. 180A
bone OA bone Sanple 2J. Enory37.11.513. 0Nepn#done Cartil ag
(pool ) Nor mal 35|céled wthd8. 02Carti | age (pooldto€arti | age (pool ){OA4000. O0Carti | age
(pool ) -8. 02 PBiReEt €02844T4000. UUPBI g 1 ect ed PBC HI  MB284424000. O0PBL
H V 111B0.00 !\'%M;; pfected—(1009929158400 170 34WRCSunminf ect ed  {1009r 0
MRC5 HSV strai pt29+M838+3593F6383+52MRESHSY-——strain—551+{53 F W2
cel 1 291794000880 % ol t s Kerati noeytnj-%a;&QMA%.—%Kerati nocyt es
B-actin contro| 99788 4 genoni c25 691378794 1 00F+0518 72100000
1. 00E+0518. 7410/8@Iont. 00E+0422. 1110000 11#DE+0422. 1510000 J1. 00E+0325. 571000
1. 00E+0325. 541(10s% tim®O0E+0231. 37100 1. OOE-AE®829. 65100 1. 00EH01400 1. 00E+01400
1. OOE- 00400 1. Qe thfl#00 NTC400 Gene Nanmg1.8bgl005450UDPGT Hol d Change in
Di sease D seas@lisamtgsropul ation Relafifyggto Normal colon tunorl. 71 col on
tunor 0. 00 col oy LR g 00 10.24

breast tamor 4.64

breast tumor 1.70

brain stage 5 ALZ 6.64

brain stage 5 ALZ 535

brain stage 5 ALZ 3.03

brain stage 5 ALZ 2.16

lung 24 -15.84

lung 28 -51.66

jung 23 -11.23

asthmatic lung -4.08

asthmatic lung 2.49

asthmatic lung 1.72

asthmatic lung 1.88

endo VEGF -1.48

endo bFGF 1.00

heart T-1 1.06

heart T-14 -2.20

heart T-3399 1.41

BM stim -8.94

osteo dif 12.42

Cartilage (pool) -1.80

PBL HIV IIIB 2.30

MRCS HSV strain F 14.63

5 Gene Name sbgl005450UDPGT

Low 10 moderate overall expression. Highest normal expression in endometrium, esophagus, and
spleen with lower levels of expression in cerebellum, hypothalamus, rectum, and uterus, Highest
disease expression in one of the OA synovium samples. Downregulation in 1 of 4 colon tumor
samples is sufficient to make a disease claim in cancer of the colon. Upregulation in 1 of 4 Jung

10 tumor samples indicates a potential role for this gene in cancer of the lung. Downregulation in 2 of
4 AD brain sampies suggests an involvement in Alzheimer’s disease. Downregulationin3 of 3
COPD lung samples and 4 of 4 asthmatic lung samples suggests involvement in chronic obsgructive
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colon tunor-20.94 108 - 4 MAR 200 WD 02/22802 PCTJUSO1/ 28462 | ung tu”fM@R s
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tunor 14. 29 Wigepsksdaunor 3. 34 breast tunor-17.74 brain stage PCAKS042882br ai n
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the asthmatic llung sanpl es, {he neut rjGahplk sampdhe eosi hophi [(ag) ajldedng of
t he RA synovi urp sanpl es. Expiessed at{bhi ghi®evel 3 in all of | t he p¥fpEQas
representative]of the G trad¢t indicgting a potential tole for titetal gdne in
I BS, 1BD, and &:r ohn's disease. Downrijequlation in 1 ofl3 PD | uf4sanpl es
suggests i nvol Veubenineous chr odk4®bst r{0¢s i ve0.00 puyf.bonaidNédi sédde|2.61
Upr egul ati on i rAdipeftesiZeaio hnatic | ung sanples imlies & role in hsthog. High
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Tleum 34.35 8.33 833 (258 |19.38 |161.43

Jejunum 40, 40 0 0 0.00 660 |[7.58 |0.00

Kidney 38.89,40 0.54 0 027 2.12  |23.58 |6.37

Liver 36.32,40 2.55 0 1.28 1.50 |33.33 |42.50

Fetal Liver Clontech  {36.96 1.74 1.74 1040 (4.81 [8.37

Lung 40, 40 0 0 0.00 2.57 19.46 {0.00

Mammary Gland 40, 40 0 0 0.00 13.00 [3.85 |0.00

Clontech

Myometrium 40, 38.22 0 0.82 0.41 234 21.37 |3.76

Omentum 36.17,40 28 ] 1.40 3.94 12.69 |17.77

Qvary 40, 40 0 0 0.00 434 11.52 |0.00

Pancreas 40, 40 0 0 0.00 0.81 61.80 [0.00

Head of Pancreas 40, 38.35 0 0.75 0.38 1.57 [31.85 {11.94

Parotid Gland 40, 40 1] 0 0.00 548 $.12 {000

Placenta Clontech 39.06, 35.49 1049 422 236 526 |951 (2239

Prostate 38.81,40 057 |0 0290 300 [16.67 [475

Rectum 35.22,3325 |[494 |16.2 10.57 |123 |40.65 |429.67

Salivary Gland 32.56,34.56 |24.55 |7.36 15.96 1731 684 [109.13

Clontech

Skeletal Muscle 40, 40 0 0 0.00 126 |39.68 [0.00

Clontech

Skin 34,26, 40 8.8 1} 4.40 121 41.32 j181.82

Small Intestine 40 0 6.23 3.12 098 15L.07 [159.09

Clontech

Spleen 40, 27.36 0 560.92 |280.46 |4.92 10.16 [2850.20

Stomach 33.49,139.12 {1398 |0.47 7.23 2,73 18.32 |132.33
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heart (T-14) non- 29422 {40 |0 000 |heartT-14 0.00
obstructive DCM
heart (T-3399) DCM 20426 |40 |0 000  |heart T-3399 0.00
adenoid GW99-269 26162 38.96 {0.5 1.00 adenoid
tonsil GW98-280 22582 | 35.44 |4.04 808 |twonsil
T cells PCD0O314 28453 38.83 |0.54 1.08 T cells
PBMNC 40 |0 000  [PBMNC
monocyte 35.1 (494 9.88 monocyts
B cells PCOO665 28455  |33.32 |14.31  |28.62 |Bcells
dendritic cells 28441 32.53 |22.85 4570 |dendritic cells
neutrophils 28440 (34.43 |7.39 7.39 neutrophils
eosinophils 28446 |40 0 0.00 eosinophils
BM unstim 40 0 0.00 BM unstim
BM stim 34.12 |3.87 887 |BMstim 8.87

107




brai n nor mal

BB99- 9042554631. 84735. 251470. 50br ai n nor mal
2550228. 433650. 667301. 32brain stage 5 ALZ1.40 BB99-874 brain stage 5

brai n stage

P Ll

2550329. 012w8a12B88B71. 12brain stage 5 ALZ1.07 BB99- 887 br ai nPGT/HYH/ 28462 7
2550429. 652059. 624119. 24brain stage S ALZ-1.27 BB99-862 brain stage 5 ALZ

2554230. 011742

33484 60Qbrain

tanp 5

AlLZ-

150 RBB99-9

7 CT Innn

KCnor mal 25. 491

1524 799106, 344T [ un

49 unY

26 KCH ma

o340 dif 19 93]

¥ 93]

| ung 27 KCnorm

IS8 uBH362. 66362.

66| un

40 27

Q4 ung 2900

osteo undif

KCCOPD30. 67127
28-3.09 lung 2
KCnor mal . 32. 45
2932127. 36215.
2932326. 668407

chaiitdevies. 681 ung
§$K§GERBB@H®@16

24-6. G

3451

528 D

RHordtzve0. 3¢

H2490.

194821

mﬂﬂ

29481 A5

g

ad. 2

A ung 28607. 6

A Byngvid

th77.02

OA Synovium

Mﬂm

o408

ek gl

DA a o,
d
o
(<Y

%&NS bhhn'u'

2932224. 062846

R4 3

Vigvsam NPRIAL,

AP6 ¢

e

2932526. 221031

Synorivm NEDUQG

A¥67 ¢

Ming

(o)
'%r\.;l-/u\ =
£ 63 ﬁ%zs

AT :

A

Y

RASHRORER | o

(al
TS

KCcont r ol 4000.

DR Biyhg viem NP45/@n d

@34vE

A

phie

HA-Byngpume n d ¢

) bFGE

KC4000. 00endo
T 1) ischemc:

DBABGhe (iBotasiar t  C
P941728. 423670. 8

ReMT e
67341,

Hidor
72he

860149
-1, 48

TRM899. 561
(hiobank) ( T- 14

eart h
) _non-

2942227. 186570
DCW942626. 231

DX Bord Barbié2 40he

QA bordamplohear t

J Embay]

3233

218 e

ohbameart (T

- 3399)

arBmotfy

3399

11.99 adzodi d

OA bone

GND9- 269261623 ¢

GN\8- 280225822
P0003142845329

ReRposf 1377

KRN0

136143

NEl | [8.02

Carti]agc (pool)

A3 T3ROS
CTIVV ARy

b 1

Ferts

AALCD

0.00

PaVaVaVaVal

00D OO DA

ung 26

391 ung

eart (

vi o

D
I

ool

N
P

oW
VINCO O.
P »Tm'a¥s Yo

—02B

| 1
nnnocyteSl.O?l)mmﬁ
]

cells dendritig¢

TTOTT

844133

[S

84425

4551

T\ AJNU

24der

I+ N O

)
Q
i

neut r ophi | s284

JMBSS apeae§ 8%

6241226040 1 712

A%1P8 3

dheu

dooc

Q34

%7ph| |

naonhal

DA

u S
MRC3 uninfected
(100%)

eosi nophi | s2844
unsti nB80. 35148(

MB71HR0 R un

ost eo dif31.428§d

Al

KR

Ll O

172754

855 BV,

-1, 8

00209N Q77

-3

S

U. 0005

eo

undi f chondr ocy
| P12/ 012946225.
NP10/ 012946127

U VUV, UT

53415383

59%

Vil

I\

PShilraV.\
R nd
oyt

pristANS,

\II ||m

13526

B80A

ﬁabl

4

MAR 2005 \AD

PCT/ USO1/ 28462

Synovi um NPO3/

OS¢ novi um NP5

710028

264% 6

30, 811

1.0@¥eH27. 784967)

23993

85|

Vi um

02/22802 5
261. 620A Synovi un

RA

[ 1.00E+05

18.74

1.00E+04

22.11

{1.00E+04

22.15

" 1.GOE+03

25.57

1.00E+03

25.54
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Gene Name sbg1005450UDPGT

Disease tissues

Fold Change in Disease
Population Relative to

Normal -

colon tumor

1.71

colon tumor

0.00

colon tumor

0.00

colon tumoer

-20.94
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02 breast

{mgtza_rmr 5.5Z7 breast tunor]

-183 brain stage 5

ALZ1. 40 brain

agn Stage b ALZ-

.50 lung 24-6.03

L P
asttmetTc—tuon

ng2. 19 asthmatic

PRIMmAT lutig - A hpZ4asthmmat T 1
| ung7. 40 -
asthmatic Jung 4,10
asthmatic lung -1.35
asthmatic lung -1.35
endo VEGF 0.00
endo bFGF 0.00
heart T-1 1.42
heart T-14 0.00
heart T-3399 0.00
BM stim 8.87
osteo undif 0.00
Cartilage (pool) -8.02
PBL HIV IIIB 0.00
MRCS5 HSV strain F 551.53
Gene Name sbg1002620Tia

Moderate overall expression. Highest normal expression in the whole brain, endometrium,

myometrium, placenta, and rectum. Highest disease expression in the one of the colon

normal/tumor  pairs, the normal lung samples, one of the asthmatic lung samples, the neutrophils,
the eosinophils, and one of the RA synovium samples. Expressed at high levels in all of the samples
representative of the GI tract indicating a potential role for this gene in IBS, IBD, and Crohn’s
disease. Downregulation in 1 of 3 COPD lung samples suggests involvement in chronic obstructive

10

pulmonary disease. Upregulation in 1 of 4 asthmatic lung samples implies a role in asthma. High

expression in the OA synovium and bone samples as well as in the RA synovium samples. Also
high expression in the chondrocytes. Variable expression in the immune cells with highest
expression in the neutrophils and eosinophils and lowest expression in the dendritic cells.
Corroborating high expression in B and T cells as well as OA samples implicates this gene in

15

ostecarthritis and rheumatoid arthritis.

Sample Ct (sample [Mean |Mean |Average|18S |50 copies of
sbg1002620TIa 1and 2) GOI GOI GOI |rRNA |ng/18 |mRNA
copies |{copies |[Copies |(ng) S detected/
(sample | (sample rRNA {50 ng
1) 2) (ng) [total
RNA
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1. 00E+0133. 4610 A7 X F+0 4601 Q000 , 200 NTLAOO INTCAQU Sanql e
sbgl Q02620TTh ¢ai-aRr—kerHad f%ﬁbﬁ——l(%? eloHof—tittror—EnN88=—1H6—caron—rornat
GN\8- 178 col on q.Eﬁ“;or Q8- 177! col on QP8- 361 col on tiunor {QAR8- 360
col on normal G¥BC894 col on tiffor GM@- 893 |l ung rornal | GA8-3 | Ung tunor
GND8- 2
Sample Reg Ct Mean |copies of |Sample Fold
sbg1002620TIa number GOI mRNA Change
{GSK copies detected/ in
identifie 50 ng Disease
r) total Populati
RNA on
colon normal GW98-167 21941  [24.54 |22693.01 |45386.02 ]colon normal
colon amor GW98-166 |21940 {24.18 ;26862.61 |53725.22 |colon tumor 1.18
colon normal GW98-178 [22080 [27.08 [6895.34 [13790.68 colon normal .
colon tumor GW9B-177 122060 12841 |3692.19 |7384.38 {colon tumor -1.87
colon normal GW98-561{23514 |26.58 |8698.68 ]17397.36 |colon normal
colon tumor GW98-560 {23513 |27.85 [4799.22 |9598.44 {colon tumor -1.81
colon normal GW98-894 | 24691 259 |11972.57{23945.14 |colon normal
{colon umor GW98-893 [24690 |28.04 [43964 8792.80 {colon tumor 272
lung normal GW98-3 20742 |24.25 126016.9 |52033.80 |lung normal
lung tumor GW98-2 20741  ]27.64 {5300.37 110600.74 |lung tumor 491
lung normal GW$7-179 (20677 [25.1 {17476.66 |34953.32 |lung normal
lung tumor GW97-178 |20676  |25.53 |14274.54 | 28549.08 {lung tumor -1.22
lung normal GW98-165 |21922 24.62 121917.37 |43834.74 |lung normal
lung tumor GW98-164 {21921 {25.64 |13526.49127052.98 |lung tumor -1.62
lung normal GW98-282 [22584 [27.08 |6884.03 [13768.06 |lung normal
lung tumor GW98-281 {22583 |25.37 |15385.8 |30771.60 |lung tumor 2.23
breast normal GW00- 28750 26.07 [11065.25 {11065.25 |breast normat
392
breast tumor GW00-391 28746 [26.87 |7611.48 |15222.96 |breast tumor 1.38
breast normal GW00-  |28798 |28.65 |3294.68 |3294.68 |breast normal
413
breast tumor GW00-412 {28797 |28.52 |3496.94 ]6993.88 |breast tumor 2.12
breast normal GW00-  [27502- |28.47 [2243.69 |[2243.69 |breast normal
235:238 95
breast tumor GW00- 27588- |25.83 |12385.23 {12385.23 |breast tumor 5.52
231:234 91
breast normal GW98-  |23656 [26.05 |11188.07 |22376.14 |breast normal
621
breast tumor GW98-620 [23655 [26.03 |11303.95 {22607.90 |breast umor 1.01

111




| ung normal GM7-179 |ung tunor GMA7-178 |ung normal GMA8-165 lunge\tf\%ﬁ ;
GA88- 164 |ung normal GM8-282 |ung tunor GM8-281 breast nor mal %Z)UE
breast tunoW@IRIR8ED1 breast normal GADO- 413 breast tunor GRODAAIREIHRY east
normal GWOO- 235: 238 breast tunor GAOO 231: 234 breast nornmal GM8- 621
breast tunor . ' ormal - BBA9-542 brain nornal.-BBAO-4906  brain
nor mal BB99- 90 bra{’?r‘ﬁﬂ“ﬁl@%?&(ﬂa 23907 |RRef | HI% T, | HI3R7-3& J%fﬁ%“’ﬂ?ﬂ&% RLg nunber
(GSK identifi gprannoqmhBBIS4GG o 25568 30 2281 61902815 13818.8% 1 prommamal 24690 20742
20741 20677 206P@in209RPBROPPRY 225684 31. 325832281 HI0.2B 7688 28797 27592- 95
27588-91 23656 |{Babbhge 2AERD7 2556082 238640 |362042 270550 3| hdkanagts BOE | 49pI ep
22.8518631. 2 22BBIP8B90. 96

brain stage 5 ALZ 25503 [29.01 |2785.56 |5571.12 |brainstage5 ALZ|1.07

BB99-887

brain stage 5 ALZ 25504 129.65 12059.62 |4119.24 |brain stage 5 ALZ|-1.27

BB99-862

brain stage 5 ALZ 25542 130.01 117423 [3484.60 |brain stage 5 ALZ(-1.50

BB99-927

CT lung KC normal |25.49 |14553.17 |29106.34 |CT lung

lung 26 KC normal [31.8 |749.93 174993 lung 26

lung 27 KC normal [33.35 [362.66 |362.66 |lung27

hung 24 KC COPD |30.67 |1275.68 |1275.68 |lung24 -6.03

lung 28 KC COPD  [29.25 |2490.39 {2490.39 |lung 28 -3.09

lung 23 KC COPD  (30.11 [1661.24 |1661.24 |[lung 23 -4.63

fung 25 KC normal [32.45 |553.75 |(553.75 |lung25

asthmatic lung 29321 1273 |6215.19 6215.19 |asthmatc lung -1.24

0DO3112

asthmatic Jung 29323 126.66 [8407.3 |16814.60 |asthmatic lung 2,19
. |0D03433

asthmatic lung 20322 |24.06 |28466,73 | 56933.46 |asthmatic lung  {7.40

0DO03397

asthmatic lung 26325 [26.22 |10313.71 [20627.42 ] asthmatic lung 2.68

0ODO4928

endo cells KC conwol {40 0 0.00 endo cells

endo VEGF KC 40 0 0.00 endo VEGF 0.00
.| endo BFGF KC 40 0 0.00 endo bFGF 0.00

heart Clontech normatl ]27.58 |5449.78 |10899.56 [heart

heart ( T-1 ) ischemic 29417 (2842 }3670.86 [7341.72 |heart T-1 -1.48

heart (T-14) non- 29422 |27.18 |6570.11 |[13140.22 |heart T-14 1.21

obstructive DCM

. | heart {T-3399) DCM 20426 126,23 |10277.2 120554.40 |heart T-3399 1.8%
adenoid GW99-269 26162 31.98 |688.86 137772 |adenocid

" | tonsil GW98-280 22582 [29.31 |2421.67 |4843.34 |tonsil
T cells PC0O0314 28453 [29.53 |2178.21 [435642 |[Tcells
PBMNC 33.23 {383.88 |38388 |PBMNC
monocyte 31.07 (1057.9 |2115.80 |monocyte
B cells PCO0665 28455 13597 {106.01 (21202 |Bcells
dendritic cells 28441 33.56 |328.62 |657.24 |dendritc cells
nentrophils 28440 |22.32 |64510.36 |64510.36 |neutrophils
eosinophils 28446 |24.13 }26910.17 | 53820.34 |eosinophils
BM unstim 30.35 |1480.07 |1480.07 |BM unstim
BM stim 31.71 78256 |782.56 |BMstim -1.89
osteo dif 31.42 |895.71 1895.71 osteo dif 2.03
osteo undif 32.93 |440.66 |440.66 |osteo undif
chondrocytes 2898 |2820.8 |7052.00 |chondrocytes

OA Synovium [P12/01 |29462 [25.37 |15383.84 [ 15383.84 | OA Synovium
OA Synovium NP10/0t |29461 |27.12 {6763.44 |13526.88 | OA Synovium
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25.493620. 45 26. 881527. 3 25.373901. 36 26.082512. 21 23. 7810441. 49 25. _5%3%’? 0
55.48 22.621810. 56 26.192349. 32 23. 3813423. 28 24. 516653. 03 23. 6811120. /005
24. 377242, 32 RAeA45. 83 23.5711943. 28 24. 845415. 88 24. 98 4iFAdushi/28162
24.695954. 77 26.382081. 99 25.044792.18 23.6311520. 86 23. 2214836. 24 24. 247879
25.164447.15 27.051377. 71 29.35 330.53 27.64956.16 27.021400.04 37262. 40

46181. 92 7240. 90A3GAium(NPEFOR .| 78266502 26.482| S21R3 2 B%llﬂﬂ@%nd@ﬁ\?l. 12 4698. 64
26846. 56 13306. Synddikeh NPE3/0 7 4 DRk6® 4 {2070 UodY(3 Ris8dds SRasiadivgS 9947. 8
5954. 77 4163. 9§ ﬂs%ﬁﬁmmﬁéfﬂs‘%'}zﬁ 0953 .65 P4 1907 BTk sifovifo 0|42 blbl. 06
1912. .|'32 4I MAR AW‘%‘ BE5e SR 08T P 19T e RACS St UTTOT—COT|0N
normal col on t URes e (biobank) 75217 |28.68 |3248.10 |3248.10 |OA bone
(biobank)
OA bone Sample 1 J.Emory [27.19 |6545.82 |13091.64 |[QA bone
QA bone Sample 2 J.Emory |27.24 }6384.92 12769.84 | OA bone
Cartilage (pool) Normal (26.28 |10016.65 |20033.30 |Cartilage (pool)
Cartilage (pool) OA 26.67 |8342.92 | 16685.84 |Cartilage (pool) |-1.20
PBL unifected 28441  [31.05 |1069.84 |2139.68 |PBL unifected
PBL HIV IITB 28442 1317 ]788.06 |1576.12 |PBL HIVIIB -1.36
MRCS uninfected 20158  [26.37 (9631.13 |19262.26 |MRCS uninfected
(100%) (100%)
MRCS5 HSV strain F 29178 28.38 |3747.38 (7494.76 (MRCS HSV -2.57
strain F
W12 cells 26179 35.15 1155.25 310.50 W12 cells
Keratinocytes 29180  |34.93 |172.87 (34574 Keratinocytes
B-actin control 28.06 |4342.74
genomic 30.54 [1356.79
1.00E+05 21.39 | 100000
| 1.DOE+05 21.64 100000
1.00E+04 26.21 | 10000
1.00E+04 26.24 | 10000
1.00E+03 30.9 {1000
1.00E+03 3097 |1000
1 LOCE+02 3634 100
1.00E+02 36.22 |100
1.00E+01 40 10
1.00E+01 40 0
1.00E-00 40 0
.| 1.0OE-Q00 40 0
NTC ' 40 0
Gene Name sbg1002620TIa
3
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor 1.18
colon tumor -1.87
colon tumor -1.81
colon tumor -2.72
Jung tumor -4.91
lung tumor -1.22
| lung tumor -1.62
lung tumor 223
breast tumor 1.38
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col on normal col on tunor colon normal colon tunor |ung normal | ung LU 0
| ung normal |ung tunor |ung normal |ung tunor |ung normal | ung tunor E‘)“}E
Chang ein vapswmaxsoze Popula tion 1.24 -2.37 -1.55 -2.97 -9PZI/UNIRRA62 1. 54
2.52 breast normal breast tunor 1.84 breast normal breast tunor -1.43 breast
normal breast tumnr 2 40 breast norml breast tuoor -1.88 brain nornmal brain

nor mal brain n MR ain stage 5 -2 15 2800.0 ALZ brainl!st age 5 -1.47 116
BB99-887 i | | [|tMEStAmOTLrain otage 5 ALZISEEQ4 27 4 1105 23 2210.42 brain
stage 5 -1.86 |[EE¥E.0mo5 A br ai-n stag,l'gl—A!_Z 25542 27 111336.02 2672.04
brain stage 5 - =) GF .‘u“.%‘ g/\C Rorrat—23—52412295. 29 24590. 58
CT lung | ung 26 Kc—HE¥ . 1—49-9% fig Hg—26—ttrg—47 KC normal 32. 34
51.71 51.71 | ung_2F 14 €6PB-31-2¥ 1862916629+ ung 24 -61.80 |ung
28  KC OOPD 28, GHCBISAE ALE: 57 4 g5 —4200s +rmy—23—ke-4OPD 30. 52 159. 17
159. 17 lung 23 Fig 4 Tumg—25KeEnormat 13915 579157911l ung 25 asthmatic
l ung 29321 23. 18,/ 9148665 1508665 astmiatd gz tung 2-43— 003112 asthmatic
| ung 29323 24. 76, el 141380 astNMar ¢y 44ung 1. 84 0003433 asthmatic | ung
29322 21.71 377PlnRincias?0 02 asTNMatic Tgng 12 18

asthmatic lung 7.40

asthmatic lung 2.68

endo VEGF 0.00

endo bFGF 0.00

heart T-1 -1.48

heart T-14 1.21 ,

heart T-3399 1.89 |

BM stim -1.3%

osteo dif 2.03

Cartilage (pool) -1.20

PBL HIV IIIB -1.36

MRCS HSV strain F -2.57

Gene Name sbg1002620TIb

Moderate to high overall expression. Highest normal expression in whole brain, endometrium,
5 jejunum, placenta, thymus, and urinary bladder. Highest disease expression in one of the colon
normal/tumor pairs, one of the normat lung samples, one of the asthmatic lung samples, the
" neutrophils, and the eosinophils. Strong expression in all of the GI tract samples implicates this
gene in IBS, IBD, and Crohn’s disease. Downregulation in 1 of 4 lung tumor samples is sufficient
to make a disease claim in cancer of the lung. Downregulation in 3 of 3 COPD lung samples
10 suggests involvement in chronic obstructive pulmonary disease. Upregulation in 1 of 4 asthmatic
Iung samples implies a role in asthma. Upregulation in 2 of 3 heart samples suggests this gene may
play a role in non-obstructive and obstructive dilated cardiac myopathy. High expression in the RA
and OA synovium samples as well as high expression in the chondrocytes and T cells implicates
this gene in osteoarthritis and rheumatoid arthritis.

15

Sample Ct (sample [Mean |Mean |Averag |188 (50 copies of
sbg1002620TTh 1 and 2) GOI GOI [e¢eGOI |rRNA |ng/188 \mRNA
copies |copies [Copies |(ng) |rRNA |detected
(sample | (sample {(ng) /50 ng
1) 2) total
' RNA
Subcutaneous 31.35,3144 5854 |55.11 (56.833 {3.06 16.34 (92851
Adipocytes Zenbio
Subcutaneous Adipose |35.12, 34.21 |5 9.05 7.03 096 (52.36 {367.80
Zenbio
Adrenal Gland Clontech [ 40, 34.29 [0 8.61 4.31 0.61 |81.97 [352.87
Whole Brain Clontech |26.02, 26.06|1897.9 [1849.19 [1873.55|7.24 |6.91 12938.85
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OD03397 asthmatic lung 29325 24.16 8255.16 16510.32 asthmatic lung 2 g

0D04928 endo cells KC control

0. 00 endo
Clontech n

A ILrTEN

37.31 2.36 2.36 endo cells endo VEGF KC

endo bFGF KC 35.67 6.54 6.54 endo bFGpca&di2sxear t
32 2170.24 4340.48 heart heart (T 1)

25. 87 2863.04 5726.08 heart T-1 1.32

fuam duts

i schem ¢ 29417

12400. 06 heart
8775.18 17550.

725. 76 adenoi di#
P000314 28453

nmonocyte 28.42

33.14 B cells

neut rophil s 28

22.79 19332.21

BM slim 31. 27

osteo dif 4.97
1178. 3 2945. 75

13860. 23 QA Syl
Synovium OA Sy

Synovi um NP03/

NP71/ 00 28467 !

24. 28 765852 14

1958. 10 QA bong
Sanmpl e 1J. Enor
Enor y25. 234242

(pool ) Nor mal 24.

(pool ) CA24. 2874

uni f ect ed284417

| 11 B2844229. 592
(100% 2915823. g

F2917825. 24341.

cel 1 s2917930. 43

Ker at i nocyt es2¢
genom c27. 35114
1. 00E+0423. 610¢
1. 00E+0231. 6610

heart (T- 14) non- 29422 24.62 6200.03
FEral Bedin Cloakch ODab, 13663 1 V6 Tisar 1[107- 3p08)  DOWS2DARE 24. 06
l?a I CIgiein 0946,3885_qgenol th 091459 Phio2 238 2|82, 5§
nﬁg'79§Tg§'?§ﬁnggf¢4sgpé4 whgf;ée;f4%ﬂufgzh@@s.ﬁsld ,ggkac
CRAPRIEYIECL T ) CEAGUTE (s AT PRI P gl
BpOmASiN ¢ cel | BOS®A%I0 8975707920589 Hh e {Zh. Jsi%‘_us
ERophagis 46 4429732854438 19.68 086y o3fild s 11305 Hdhni 4 %8446
BRAGInke COS| NI |BM un$iiém 23.622 358 537388, %?5628 Miunstim
Bariid0. 39 BMOSEIM -(8. 5/ |05k e[ idif 303214130 PB6EY2 25
fidm! €0_unart déltsisésrfaisﬂt) f.50sfz005 unZisg [1oBendIrasys es 27.3
}all'w drocytes— O Synoys wo&lj;g#g EFRY Lg%d %5358()&3.7'@_33 L
B im NP57/.00, 388 66 7 o A0 TREE A5 by 038
Nogach oo a0 FHEh A5 BTTa S ba Hitoy ke bRk AT FA
BEbLivardlmech 299528 58| 266835 [ 3667 |06 B | BA A W9{A79d 28475
Bing. 04 RA Syno{300mm306N $héhe | lobHIRS :©§717 Beb64417368% 11
MamBaR GlandVO 02/ 228(8.81 | 745.02AR1 12005 | 92207 || U801 | 2846 23GAMdne
gRMmech84131. 768063, 520A bone |QA hohe Sadple 2]
[8BaBFIB00A bon31CaH020| H4s+ |[11726 |90.90 |234 [2137 [194231
Obead. 6717/659]BACHOLL |98 ([pI0R6) [TA6t i[Bade [12.69 [1243.08
Brar@ 415370, 88Cmuu]3age| 1bpenl[po.1. 1611PERL [4.34 1152 |1268.72
aorgayo 4 - ! 1009 %fotpLsslsﬁ FHCT @oPBL|THV |0.81 [61.80 |147.71
S OPR T2 PBE oY st Bro s T3 BRCO [T 1T |§ 67 ¢35y 224.20
§3§§£‘“§fﬂg;; i U;s EEN €I YT A P A A Pl PEERE
Placente Sionteaih v o | B2 28.02|395.01 51277 89 [526 {951 [4314.54
PRO%0. 66272, 954 ANE iR ocflds B | ‘-Oﬂnrﬂﬁfﬁéﬁ AWM 41
Be@ 1 00E+05202054 6000113 0305 28936 11d@And 065 |365060
Gliviry Gdaé 0424 0ZIO0VE7 J6500 E GQ@?.4@%@007@!0céﬁb32?§%ﬁbob
s;;mﬁic?em . 10?201 4o 126 |48 [000
Clontech
Skin 3437,33.12(8.18  |18.53 |13.36 |121 [41.32 [551.86
Small Intestine 3671, 3496|178 |555 367 |098 |[51.07 |187.18
Clontech
Spleen 30.54,31.2999.47 |60.88 |80.18 |4.92 [10.16 |814.79
Stomach 324,3153 [2949 |52 4075 |273 |18.32 |746.25
Testis Clontech 34.4,35.1 [803  |479 641 |057 [87.87 [563.27
Thymus Clontech 37.18, 27.12|888.84 |924.29 |906.57 |989 [5.06 458324
Thyroid 32.17,3080|34.36 |79.27 |56.82 |2.77 |18.05 [i02554
Trachea Clontech 30.01,29.25 | 14031 |230.28 [185.30 [9.71 |5.15  |954.15
Urinary Bladder 28.33, 27.87|42047 |565.71 |493.09 |547 [9.14 [4507.22
Uterus 79.00, 28.81 (255,27 |308  |281.64 |5.34 [9.36  |2637.03
genomic 27.16 900.78
b-actin 274 769.87
1.00E+05 19.87 100000
1.00E+05 1995 100000
1.00E+04 234 10000
1.00E+04 23.39 10000
1.00E+03 26.94 1000
1.00E+03 2695 1000
1.00E+02 31.02 100
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1. OOE-i-01400 1. 00E 00400 1.00E-00400 NTC400 Gene Name sbg 1002620”%%’3%
Change in Disease D sease tissuesPopul ation Relative to Normal colon 05
tunor 1. 24 cwioont/228mor - 2. 37 col on tunor-1.55 col on tunor-2. 97PTUHYPL28#3r - 9. 28

| ung tunor-2.02 lun tunor-1.54 [ung tunor?2.52 breast tunorl.84 breast
tunor-1.43 breast.tunor?2. 40 hreast tunor-1.-88 hrain s5 ALZ-2 15 brgin-St age

5 ALZ-1.47 bralf0Bt%ge 5 Al 7-170%6 bral® sth 5 Allz-1 54 Lung 24-$1 80 Llun
28-12.12 118 -|190FAR 2005 WD |8346280210 ungj 23-38. 94 ast hmatjic | ying2. 43
asthmati c | ungjl.eBB+dst hmat i ¢ [kungl2. 18 ast hmati ¢l | ungp. 66 endo YEGF-2./36
endo bFGF2. 77 hemaelo T-1 1. 32 Heart T-1d42. 86 heart| T-33994. 04 BM st un- 3.{57

osteo dif4.97 CopElhaue (PoOihg L. 15 FEL HIV TTTHB L. I8[VMRCSI HSV gtrain jF-2. 21
PCTTUSOL/ 28462 e —Natre—sbghge260METgvouerate tu toyw overar I gxpr esgi on.

H ghest nor mal Lexpressior—+nithe—subditarepus—adiposertrsspe—5whot¢
brain, fetal b -gt-aL —er L H-ghest—di-sease—exp+re€ssi on
in 2 of 4 lung tunor sanples, one of the nornmal lung sanples. one of the

nor mal breast fsumplees, and thirdgr I 0g sai¥dae. |[DopasiobiPamplei on i Féldof| 4
breast cancer $BEWOBRRAOTIBP! | cCaimmbihils gendOIn capRNA of t he breagChang
Downregul ationlin 3 of 3 COPD|(SEg sanpl egosiesggesktectedivol venent ijminchrjoni c
obstructive ptl nonary di seasédediielér at e fexpressj/@mgi nj t he OA andDirges
synovium as well as the PBLs, })ladenoijd, 1D tonsi|tetall cel|ls, B celies, ajnd t he
chondrocytes indicates involvenent iin osteoarthr|RNA& apd r heunat qPepula
arthritis. copies Mean Mean 5§ of Sdnple It (sanple GJ GOT_Aver déen

colon normal GW98-167 21941 22.85 [18631.2 |37262.40}colon normal
colon tumor GW98-166 {21940 22.51 |23090.96 |46181.92colon tumor 1.24

colon normal GW98-178| 22080 2549 13620.45 1724090 |colon normal

colon tumor GW98-177 122060 26.88 |1527.3 3054.60 |colon tumer -2.37
colon normal GW98-561|23514 25.37 |3901.36 |7802.72 }colon normal

colon tumor GW98-560 |23513 26.08 |2512.21 |5024.42 |colon tumor -1.55
¢olon normal GW98-894 | 24691 23.78 [10441.49 |20882.98 | colon normal

colon tumor GW98-893 124690 25.54 13515.48 |7030.96 |colon tumor -2.97
ung normal GW98-3 20742 226 21810.56 |43621.12 | lung normal

lung tumor GW98-2 20741 26.19 (234932 |4698.64 |lung tumor -9.28
lung normal GWS97-179 |20677 2338 |13423.28 |26846.56 | lung normal

lung tumor GW97-178 20676 24.51 1665303 |13306.06 |lung tumor -2.02
lung normal GW98-165 21922  |23.68 |11120.91 |22241.82|Jung normal

lung tumor GW98-164 121921 2437 1724232 | 14434.64 |lung tumor -1.54
lung normal GW98-282 [22584 {2505 [4745.83 {9491.66 |lung normal

lung tumor GW98-281 | 22583 23.57 |11943.28 {23886.56!lung tumot 2.52
breast normal GW00- | 28750 24.84 |5415.88 |[5415.88 |breast normal

392

breast tumor GW00-391 | 28746 '24.98 49739 504780 {breast tumor 1.84
breast normal GW00- 28798 24.69 1595477 15954.77 |breast normal

::esast tumor GW00-412 | 28797 26.38 j2081.99 |4163.98 |breast tumor -1.43
breast normal GWOO-  [27592-95 {25.04 |4792.18 |4792.18 |breast normal
i:esitst?lmor GWO00- - [27588-91123.63 [11520.86 |11520.86]breast tumor 2.40
i::msz?:ormal GW9B- 123656 23.22 |14836.24 |29672.48 | breast normal
grzf:ast tumor GW98-620 | 23655 24.24 |7879 15758.00 | breast tumor -1.88

brain normal BB99-542 |25507 25.16 444715 |8894.30 |brain normal
brain normal BB99-406 |25509 27.05 137771 {2755.42 |brain normal
brain normal BB99-904 25546 2635 |330.53 661.06 |brain normal

brain stage 5 ALZ 25502 27.64 |956.16 1912.32 {brain stage 5 -2.15
BB99-874 ALZ
brain stage 5 ALZ 25503 27.02 |1400.04 2800.08 |brain stage 5 -1.47
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18S ng/ 18S nRNA sbgl O2200MCTal and 2)copies copies GO rRNA rRNA dete
gza;nélseégggarrpl%e Copiogigng)Afgggég/ 58 ng 1)2)total RNA Subcutaneous 36. Oq
: : : Adi oc tes Zenbi o Subcut ane

34.85, 33.9 § %/g 2.9410. 290. 9652. 36538. 48 Zenbi o Adrenal G mm“mm
Cl ont ech40, 40000. 000. 6181. 970. 00 Whol e Brain C ont ech26. 05,
26.181434. 251338eZiBB2. 737. 246. 919549. 21 [Fet al Brai n Chight ech40,

34. 4609. 634. 8%Z§WUMW€E¢M U 105.@Nt ¢ENBAZ Toram siage 5 |-1.86
32. 7349. 6526. 93BoR8 1723. 04481. 91 Cer vi §40, 40000. 002A8220. 660. DO

Col on38. 55, 38vhilkgdPABB0. 8425541 18]24515.43B6.02 |2672.04 [brain stage 5 -1.54
Endonet ri umd0, AB080827000. 7368.1210. 00 ALZ

Esophagus35. 23,I06ngddD3. 051. 3A36al50[23 32 1314463p% |24550.58 | CT lung
d ont ech40, 400(iheBOKC3237. 380 notthaiHy j3okhal{ames 39.|81.1940Q 4. 200. 3R155. p831. 06
| | eunB4. 16, A0Nz93RE. 7 72. 58 [l 115254 J61.uNuniEL AZ, [lung27

M&R 2005

gi- ﬁi%gﬁogﬁ %@iﬁpgﬁg S8LTHEGHD r\atifz‘?y 7%, {10029 |lng 24 61.80
37 285 651 793" g 28 Klor 33124 o 2§1%14f’i Sﬁ"i? 511.37 {lung 28 -12.12

O ont ech29- 45, PEEAKA9 roosn $KHFBn 1P8PR 9114585, g3 00/ 5RE 1 4 AR
2005 PCTI USOL{ipg25XCLung34. 9gemsh 334504379811 450% > (8983 46 241 73
Mammary G and Bdhm@ic 18g. 0548. (29323, 182338, (8518p-6ht|&2R6.fsewhEeHs upB4 | 4B,

35.229. 646. 1210338122 34121_37] 168 38 OnentunB7.94

34.131. 2111. 71 jpethmgicdng4112. 60983 9f*ar |y 3503, | 1141380 [asthmatic lung  |1.84°
33.43117. 77115 ODAAM3% 4111 52 h74 02l Pancrlascaa 400010 l00106--834164 nn83.00

Head of Pancr eHERmAtdIE. 00115[PA%F. 8§10 00 PRP8t i 875’53*%8%5’2“%% sung” ™~ E2-1
31.8129. 8846. 6] b1 4919 ho aaglas o c o oo

15. 26 19.51 0. (& sV ed0, FE337 0% RGO 18 o,

39. 3700. 5210. 22615@‘6 i#l.‘:’ 85107 S ol 37%AT Y| 2@ and 2860, [endocells _

31. 7795. 8947. 7pt{F+-316- 8449t 28— Cpntech

40, 400010, 0011 ié‘%;‘fi%n 00 b ontott) ski-Had-47 56T ot RGN €236
35 329585 7517 14995 3 1. 32 B1g 74 3567 |63 6.54 endo bFGF 277
heart Clontech normal 26.32 217024 434048 |heart
heart ( T-1) ischemic | 29417  |25.87 |2863.04 |5726.08 [heartT-1 1.32
heart (I-14) non- 29427 124.62 1620003 |12400.06 |heart T-14 2.86
obstructive DCM '

heart (T-3399) DCM 29426 24,06 [8775.18 | 17550.36 | heart T-3399 4,04
adenoid GW99-269 26162 292 362.88 725.76 |adencid

tonsil GW98-280 22582 2724 122233 | 244466 |tonsil

T celis PC00314 28453 28.09 |723.06 1446.12 |T cells

PBMNC 30.67 §145.75 14575 |PBMNC

monocyte 28.42 |587.16 1174.32 |monocyte

B cells PCO0665 28455 34.17 |16.57 33.14 B cells

dendritic cells 28441 3178 |72.95 14590 |dendritic cells
neutrophils 28440 21.46 [44297.23 {44297.23 [neutrophils
eosinophils 28446 2279 |19332.21 |38664.42 |cosinophils

BM unstim 29.22 1358.53 358.53 |BM unstim

BM stim 31.27 |100.39 100.36 |BM stim -3.57
osteo dif 30.14 1202.25 202.25 |osteo dif 4.97
osteo undif 32,72 140.67 40.67 osteo undif
chondrocytes 27.3 11783 2945.75 |chondrocytes

OA Synovium IP12/01 29462 23.33  |13860.23 |13860.23 | OA Synovium
OA Synovium NP10/01 |29461 253 4080.49 |8160.98 |OA Synovium
OA. Synovium NP37/00 {28464 25.23 142538 8507.60 |OA Synovium
RA Synovium NP03/01 | 28466 25.46 |3686.62 [7373.24 {RA Synovium
RA Synovium NP71/00 {28467 2331 [14036.44 |28072.88 |RA Synovium
RA Synovium NP45/00 [28475 2428 [7658.52 115317.04|RA Synovium

OA bone (biobank) 20217 26.48 |[1958.1 1958.10 | OA bone
(biobank)
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Smal | Intestine 40,400010. 0010.98151.07 0.00 d ontech Spleen34.1, 36. 4&5%%

2.877.4014.92110. 16 75.20 - StomachT5-17, 36.076-33.684.992. 7318. 32 91.

78

Testis O orWVOdOR2IO08, 401. 1900. 600. 5787. 87 52.28 Thynus C offtCdéiie1/28462
30. 463. 69108. 0585. 879. 895. 06 434. 13 Thyr oi d33. 08,

32.9621. 8823. 442268127 718-05-409- Irachea-chentechdz2—o4
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22060 29. 62 28Pwileb4. 84 col @AIBUN30.43. BP68.2 0] O3 Tadr 12exB8- 561 23514
30.36 183.13 3 : on nor migocoll sed ufmz.e OVOB4H&0 [Zehidmcydts. 49 173.|87
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1.00E-00 40 0

1.00E-00 40 0

NTC 40 0

Gene Name sbg1002620TIb

Disease tissues Fold Change in Disease

Population Relative to
Normal

colon tumor 1.24

colon tumor -2.37

colon tumor -1.55

colon tumor -2.97

lung honor -9.28

_lung tamor -2.02

lung tumor -1.54

| lung tumor 2.52

breast tumor 184

breast tymor -1.43

breast tumor 2.40

breast tumor -1.88

brain stage 5 ALZ -2.15

brain stage 5 ALZ -1.47

brain stage 5 ALZ -1.86

brain stage 5 ALZ -1.54

lung 24 -61.80

lung 28 -12.12
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breast normal GM8-621 23656 27.04 1275.81 2551.62 breast nor nal brgzsﬁ 00
tunor GNP8-620 23655 31.35 102.26 204.52 breast tunor -12.48 brain (}Q&ﬁ
BB99- 542 23?85 %2% 4 564.32 1128.64 brain normal brain nor npér/BB9%s4é6 25509
29. 01 402. E . (4 brain normal brain normal BB99-904 25546 29.67 274.03
548.06 brain normal brain stage 5 ALZ BB99- 25502 29.6 284.82 569.64 brain
stage 5-ALZ -14%%23874 brain stage 5 ALIZ3BBO9- 25503 27.9Y 765.16 1530. 32
brain stage 5 ati@uhghbrai n stage 5 ALZ2.8B99- 25504 28. 74 472.27 944.54
brain stage 5 |As#ma8Gihgbrain stage 5 ALZLBBO9- 927 25542 B40.25 Cr lung KC
normal 26.69 |amhgatRéenC normal 31.07 | IW@ 27 KC normal 81.17 |lung 24 KC
COPD 31. 8 | ung ®8mitie \@@PD 32. 79 680. 50 L2.66 MAR 2005 PCTIUSOLI 28462 brain
stage 5 ALZ -1/ e8BBGO 74 CT lung 120 8&-3ung 26 113, | ung 27 78.78 |ung
24 -10. 98 44. Obenpepfi®F28 - 19 65 COPD 31. 8574102 33 10131- normal 31.66 85.57
85.57 29321 2ghemeTAa7 45 467 45 20323/ 232 73 g51 21 1702142 -1.85 1.97

ast hmati c | ung|teem®347 29322 27 81 812 gad : fc lung 1.88 121 -
4 MAR 2005 WO [% L:ﬁutic HRrg—OBR4928 29325 29. 42
317.12 634. 24 ps¥hm Lo i At+o—83. 06 37.57 37.57
endo cells endpZVEE +-64—endo bFGF KC 33.13

36. 03 36. 03 endE=bEaC :glful’snm met—31-+118. 18 236. 36 heart
heart ( T-1) B 575 22

L
=4
N
J

M P | AWl

;SY n:F"?_ 3t 61405829 34 Teart—T-|1 -1.03 heart
(T-14) non- 29422 35664733294 treart—T- 14 T 41" obStructi ve DCM heart
(T-3399) DCM 29426 30.14 208.3 416.60 | heart T-3399 11.76 adenoi d GM9-269

26162 129. 07 JG?ﬂSl?NQ eﬁlsz 6 denoid tonsil 0WD8-280 122582 128.29 1614. 82
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33. 73 25. 4 251 Ak DR b il 0 SRl A Hishecddidtash bxpledditn. 18 BorUISH nifidr 1 B
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eosi nophi | s  BmrepshiioniB%of3 GOPDIIuRE samplBIvhagesstivalv@mntin ghiompbypetive 7 7 {0 BM
slim1.08 pulmonary disease. Moderate expression in the OA and RA synovium as well as the FBLs, adenoid,

10 tonsil, T cells, B cells, and the chondrocytes indicates involvement in osteoarthritis and rheumatoid

arthritis.
Sample Ct(sample |Mean |Mean |Average|i8S |[SO copies
sbg102200MCTa 1and 2) GOl GO1 GOl rRNA [ng/18S jof
copies [copies |[Copies {(ng) [rRNA |mRNA
(sample | (sample (ng) detecte
1 2) d/50 ng
total
RNA
Subcutaneous 36.01, 34.76 |3.83 B.04 5.94 3.06 11634 [96.98
Adipocytes Zenbio
Subcutaneous Adipose |34.85, 33.96 |7.63 1294 [1029 096 |52.36 |538.48
Zenbio
Adrenal Gland Clontech |40, 40 0 0 0.00 0.61 |81.97 |0.00
Whole Brain Clontech |26.05, 26.18 {1434.25 [1331.2 {1382.73 [7.24 [6.59] 9549.21
Fetal Brain Clontech 40, 34.46 0 9.63 4.82 0.48 110395 |500.52
Cerebellum Clontech 31.7,32.73 |49.65 269 38.28 2.17 123.04 881.91
Cervix 40,40 0 0 0.00 242 (2066 10.00
Colon 38,55, 38.57 10.34 0.83 0.84 271 1845 1541
Endometrium 40, 40 0 0 0.00 073 |68.21 0.00
Esophagus 35.23,40 6.09 0 3.05 1.37 36.50 111.13
Heart Clontech 40, 40 0 0 0.00 132 137.88 |0.00
Hypothalamus 390.8,40 0.4 0 0.20 0.32 155.28 |31.06
Heum 34.16, 40 11.53 0 5.77 2.58 19.38 111.72
Jejunum 32.82,33.18 12546 206 23.03 6.60 [7.58 174.47
Kidney 34.23,34.1 [11.02 11.9 11.46 2,12 |23.58 270.28
Liver 35.35,37.28 §5.65 1.79 372 1.50 133.33 124.00
Fetal Liver Clontech 29.45,28.98 [189.89 |250.96 [220.43 |[10.40 14.81 1059.74
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Rectum 40, 39.37 0 0.52 0.26 1.23 40.65 10.57

Salivary Gland 30.6.31.77 |95.89 |47.76 |71.83 |7.31 |6.84 |491.28
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Skeletal Muscle 40, 40 0 0 0.00 126 39.68 [0.00

Clontech

Skin 34.47,35.32 1958 535 7.67 1.21 4132 |316.74

Small Intestine 490, 40 0 0 0.00 0.98 51.07 0.00

Clontech

Spleen 34.1,3649 (1193 (2.37 7.40 492 10.16 |75.20

Stomach 35.17, 36.07 {6.3 3.68 499 273 18.32 {9139

Testis Clontech 37.98, 40 1.19 0 0.60 0.57 87.87 |52.28

Thymus Clontech 31.28, 304 |63.69 108.05 85.87 9.89 5.06 434.13

Thyroid 33.08, 3296 121.88 12347 |22.68 277 18.05 |409.30

Trachea Clontech 32.54,31.34 730.14 {6171 45,93 9.71 5.15 236.48

Urinary Bladder 3391,40 (1332 |0 666|547 |9.14 |60.88

Uterus 33.71, 3243 {15.04 132.13 23.59 534 9.36 220.83

genomic 263 1237.42

b-actin 2749 610.72

1.00E+05 19.18 100000

1.00E+03 19.45 100000

1.00E+04 226 10000

1.00E+04 . 22.53 10000

1.00E+03 26.17 1000

1.00E+03 26.19 1000

1.00E+02 30.61 100
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1.00E+01 40 0

1.00E+01 34.91 10

1.00E-00 40 0

1.00E-00 40 0

NTC 40 0

NTC 40 0 |

Sample Reg Ct Mean |copies |Sample Fold

shg102200MCTa number GOl of Change in

(GSK copies |mRNA Disease
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Pancr eas40, 400044 tuiﬁgm'ﬁéél' BPAsea 01 T P161.5 ATIq6 £ 385 | Breast tumor 125
35. 0205. 592. 801}, ,g},. 9.01 Parotidi{d ang3l. 23|
31. 957. 6838. 334G RorRa GWIBZEIH| 23656  |27.04 |1275.81 |2551.62 | breast normal

breast tumor GWO8-620 {23655  |31.35 |102.26 |204.52 |breast tumor -12.48

brain normal BB99-542 |25507 [28.44 |564.32 |1128.64 |brain normal

brain normal BB99-406 25500  [29.01 [402.37 [804.74 |brain normal

brain normal BB99-904 | 25546 2967 |274.03 |548.06 |brain normal

brain stage 5 ALZ BB99- [25502  [29.6 |284.82 }569.64 |brain stage 5 ALZ |-1.45

874 .

brain stage 5 ALZ BB99- | 25503 2792 |[765.16 |1530.32 {brain stage 5 ALZ | 1.85

887

brain stage 5 ALZ BB99- | 25504 28.74 147227 |944.54 |brain stage 5 ALZ |1.14

862

brain stage 5 ALZ BB99- {25542 [29.3 34025 |680.50 |brain stage 5 ALZ |-1.22

927

CT lung KC normal [26.69 |1569.87 |3139.74 |CT lung

lung 26 KC normal {31.07 1209 12090 |lung 26

lung 27 KC normal [31.17 |113.69 113.69 |lung 27

lung 24 KC COPD |31.8 |78.78 |78.78 {lung24 -10.98

Tung 28 KC COPD |32.79 |44.02 [44.02 [lung28 -19.65

lung 23 XC copD |31.35 {10233 |102.33 |lung23 -8.45

lung 25 KC normal |31.66 |85.57 85.57 lung 25

asthmatic lung ODO3112|29321  [28.76 [467.45 [467.45 |asthmaticlung  |-1.85

asthmatic lung OD03433{29323 2773 |[851.21 |1702.42 |asthmatic lung 1.97

asthmatic lung ODO03397(29322  [27.81 [812.68 |1625.36 |asthmatic lung 1.88
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B2cal ol —nar

neutrophils 28440 [30.17 [204.92 1204.92 |neutrophils

eosinophils 28446 34.19 |19.39 |38.78 |eosinophils

BM unstim 359 (711 711 BM unstim

BM stim 3597 |17 770 BM stim 1.08
osteo dif 3498 |12.18 |12.18 |osteo dif 2.55
osteo undif 36.59 |4.77 4.77 osteo undif
chondrocytes 32.91 41.03 102.58 |chondrocytes

OA Synovium IP12/01 [29462  [29.16 |370.33 |370.33 {OA Synovium
OA Synovium NP10/01 |29461 30.69 ]151.13 [302.26 |OA Synovium
OA Synovium NP57/00 |28464  {29.51 {301.55 [603.10 |OA Synovium
RA Synovium NPQ3/01 28466  [30.36 [183.35 [366.70 |RA Synovium
RA Synovium NP71/00 {28467 |29.27 [346.61 |693.22 |RA Synoviumn
RA Synovium NP45/00 {28475 29.13 |376.88 (753.76 |RA Synovium

OA bone (biobank) 29217 (3047 |{171.6 17160 |OA bone
(biobank)
OA bone Sample 1 J. Emory {30.05 |219.19 [438.38 jOA bone
OA bone Sampie 2 J.Emory [31.13 |116.62 |233.24 |OA bone
Cartilage (pocl) Normal (30.65 [154.56 |309.12 |Cartilage (pool)
Cartilage (pool) 0OA 32.01 [69.39 [138.78 |Cartilage (pool) |[-2.23
PBL unifected 28441 27.91 [769.91 |1539.82 |PBL unifected
PBL HTV IIIB 28442 28,14 |[672.12 1{1344.24 |PBL HIV IR -1.15
MRCS uninfected 20158 [31.66 {85.38 {170.76 |MRCS uninfected
(100%) (100%)
MRC5 HSV strain F 29178 30.08 |214.88 [429.76 {MRC5HSYV strain (2.52
F
W12 cells 29179 3333 [32.15 [6430 |[Wil2cells
Keratinocytes 29180 30.64 [155.16 }310.32 |Keratinocytes
B-actin control 2155 (946.64
genomic 26.82 |1451.22
1.00E+05 19.71 {100000
1.00E+03 19.95 | 100000
1.00E+04 23.43 [10000
1.00E+04 23,38 | 10000
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BB99- 4062550929. 45304. 68609. 36 brai n nor MNefmdbr ai n nor nal
BB99- 904255463 dlshddnlorZ0422. 50 brain nofnrmade brain stage 5 |ALZ BB99-
2550228. 75458. péchfude brain stage 5 ALZ?.836 874 brain stdge 5 ALZ BB99-
2550326. 861383 ddéhitmiord2 brain stage 5 ALV 11 887 brain gtage 5 ALZ BB99-
2550428. 02702. Hedeh3omd&8 brain stage 5 ALZRII09 862 brain_stjage 5 ALZ BB99-
2554229.57284. BubHBmER brain stage 5 Al Z-34318 927 CT | ung
KCnor nal 26. 581z 98048 58 CT |l ung | ung 288 KCnorpal 34 1919. 2719. 27 | ung 26
| ung 27 KCnor mpluagmmer3 2353 23 | ung 27 M3y 24 KCCORD3339. 638. 60 | ung
24-21.75 lung 280 . 23

KCCOPD32. 8741. ¢;hr,§g§!.@§o1 Uig—23- 2017 | ung 7.5237.52 lung 25
asthmatic |ung wug‘fﬁﬁeezleo. 13205- 4625 g-4.09 asthmatic

| ung 0D03433291 ,ﬁmasztuﬁlsrl 88823+ 57+F+64—astt > stthmatic | ung
0D033972932225. 3 4373 90— 86—astimet bl&Su”go 80—=asttmat]i ¢ | ung
0D049282932527. BO—astimmatTc g2 13 ernmdo cetrts

KCcontrol 28. 26334 Apz ENdo Telr TS engq jYEG- RC28.86429.51429. 51 endo
VEGF- 1. 47 endo [phalf=abdZR81 0 7403. U8403. 08 [engld bFG-—-1.57 heéart

Cl ont echnor mal Z@&in@2437. 62875. 24 heart hdardss( T- 1)
i schem e29417281ag2d/. 541115. 08 heart T-[10.687 heart (T-14)i non-
2942227. 72835. 11bpZP. 22 heart T-141.91 gb84yuctive DCM heart (T-3399)
DCVR942628. 6349 3stiii@Bin®2 heart T-33991.j+B8S

asthmatic lung 1.97
asthmatic lung 1.88
asthmatic lung -1.36
endo VEGF -1.64
endo bFGF -1.04
heart T-1 -1.03
heart T-14 141
heart T-3359 1.76
BM stim 1.08
osteo dif 2.55
Cartilage {pool) -2.23
PBL HIV IITB -1.15
MRC5 HSV strainF - 2.52
5
Gene Name sbg102200MCTb
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adenoi d GM9-26926162271269. 752539. 50 adenoi d tonsil
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2.34 den r|t|c CI% s
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xpression in the whole brain, liver, fetal
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(bi obank) 292172 fB2RMEIA85. A 2poneGObI q@lk) GO1boNeRNA 2/ 18S {lof .
Enory28. 78451. 74903. 480A bone| OA bone|cbpies| |@opies. |Enpiésy 28ngd 7 GIRNAL pdRNA . |300A
bone Cartil age|(pool) Normal 29| 42310. 7:(6&fple52£mptei | age (lpool |mgar [deteaige
(pool ) OA30. 09209. 7419. 40Carti | age (po¢ty)-1.|1248 PBL d/50 ng
uni f ect ed2844123. 857997. 03159Pp4. 06 PBL uni flect.ed.|PBL HI total
11182844224, 854447. 348894. 68PBL H V 1|1B-1.180 MRG5 uni nf ect ed RNA
(10096) 2915827 | Sibiatimeond 6 2516 BAbI3aD5 (ailent eaved |6.990%) |3MRCHIG8V|198.6%i |n
F2917829. 6278. 8AGipkyeSAdy® HSV strain]F -4.61 W
cel 1's2917927. 213ub2Ranzqt8 Adipos4 A36cel | !ﬁ-ﬂg}rﬂgﬁiﬂﬁocyﬂé&Zgl@@QS.WB 189.82 2
5630. 24Kerati nqéspPes R-actin gontrol 2y 7 72 denoniclR7. Q41246122
1. OOE+0519. 69104 GlamiiFienesh 1004 00000 1. 0PE+0428% 510 SR EEH23 1210000
1. 00E+0327. 021(®bols BODEIIOBRE. TBB0009-41 | UOF0D324. 6951 078.68 . (k+(09%2 . B9HY
1. 00+0135. 7210 |Eetd) Blaim0li3ateck 4 102013503 E- (400 {B.3BOE-|06200 NE&4A(O®3GENESKEne
sbglC2200MCTb HQkrebeliimOBftedhn 23asDseask g | ss@asPoplaliat i|2a04Relsagé vie t o
Nor mal col on tL@}(n* Z7—colon T49y4. 013 GOl of3 § UNQ5384 24 [2.44 26 Z20120.5
02/ 22802 col on bb‘bl ri40—+tumy 33‘55,‘5'5._61' 1(2.186i UG T UMgRe - 224{ AT 8854 761 | ung
tunmor-1. 24 breapteaot 232 —om i ce (805|636 [0.73 |6821 |43549
Esophagus 34.27,35.14 [8.86 5.19 7.03 1.37 [36.50 |256.3%
Heart Clontech 40,35.05 |0 55 275 132 [37.88 110417
Hypothalamus 40, 40 0 0 0.00 0.32 [155.28 [0.00
Illeum 35.29, 33.68 |4.74 12.8 8.77 2.58 [19.38 [169.96
Jejunum 31.23, 30.98 |57.65 67.22 62.44 660 |7.58 47299
Kidney 34,67, 34.21 |6.95 9.2 8.08 2,12 2358 [190.45
Liver 30.76, 30.65 [77.12 |8256 [79.84 1.50 [33.33 [2661.33
Fetal Liver Clontech  |26.8,27.1 [885.14 [73431 [800.73 {1040 {481 [3892.91
Lung 40, 40 0 0.17 0.09 257 [1946 |1.65
Mammary Gland 31.28, 31.37 {56.1 5295 |54.53 13.00 |3.85 20971
Clontech
Myometrivm 34.16, 36.28 |9.48 2.57 6.03 234 2137 [128.74
Omentum 34.18,33.42 [9.38 15 1219 [394 |12.69 |154.70
Ovary 34.21,34.18 |9.24 9.39 9.32 434 [11.52 [107.32
Pancreas 40, 40 0 0.14 0.07 081 |61.80 [4.33
Head of Pancreas 40,3502 [0 5.59 2.80 157 ]31.85 [89.01
Parotid Gland 31.23,319 [57.68 [38.33 (4801 548 [9.12 [438.00
Placenta Clontech 31.77, 33.13 4133 |17.94 [2964 [526 [9.51 |[281L70
Prostate 39.72, 35.03 |0.31 5.56 2.94 3.00 [16.67 |48.92
Rectum 35.36, 34.34 |4.53 8.5 6.52 123 [40.65 [264.84
Salivary Gland 30.52, 30.54 | 89.5 88.43 [88.97 [731 |6.84 60852
Clontech
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Al zheinmer's 15 . %&frm 3 .D<‘a,".rp+§f%—-aru'
upregul ation iU 4 ast hndf&- P48 18I BY  <ligdBst 153 f 6nti2%5; bl e for
this gene in clEemmit obstruct|R¥& pul Ad#30% |di sorfer- Upregdlatidn in {he
VEGF-treat ed efberotithel i al cel 1{27.3%he i npt3-Battes a possible rdle fdr this gene
I n angi agenesi BLOOEESWNr egul atlael2d n t H@owod ul at ed bone!mar rlow sgnpl e. | Hi gh
expression in [ipeeRA and OA {3ysovI uigaopljes, the OA bhone [sanplies, ahd the
chondr ocyt es WTdagtaar T obor at 1{Rg4d1 N (§deh €351 on RO i gne 1 celljs,” B gells,
neutrophils, aj rrophi S [EH TCat§5eh TS Uemg T osteogr thrijtTs ahd
rheumat oi d art 1.0'0*15_ s—Seatpte TS W%#%&ﬁ%eﬁgcﬂSS Sg—eoptes of
sbgl1007026SA.T] 22— GG O A AO-02/22302
Subcut aneous 14fC TBAdzanyf gg'%?enhi 1\'gf?(hm taneopis Adipose 1 40 1.40 Zénbi o
Adrenal d and ﬂﬂﬁﬁ;ﬁ_li&_%gl-% Widl®® Brain C bntech|123.101 2. 63 Fetal
Brain C ontech|1EeR 39. 16 (8fébel | UMWT ont ech _134. 551 32.|7 Cerlvix 134. 21,
34.61 Col on 13BLO0E+0133. 7 Endoj32féi um|184. 8§, 40 Esophagus 1 40, }40 Heart
Cl ontech 139. 6P, ®B+&3 Hypot hajzaous 1 |40, 33. 34 | eumﬁiLvo Jej Unum 1]30. 1,
30. 34 1.00E-00 40 0
1.OOE-00 40 0
NTC 40 0
NTC 40 0
Sample Reg Ct Mean |copies of | Sample Fold
sbg102200MCTD number GOI |mRNA Change
(GSK copies |detected in
identifie /50 ng Disease
x) total Populati
RNA on
colon normal GW98-167 21941 |26.48 |1723.59(3447.18 |colon normal
colon tumor GW98-166 [21940 [26.06 1219504 {4390.08 [colon mumor 1.27
colon normal GW98-178 {22080 |29.03 |389.88 |779.76 |colon normal
colon tumor GW98-177 |22060 |27.39 |1015.65|2031.30 |colon tumor 2.61
colon normal GW9R-561 23514 )26.74 |1478.76|2957.52 |colon normal
colon tumor GW98-560 |23513 [26.37 [1831.8 }3663.60 |colon tumor 1.24
colon normal GW98-894 124601 {25.58 [2918.0215836.04 |colon normal
colon tumor GW98-893 24690 (25 4089.75(8179.50 |colon tumor 1.40
Iung normal GW98-3 20742 [24.59 |5183.31(10366.62 | lung normal
lung mmor GW98-2 20741 124,94 14232.2318464.46 |lung tumor -1.22
lung normal GW97-179 |20677 |25.73 |2672.73{5345.46 |lung nommal
lung tumor GW97-178 20676  125.36 |3307.3716614.74 |lung tumor 1.24
lung normal GW98-165 21922 |26.13 |2109.28|4218.56 {lung normal
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Kidney 1 33.49, 40 Liver 140, 33.7 Fetal Liver Clontech 129.58, 29.4
135. 61, 37.83 Mammary d and 133. 05, 34.04 Contech Myonetrium 133-63,

XL

Orent um 140wAPoameesy 135. 38, 37.6 Pancreas 140, 37.1 Head of Panus®@as45. 45,
36.72 Parotid d and 136.88, 40 Placenta Contech 133.84, 38.46 Prostate 13
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t ot al breast tumor GW00-412 [28797 |26.57 |1632 |3264.00 |breast umor 39.35

breast normal GW00- 27592- |32.52 |51.1 51.10 breast normal

235:238 35

breast tumor GW00- 27588~ [29.67 [268.7 |268.70 |breast tumor 5.26

231:234 91

breast normal GW98.621 | 23656 |[26.48 |1727.44|3454.88 |breast normal

breast tumor GW98-620 |23655 |25.65 |2793.6 [5587.20 |breast tumor 162

brain normal BB99-542 {25507 |28.62 |494 988.00 |brain normal

brain normal BB99-406 [25509 |29.45 |304.68 [609.36 |brain normal

brain normal BB99-904 {25546 30.08 |211.25 |422.50 |brain normal

brain stage 5 ALZBB99- |25502 |28.75 |458.64 |517.28 |brainstage S ALZ |1.36

874

brain stage 5 ALZ BB99- |25503 }26.86 {1383.7112767.42 |brainstage 5 ALZ |4.11

837

brain stage 5 ALZ BB99- {25504 {28.02 |702.59 [1405.18% |brain stage 5ALZ |[2.09

862

brain stage 5§ ALZ BB99- |25542 ]29.57 |284.31 |568.62 |brainstage3 ALZ |-1.18

927

CT lung KC normal }26.58 }1624.2913248.58 |CT lung

lung 26 KC normal [34.19 {19.27 }19.27 lung 26

lung 27 KC normal |32.45 |53.23 |53.23 lung 27

Jung 24 KC COPD |33 [38.6 [38.60 |lung2é 2175

lung 28 KC COPD |32.24 5995 (5995 lung 28 -14.01

lung 23 KC COPD |(32.87 [41.63 (4163 lung 23 -20.17

lung 25 KC normal |33.04 |37.52 {3752 lung 25

asthmatic lung ODO3112 |29321 30.13 |205.46 |205.46 |asthmatic lung -4.09

asthmatic lung ODCO3433 (29323 | 27.82 |788.82 [1577.64 |asthmatic lung 1.88

asthmatic lung ODO3397 {20322 |25.17 [3695.43|7390.86 |asthmatic lung 8.80

asthmatic lung ODO4928 |29325 |27.6 |894.3 |1788.60 |asthmatic lung 2.13

endo cells KC contro} [28.2 163343 (63343 lendocells

endo VEGF KC 28.86 |429.51 |429.51 {endo VEGF -1.47

endo bFGF KC 28.97 |403.08 |403.08 |endo bFGF -1.57

heart Clontech normal |28.83 1437.62 |875.24 |heart

heart { T-1) ischemic 20417 |28.42 [557.54 |1115.08 |heart T-1 1.27

heart (T-14) non- 20422 {27.72 [835.11 {1670.22 jheart T-14 1.91

obstructive DCM

heart (T-3399) DCM 20426 |28.63 |493.01 [986.02 |[heart T-3399 1.13

adenoid GW99-269 26162 |27 1269.75|2539.50 |adenoid

tonsil GW98-280 22582 126.33 |1876.29}3752.58 |tonsil

T cells PCO0314 28453 129.15 [363.35 172670 [Tcells

PBMNC 33.05 13741 |[37.41 PBMNC

monocyte 31.49 [92.84 |185.68 [monocyte

B cells PCO06E5 28455 |26.5 [1700.87]3401.74 |Bcells

dendritic cells 28441 24.2 |6511.17{13022.34 | dendritic cells
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RNA 0.00 31.85 6.84 5.15 9.14 9.36 2.62 12.70 26727.00 98.75 170.39 8%
122.69 107.44 1.82 7.01 180.90 0.00 365.57 82.08 102.50 355.38 24.42 f%g%ﬂ%
27.02 0.00 #$o@P8d 34 51.11 4.29 28.66 9.33 144.72 1.74 65 KA G841, 62
36.74 85.35 82.16 51.85 2.17 26.24 5.67 167.70 129 WO 02/22802 -- 4 MAR
2005 PCTIUSOL/ 28462 b-actin25.89625. 04 1. 00E+0517. 54100000_1

0517. 65100000 IndeOéphid421. 0310028440, OQESDA262. D2 16800 | feve@Eli324. §71000
1. O0OE+0324. 961Q&MsindphOE+0229. 1861, [A0E3-(M2208 0&MA6 Tedinéphidl 32. 0510
1. OOE+0133. 511(Ge% & 0036. 4171 T. S0 V134 .01l NEGFO00BM unstim
BM stim 28.68 |478.5 |478.50 |BM stim 3.54
osteo dif 31.03 {121.2  }121.20  |osteo dif 3.93
osteo undif 33.38 {30.85 |30.85 osteo undif
chondrocytes 26.63 {1579.7313949.33 |chondrocytes
OA Synovium IP12/01 29462  §20.11 |371.98 137198 [OA Synovium
OA Synovium NP10/01  |29461 |29.45 1304.55 |609.10 ;OA Synovium
OA Synovium NP57/00 | 28464 |27.83 |784.87 [1569.74 |OA Synovium
RA Synovium NPO3/01 [28466 |27.31 |1063.77}2127.54 |RA Synovium
RA Synovium NP71/00 [28467 27.08 {1217.21|2434.42 |RA Synovium
RA Synovium NP45/00 [28475 [26.6 |1606.41|3212.82 |RA Synovium
OA bone (biobank) 20217 [28.65 1485.63 |485.63 |OA bone (brobank)
QA bone Sample 1 I. Emory|28.78 {451.74 |903.48 {OA bone
OA bone Sample 2 J. Emory {28.27 1607.15 (121430 | OA bone
Cartilage (pool) Normal |29.42 [310.76 |621.52 |Cartilage (pool)
Cartilage (pool) OA 30,09 {209.7 [419.40 |Cartilage (pool) -1.48
PBL unifected 28441 |23.85 |7997.03|15994.06 | PBL unifected
PBL HIV IIIB 28442 124.85 |[4447.34|8894.68 |PBL HIV IIIB -1.80
MRCS uninfected (100%) [29158 |27.02 |1258.46|2516.92 | MRCS uninfected
100%)
MRC5 HSV strain F 20178 129.6 |278.84 |557.68 gv[RCS HSV sirain F|-4.51
W12 cells 20179 |27.21 |1122.77]2245.54 |Wi2cells
Keratinocytes 29180 |25.64 |2815.1215630.24 |Keratinocytes
B-actin control 27.78 1807.72
genomic 27.04 11246.22
1.00E+05 19.69 100000 |.
1.00E+05 20.01 | 100000
1.00E+04 23.15 110000
1.00E+34 232 110000
1.00E+03 27.02 | 1000
1.00E+03 26.76 {1000
1.00B+02 31.45 | 100
1.00E+02 32.39 {100
1.00B+01 35.72 |10
1.00E+01 34.74 |10
1.00E-00 40 0
1.00E-00 40 0
NTC 40 0
Gene Name sbg1022060MCTb
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor 1.27
colon umor 2.61
colon mmor 1.24
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Gene Name sbg1020380LYG
Failed

Gene Name shg1007026SGLT

Good to moderate overall expression. The highest normal expression is seen in the whole brain,
cerebellum, hypothalamus, jejunum, fetal liver, rectum, and uterus. This gene shows system specific
expression in samples representing the central nervous system, the female reproductive organs, and
the Gl tract. The expression seen in the disease samples confirms that seen in the normal samples
with the highest levels of expression seen in the normal and Alzheimer’s brain samples.
Upregulation in 1 of 4 colon turmor samples and 2 of 4 breast tumor samples as well as
downregulation in 1 of 4 lung tumors poses a potential role for this gene in cancers of the colon and
breast. Downregulation in 2 of 4 Alzheimer's brain samples implies invoivement in Alzheimer’s
disease. Downregulation in 3 of 3 COPD samples and upregulation in 2 of 4 asthmatic lung samples
suggests a potential role for this gene in chronic obstructive pulmonary disorder. Upregulation in the
VEQGE-treated endothelial cell line implicates a possible role for this gene in angiogenesis.
Downregulated in the stimulated bone marrow sample, High expression in the RA and OA
synovium samples, the OA bone samples, and the chondrocytes with corroborating high expression
in the T cells, B cells, neutrophils, and eosinophils implicates this gene in ostecarthritis and

rheumatoid arthritis.
[ Sample Ct(sample |Mean |Mean |Average|188 |50 copies of
shg1007026SGLT 1 and 2) GOI GOl  {GOX rRNA ng/18 | mRNA
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Sample Ct (sample |[Mean |Mean |Average (185 |50 copies of
sbgl1012732GLUT 1and 2) GOI GOI GOI rRNAng/18S | mRNA
copies |copies [Copies |(ng) |rRNA |detected/
{(sample | (sample (ng) [50mg
1) 2) total
RNA
Subcutaneous 30.84, 30494676 |57.63 |52.20 3.06 |16.34 |852.86
Adipocytes Zenbio
Subcutaneocus Adipose |34.89, 35.1914.31 3.62 397 0.96 {5236 |[207.59
Zenbio
Adrenal Gland Clontech |33.79, 32.74 |1 8.27 15.31 11.79 0.61 [81.97 1966.39
Whole Brain Clontech | 22.02, 21.91 | 8374.61 |8944.05 [8659.33 |7.24 1691 [59802.00
Fetal Brain Clontech 32.03,32.85123.23 1434 118.79 048 [103.95 |1952.70
Cerebellum Clontech 28.2,2826 (221.12 [213.07 (217.10 [2.17 {23.04 [5002.19
Cervix 32.91,34.54|13.81 |5.31 9.56 242 |20.66 [197.52
Colon 30.88, 3248 (4558 [17.87 [31.73 {271 [1845 [585.33
Endometrium 36.13,32.5 |2.08 17.6 984 073 16821 |[671.21
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T cell s PC003142845325. 032062. 684125.36 T cells PBMNC30. 16116. 69116.521{@%{@%
monocyt e30. 15117. 05234. 10 nonocyte B cell s P0006652845523. 225673. 6311

B cells deaggiﬂg,'%%ﬁogel | s2844125. 741385. 652771. 30 dendritic celdrauso1/28462
neut r ophi | s2844027. 14631. 86631. 86 neutrophils

eosi nophi | s2844628. 27335. 66671. 32 eosi nophils BM unsti n80. 08122. 25122. 25 BM

unstim BM st ur{EkpRdeed29. 5716737 15[ 625 T41.8M Bl.77ml. 13840St fIB7 136.50 |564.23
di Lt}[ea}]edgg TAfCIBREA?. 04 03180332491 PBT760 [B5g3 T 301338 37,885 [BuBb Ost eo
undi f chondro 1667284146820 chomtd t OV
| P12/ 01294622 QM%EM 3 34 C‘?‘-u‘\z}i—b?%y ?@Tu 'ji igﬁg ;;372;;0
NP101012946125198 300270800 Ik AIHL1, okt am— oo 12 :
NP57/ 0028464259808 23656 AG0PAZSA (RG] BA 2%y |944 1660 |7-58  [713.18
NP03/ 012846625 K6levi22. 612845, [237RA. B ABHIA uhi2RA9 SUABIA upg12 [23.58 253267
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NP45/ 00284752 S FaALTar Clomtachl 4. |[26.6,2685) BENI6U 43@A6 ha®ol  [10.40 |4.81  [2538.03
(bi obggk;iggéliﬁgwlum TATUTHI 47 3605 |DOGE (3w 5abajyk)i2 OA[Demeg 15e81]k3s.21J. .
Enor y26. TH-300A b et RANPE 2 Y548 0 401
QA bone Cartil %%—;, o%dLN’;rrra _%ggggfgmjgg%o Izlzﬂ arti IE'SZ Hﬁ@égr (i ] age
(pool ) OA28. 07 3[Ry omerfing- 20 |30, $0.31Z. $32.9270P0l2 PBI234 [21.37 [1515.28
VoB44525, 36171 ULZie??%E”B:‘?\‘%"S‘?’L s [T Lo, 110 s
2915825, 2817889743577 42 NRCS AL 4¢7f‘L FELYA! EEHD 145 %‘ 4338
02/ 22802 PCTI USanTFeRa62 VRS WA St MEATRY VG AP L (£ 418 Hsl/
strain -15. 40 Plegdhof Pancraas291753.98:84897399785-8>wi 7-Bel | <1—57 31.85 22691
Ker at i nocyt es2P186@6124959. 611298, 3BIKe10%86n¢8tles | 1B-1act i H& aftiP ol 7221482, 86
genomi ¢25. 4216/ FTacaia dioR&k+05 1 5548 2080000218 (80565 198540 10DLD( 951 {8896.06
1. OOE+0421. 9413 el. O0EF042T| 33,8090 61000k 51R4%0003.00 OQE6D3BR.B91000
1. 00E+0230. 591 Wmmwadz 389410 | 17.400- YU I3 48830152093
L. 00E- 0039. 07 1100 Renones T e SY B stsTWiE3 2 bi3as T 31Tal% 34 DORBE7BE 1 t ed
due to multip -cat o et g

Skeleta? Muscle b5 BheEITE 8 | 0607 T3 730156 [39.68 |545.63

Clontech

Skin 32.62,32.57116.46 16.96 16.71 1.21 14132 |[680.50

Small Intestine Clontech {34.63, 32.825.03 14.62 9.83 098 |51.07 |501.79

Spleen 31.45,32.71|32.66 15.56 24.11 492 10,16 }245.02

Stomach 32.38,32.43]18.93 18.41 18.67 273 |18.32 [341.94

‘Testis Clontech 32.32,32.27119.58 20.17 19.88 0.57 |87.87 [1746.49

Thymus Clontech 27.24. 26.75[388.32 [51855 (45344 {9.89 |5.06 2292.39

Thyroid 30.48, 29.44 | 57.86 106.5 g§2.18 277 118.05 |1483.39

Trachea Clontech 29.96, 30.29 | 73.48 64.81 71.65 971 1515 368.92

Urinary Bladder 30.59, 30.1 |54.25 72.45 63.35 547 19.14 579.07

Dterus 30.62,29.73153.18 89.72 71.45 534 19,36 669.01

genomic 25.15 1330.24

b-actin 26.01 800.58

1.00E+05 18.01 100000

1.00E+05 18.19 100000

1.00E+04 31.35 10000

1.00E+04 213 10000

1.00E+03 25.59 1000

1.00E+03 2551 1000

1.00E+02 29.95 100

1.00E+02 20.37 100

1.00E+01 34.05 10

1.00E+01 33.22 10

1.00E-00 37.19 1

1.00E-00 40 0

NTC 20 0
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Gene Nane sbglO12732G.UT Fol d Change in D sease Disease !issuesPopul a }'gh&:
Rel ati ve to Normal colon tunor-1.08 colon tunorl.69 colon tunorl.00 ¢ 18 2005
turmor1l. 31 | o bhi4hs 1. 76 lung tunorl. 29 lung tunor-1.28 |ung é'ﬂﬁ?dl?- yrel
breast tunor2.49 breast tunor2.23 breast tunor2.45 breast tunor-1.02 brain
stn 5 ALZ-2.38 stay 5 ALZ-1.04 brain stage 5 AL.Z-1.21 brain stn e 5
ALZ-1.01 | ung HH&GTIung 28&1*52Iu n-1.B4 asthmatic
tunl. 66 asthnatic 2005
WO 02/ 22802 PCTI U801128462 endo bFGF 1. 60 hear t T- 17. 22 heart T- 146 67 heart
T-33999. 41 BM stintl. 33 osteo dif2.91 Cartllage ool)-2.57 PBL HV Il11B-1. 17

MRCS HSV strai Mghggle- 20 5 GeN g|ﬁmﬂ U TV’ Jeopies ob]Sashple SANE dFgld

sbgl A 2732CLUT.| (k@7 Hairs byl 12 P Naaer dtfiNa0 | oW overal | |gxpessi on.
H ghest nor nal eliégressmn I's desdk ﬂt t he @B@qug gt Ki dney, tgﬁ%id, and

uterus. This ggne is expressedldeguﬂlr of |the sggpl es| representingthe |femal e
10 reproductivg system Hi ghes | sepse expresgigh is seen in nnp&imﬁ & It he
nor mal / t unor | yng sarrpl es and the apthmatic | R sanpl es. Downr tion in
2 of 4 |ung tuNeoSri BWoslTsy [9MaF IU| Bk UTkos 07 |39008H [Eoldh homma L U[0T _sanpl es

suggests an in o r. b St——-PBomwregti—4t i on
in 3 of 3 COPD &E“mmtc*n T8 21 2 2§§ [1976.9%]3153,82 " eplomtamor - -.nl'f‘h.r ni ¢

obstructive pul ﬁﬂ?ﬂwgnah m@r Mq‘ﬁﬂ %‘qi at ?Zﬁrf i A'53J-°p;f cglon, tig lung
sanpl es inplies® ?P‘E‘F»"’%]\?'émé?‘ﬂ‘sbl nﬁ§§t5rh?§7- gP BEhI Rl | 9f%% dilsease
heart sanpl es i|aglpr normah FWORGGI W&Sient 13612 20126064 3P sealempormidiseage such as
obstructi ve DCNkolGowmsrdiWlsehod 0a3ilh t 6. 1DAl AR |2P4Je [moloh tumbrt h ®6¢ obgr ati ng
| ow expressi on [kélod foemdl GWIBSoClados ( [24@Bd2233.66Y4569.10N] PRk hanall ar )| 1 npl tjcat es

this gene in gg§ rEWIsLad3 32kkob NE[HIBY Qbg8o 3T (BHT0l0h | FeolokRMEIUT at[ien 11 the
HSV-i nf ect ed Wmﬁeﬁh@mwﬂ%’mmi'&.s%ﬂnms T56aI22Y | g nbrmidPS T f[@ctoriin
lung o8- 3

HSV. copies Mea o 74T 12598 189106 | 3382.12 |iung tumor 1176
lung normal GW97-179 {20677 25,07 {2020.52|4041.04 |lung normal
lung tumor GW97-178 | 20676 24,61 {2607.03(5214.06 |lung tumor 1.29
lung normal GW98-165 21922 2492 |2195.85|4391.70 |lung normal
lung tumor GW98-164 {21921 25.36 {1712.62(3425.24 |lung tumor -1.28
lung normal GW98-282 122584 26.24 |1049.9712099.94 |lung normal
lung tumor GW98-281 {22583 2594 11241.8 [2483.60 |lung tumor 1.18
breast normal GW00-392 | 28750 25.26 |1813.7 {1813.70 |breast normal
breast tumor GW00-391 {28746 24.87 12259.5414519.08 |breast mmor 249
breast normal GW(00-413 | 28798 254 11672.46|1672.46 |breast normal
breast tumor GW00-412 | 28797 2521 |1864.1813728.36 |breast tumor 223
lzarcaszt3 léormal GWO00- 27592-95 {25.68 [1435.2 |1435.20 |breast normal
35:
lzareast 3t:mor GW00- 27588-91 [24.08 |3510.78{3510.78 |breast tumor 245
31:2
breast normal GW98-621 | 23656 24.16 {3363.26{6726.52 |breast normal
breast tumor GW98-620 |23655 24.19 (3300.23{6600.46 |breast tumor -1.02

brain normal BB99-542 |25507 22.64 |7880.57115761.14 | brain normal
brain normal BB99-406 |25509 23.32 |5357.05110714.1Q | brain normal
brain normal BB99-904 25546 23.66 |4436.27|8872.54 |brain normal
brain stage 5 ALZ BB99- | 25502 247 |2474.23|4948.46 |brainstage 5 ALZ |-2.38

8§74

brain stage 5 ALZ BB99- [ 25503 23.22 |5674.88{11349.76 {brain stage 5 ALZ }-1.04
887

brain stage 5 ALZ BB99- | 25504 23.5 (4868.6 (9737.20 |brain stage 5 ALZ |-1.21
862

brain stage 5 ALZ BB99- | 25542 23.17 |5843.2 |11686.40 (brain stage 5 ALZ |-1.01
927

CT lung normal {25.61 |1486.99{2973.98 |CT lung Nml

lung 26 normal [26.55 |879.91 . lung 26 Nml

lung 27 normal (2944 |1743 [174.30 |lung 27 Nml
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G GO Average 18S ngll8S nRNA sbgl01817ZCSP1 and 2)copi es copl es GO

rRNA detecte (sanple (sanple Copies(ng)(ag)d/ SO ng 1)2)total
Subcut aneouw0338280234. 877. 6511. 219. 433. 0616. 34154. 08 M pwyt d&CTMM&m
Subcut aneous Adi pose 40, 400. 400. 200. 9652. 3610 47 Zenbi o Adrenal

Cl ont ech40, 400

Cl ont ech25. 71,

Cl ont ech40, 400

35. 164. 959. 487

36. 163. 855. 424

Endomet ri unt36.
Esophagus40, 40p
Hypot hal anus40
Jej ununB6. 53,

PCTI US01/ 28462 |&h%
36. 26. 195. 295.
30.4671. 69134.
36. 8626. 323. 65
32.1732.2351. 2
4010. 4405. 222.
Ovary35. 83, 35
Pancr eas35. 86
Pancr eas40, 400
34.0315.7317.9
33.1639. 3429. 2
57.92 RectunB3
40, 40000. 007. 3
4016. 3308. 171.

222.93 Smal | |

MY

d and
N0 0006181970 00 Mol e Br
wng 781950, 98186 CHP 90YP- P8 3&545 193591 glyng24CBLY o) 1-BFD 1y
J212380. 48103. 950CQRP C2%i6el b1 016334 edhas28HOPD  |-682
1@i2231723. 04166|@FPICer 22.5038 6067, |160.67 |lung 23 COPD -6.94
lofg254220. 6695. Viforhad| QPat. (184 8356194 34 . jluﬁgfsél\hﬁGZ 18. 4584. 04
hsthmiatic g ODOR112 PR30 0 [ 7250 664387 Fs0# 38 |asthmatichng  |-184
B T o2 Ve M b R T PR g g T R
2"‘§ '9’5‘& \upg DDO330T 19932 L2616 309436 3184 22 'E&WEFU%W 609/ $2802
| achmetis Jung OPP4928p2932535 167638 | 319544 Jost mficlongs 44283 vel35. 92,
fesdo B33, 33 191 )|R8rdret]| 3309 12678 (R1d178 eqhiBid clIF
dDGEGR10. 404. 81 495.| 3607 |1ag671 | B3.635, | endo VEGF 173
dOBEGFO 719. 46 ¥91. 54 | desThny.63d] 82@3 37 edifd bFGF -1.60
[fedr Cigcheth 00, B [t Y 7E30[S6EEdT | MERFPTRLHTES- 99, 1~
P Ol . . Z. OJ [A°]
(BLyT . 10:?.95?11 58201 ng 819730 ?ﬁﬁ:ﬁi’ 722
) WW 7743550 | heart (1-14) non- | 6.67
D{Rs .85 (.00 Par ot| d G and34. 26 obsuuctive DCM
phebrt GO PEML 2 129426/ 0 | b3 95 pad 265U 0364, BC|Rendt-(DA399) 941
$34. 305. 269. 51 826. 05 |Pros ateBH.?l, 4Jo&M503. 483/0016. §7
d8dnoid AW IERAD . 9912k1421 1 A22M11 | 12G54).| B350.6D 9 adeloibal | vary G and
IGnstiGWHs B0 T oni ek SHel.et p729VIrg w4558 4 todsit
PP Feposrd 0T Oy eU s 6K Toeneal 4125 36 1T coils0. 485 40T Z141. 32
IS ERe e 30.16 |116.69 [116.69 |PBMNC
monocyte 30.15 | 117.05 |234.10 |monocyte
B cells PCO0O665 28455  |23.22 |5673.63{11347.26 | B cells
dendritic cells 28441 25.74 |1385.65|2771.30 |dendritic cells
neutrophils 28440  [27.14 [631.86 1631.86 |neutrophils
eosinophils 28446  128.27 |335.66 |671.32 ]eosinophils
BM unstim 30,08 122,25 122,25 BM unstim
BM stim treated  ]29.57 |162.71 [162.71 |BM stim 1.33
osteo dif treated [29.07 |214.84 |214.84 |osteo dif 291
osteo undif 30.98 {73.85 [73.85 osteo undif
chondrocytes 25.41 |1667.28|4168.20 |chondrocytes
OA Synovium IP12/01 [20462  [24.65 [2554.39|2554.39 [OA Synovium
OA Synovium NP10/01 [29461 2572 11399 |2798.00 |OA Synovium
OA Synoviam NP57/00 |28464 25.24 |1828.2 1365640 |OA Synovium
RA Synovium NPQ3/01 28466 |25.69 }1422.61]2845.22 |RA Synovium
RA Synovium NP71/00 28467  [25.25 ]1818.15{3636.30 |RA Synovium
RA Synovium NP45/00 |28475 [25.22 |1857.13[3714.26 |RA Synovium
OA bone (biobank) 29217 26.19 |1074.7411074.74 | OA bone (biobank}
OA bone Sample 1 J. Emory |26.71 {805.65 {1611.30 {OA bone
OA bone Sample 2 J. Emory |26.96 |700.88 |1401.76 |{OA bone
Cartilage (pool) Normal [26.38 [968.45 [1936.90 lelc-milage
)
Cartilage (pool) CA 28.07 1376.23 |752.46 gf%mmage -2.57
{poo
PBL unifected 28441  |25.09 {1997.75(3995.50 EPI;)L unifected
PBL HIV IIIB 28442 25.36 11710.81|3421.62 |PBL HIVIIB -1.17
MRCS uninfected 26158 25.28 |1788.71|3577.42 |MRCS uninfected
(100%) (100%)
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40, 40000.290.9851.07 14.81 O ontech Spl een40, 35.3108.714.364.9210. 16 vidIR6
St omach40, 35.408. 34. 152, 7318.32 76.01 Testis Cl ont ech40,

37.3102. 821wl n5¢3 7. 87 123.90 Thynus C ont ech30. 9, PCT/US01/28462
31.1104. 4593. 5298. 999. 895. 06 500. 43 Thyroi d31. 62,
31.5769. 8971.9370.912. 7718.05 1279.96 Trachea Cl ontech34.19,
34.0816. 4117. 4DIRCIOBN stdb F15 P21R3 BO.IafN6.Bl g1dass 4()MRGA HAV smhis 5754935} 479. 14
66.50 Uterus30{63. 30.6122. 13123, 57122, 855, 349 36 1180 28 genom.c26 581190. 6
b-actin27. 38758WxBcells 00E+0519{28¥79000 806 1 43881+ (0%892 35 MIBerdlD
1. 00E+0422. 571 (Rédflindcy@OE+0422 | BIH00( Q6.4 . (IBESDIPE9.24 1 8886nkcy@9E+0826. 311000
1. 00E+0230. 18108l ckinUbhEAI023 1. 64100 1.10982-0h®5ssdi 0 1. QOE+01400 1. POE- 00400
1. 00E- 00400 NTEAQC=INTCAO0TOPIES Of [25FPI B57.6eanPl € feg Ct Vean NRNA  §
| O18172CSP nunbe Eﬁ ~+39—+—Fotd—chapus TTmao R 2065 WO 02122802
PCTI Us0O1/ 28462 d%—agﬁg—ed#i—n—e%( cofessd—pag—b-seasqg—i+dentHertotal
Popul ati RNAonit nornal Dg- m-%%%{ lﬁm 1064492129 78colén-nordml
col on t unor BOOEs® 194026, 182023 124846!%9%c 0l on tulmor 190 _col an nor gl
G\98- 17822080301 .4E+68. 68337. 3¢col on jAPHMICX0| on t unor
GNB8-17722060291.00E38%. 49648. 98col on {26iAH1 002 |col on [nor nal
G\88- 561235143(7 FoELGY . 62355. 24col on |2easmioogoljon t unor
G\98- 56023513327 gokafy 7 L1 7. 40Cgion e 51083 GOl on rjor mal
GN\98- 89424691 3( 44 9 fooCofromtuT(oT
G/\98- 8932469032~ ". 3 153 Hrge—rrer-rred
GN\B8- 32074224. §24478 Tl fattia's 1| b ETLY. BEAET-2 T2
Q@8- 22074133. ¢1HEHBE53 72 ung .t unori=T6E Yo dna norlnal
GM\7-17920677261-00E1874. 253748 1501 ung[3A8fwhl | Ung tunpor
GN07-17820676241.68:@11. 7210623. 44| un@défunbr 2. §3 | unﬂpnor mal
GN\98- 1652192224N904042. 288084561 ung|3ast el | yng t unpr
GNB8- 164219212 T+ iRk Nbrmdbrdd 04.[52T ungl tumgr- 3. 39 Tung| nor nal
G\98- 282225842 béadl 20061 dod981./061 ung| norrral | Yyng t unpr
GW\P8- 281225832 Gmolhfle 2@nlibd86rt5.{021 ung| t ungr- 1. 46 brealst nor nal
GWNDO- 3922875032 faflgredrofithagsatriPldriceast nbrnall bregst tunpr
GAOO- 391287463 Gedidin s88313264breast t unor 5. 60
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor -1.08
colon tumor 1.69
colon tumor 1.00
colon tumor 1.31
lung tumor -1.76
lung tumor 1.29
| lung umor -1.28
lung tumor 1.18
breast tumor 2.49
breast rumor 2.23
breast tumor 245
breast tumor -1.02
brain stage 5 ALZ -2.38
brain stage 5 ALZ -1.04
brain stage 5 ALZ -1.21
brain stage 5 ALZ -1.01
lung 24 -8.67
lung 28 -6.82
' lung 23 -6.94
asthmatic fung -1.84
asthmatic lung 1.66
asthmatic lung 1.96
asthmatic lung 2.83
endo VEGF -1.73
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breast normal GAOO 4132879834. 5815. 3115. 31breast nor mal
GW0O- 4122879730. 05213. 4426. 80br east t unor 27. 88 breast normal GA0O- - 4 MAR 1005
27592- 9534. 4ol BhgH. 85br east normal 235: 238 breast tunor G‘/meSOUES:tﬁz
27588-9133. 5228. 3128. 31breast tunorl.68 231: 234 breast nornal
GM8-6212365628. 22618. 191236. 38breast nornmal breast tunor

GN\D8- 6202365537 .¢03FGB4135. 88br east t unor-i.86 10 brai n_nor nl

BB99- 5422550729.hetG6Y. 88735. 76br ai n_nor ned.22br ai n_nor nal
BB99- 4062550928 hesseB 391364. 78brai n_nor|ned? brai n_nor nal
BB99- 9042554629 8997758, 14brain norneA4lbrain stage 5
2550230. 06211. §BMHIIGEohr gi n st age 5 Al 7-21B5 874 prain . sta
2550326. 971280. ww:dah 26hrain Q_'r_ama 5 _ALIZPIEQ 887 brain st

br east tunor

| 7 BB9O-
e 5 ALZ BB99-
ge 5 ALZ BB99-

2550429. 85239. ”-D 2@eelai n_stage 5 ALZ-[1288 862 brain stage 5 ALZ BB99-
2554228. 13652. 58 BR08Y E;Laj_n_sx_age 5 ALZrld%7 027 o
| ungnor nal 26. 971 il 160. 75/ ung 26 N

| ung 27nor nmal 3421. 3921. 39| ung 27 Nm | ung 24COPD32. 1164. 1164. 111 ung 24
COPD- 1. 3. 87 | ung 28COPD33. 0138. 1838. 18l ung 28 COPD- 23. 29 | ung

23COP] ) 32. 844263,,5%1@ wierB8LGRPD- 21. 10 | ung 25nor mal 31. 6384. 7884. 78| ung 25
N asthmati c ééﬁ%g%ﬁ%Q 4310. 75310. 75ast hmati c | ung-2.86 asthmatic
| ung CI)0343329 5.58asthmatic lung2.80 140 - 4 MAR 200 WO
02/ 22802 PETI USOl/ 28462 asthmatic |ung

0D033972932225. 972289. 744579. 48ast hmati c | ung5. 15 asthmatic | ung

0D049282932526. 8443k 2316417308t hmat i ¢ | ung3. 10 endo

cel |l scontrol 4001@0&&%0611@\1\;%&&&1&;:&&@% e 00021 @ QRA3deh 1MeEA5 e WheI0 81@in, kidney,
bFGF401. 011. Olemgtidhdddud) Iniead & expradil RGN BORIRNBS rehidmifPthbfedalbear t heart
(T-1 ) isdBem Cﬁﬁd&?@ésﬁﬂﬁ?ﬂ@ﬂe&ﬂm@%ﬂ&@feﬁsm@]’s—s&)\ in 1an 6f thewheiumohiesy shmfles- 14)
non- 2942234. 8548 1@ #denaficlloapsanpi¢sTDivigregniation in 20f30unglosror sagipley and Dishgubsdmiuct i ve
DCM heart ( T- 33Dy bpa/mowolmplesriaRals S0 Hia sanpery of g 3@g jndpreas. DCM adenoi d

GN9- 2692616235DW1°15“15% wo?(}éééfﬁéﬂpgaﬂeméwages ew@a@z%m ImeBissi| T cells
PC00314284%336.° “b“'OOrmnocyt e
B cel | s POC0665 Eﬁ% §§F1¥;§ %ﬁﬂ%;; sggiﬁgﬂ, Q;ﬁﬁﬁ%ﬁgﬁl ic
cells neutr Ophl nQ d B cclls in particular) implicates this gene
eosi nophi | 28444, M%ﬁﬂ:ﬂ&@ i8s. Bie bilRibd IH BEVEREMAWNSES dalts suggests
that this gene may be a host factor in HSV.
Sample Ct (sample |Mean |[Mean |Average |13S 50 copies
sbg1018172CSP 1and 2) GOI GOI GOI rRNA |ng/18S |of
copies |copies Copies [(ng) |[rRNA |JmRNA
(sample | (sample (ng) |detecte
1) 2) d/50 ng
total
RNA
Subcutaneous 35.54, 34.87|7.65 11.21 243 3.06 16.34 1154.08
Adipocytes Zenbio
Subcutaneous Adipose |40, 40 04 0 0.20 0.96 52.36 1047
Zenbio
Adrenal Giand Clontech | 40, 40 0 0 0.00 0.61 £81.97 |0.00
‘Whele Brain Clontech  |25,71, 25.78 | 1950.98 {1867.58 | 1909.28 |7.24 6.91 13185.6
Petal Brain Clontech 40, 40 0 0 0.00 048 103.95 |0.00
Cerebellum Clontech 36.32, 35,16 ]4.95 9.48 7.22 2.17 23.04 |166.24
Cervix 36.76, 36.16|3.85 542 4.64 242 120.66 {95.76
Colon 36.52, 36.41 {441 47 4.56 271 1845 |84.04
Endometrium 36.4,35.92 14.73 6.19 5.46 0.73 68.21 [372.44
Esophagus 40, 40 0 0 0.00 137 [36.50 [0.00
Heart Clontech 40, 40 0 0 0.00 1.32 37.88 |0.00
Hypothalamus 40, 40 0 0 0.00 032 1155.28 |0.00
Deum 40, 40 1] 0 0.00 258 18.338 (0.00
Jejunum 36.53,33.22]4.38 28.28 11633 6.60 |[7.58 12371




BM sti ntreat ed4000. 00BM stinD. 00 osteo diftreated4000. 00osteo dif0.00
undi f 4000. 00ost eo undi f chondrocyt es33. 2333. 4983. 73chondrocytes OA Sy
1P12/ 0129462333082806812. 680A Synovi um QA Synovi um

NPl O 012946128. 55510. 631021. 26CA Synovi um OA Synow um

Aé‘@i"‘ﬁﬁ%

PCT/US01/28462

NP57/ 00284643421.4142 820A Sy ovi um RA._SynQvii P03101284664000-00RA
Synovi um RA Sy réiP 1/ 00PRAE 7345 PR 7196 13 Go RO n ot lim A%y Kt
NP45/ 002847536.|38%. 3410. 68RA ByAdBHamSdA bgaed (b5§l§ank bHp 1785335881808 520A
bone iobank OAFgpalé&eSionsice 1[3B1.5EP04§I3EA271BBR5!1B2CA he (F8lbofd5.Banpl e
2J. Enory34. 921Zu425. 080A ho(1a.36.3686 [263E (|p6D ) Nashal 38580 20.468151.96Nin
Cartilage aal) Maamky/Gkde (POPLREAITIBEYOA AN T [h128€ | Bo09%3 §5°0Pled.58FL
uni f ect ed284413Q10fddnl2. 65285. BOPBL un| fectdd PBLIH V
VB2844232. 4752. (M3 kkiutbo PBL HI \SalpB-48. 7/40 bouni nfExt ed | 294 5324000] A0S
uni nf ect ed (1W3§§7’ﬁtraﬂ_m FAFL 7835 862113 884713, 666 Mgt ISV
423.76 strain F &“ cet T S29 PO 6304 300467 CEI7.00, . (434 |1152_|81.80
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Clontech

Skeletal Muscle 34.2, 40 1633 {0 .17 126 ]39.68 |324.01

Clontech

Skin 35.02,40 |10.31 [0.48 1540 121 [41.32 [222.93 |

Small Intestine 40, 40 0 0 0.29 098 |51.07 [14.81

Clontech

Spleen 40,3531 {0 8.71 436 492 [10.16 [44.26

Stomach 40, 35.4 0 8.3 a.15 273 [18.32 |76.01

Testis Clontech 40,3731 |0 2.82 141 057 [87.87 |123.90

Thymus Clontech 30.9,31.1 [104.45 [93.52 [98.99 |[9.89 [5.06 {500.43

Thyroid 31.62,31.57(69.89 (7193 [70.91 277  [18.05 {1279.96

Trachea Clontech 34.19, 34.08 1641 |17.49 [1695 [9.71 |5.15 [87.28

Urinary Bladder 40, 34.4 0 1455 |7.28 547 19.14 |66.50

Uterus 30.63,30.6 [122.13 [123.57 [122.85 |534 [936 |1150.28

genomic 26.58 1190.6

b-actin 27.38 758.43

1.00E-+05 19.07 100000

1.00E+05 19.35 100000

1.00E+04 22.57 10000

1.00E+04 22.59 10000

1.00E+03 26.24 1000

1.00E+03 26.31 1000

1.00E+02 30.18 100

1.00E+02 31.64 100

1.00E+C1 35.9 10

1.00E+01 40 0

1.00E-00 40 0

1.00E-00 40 0

NTC 40 0

NTC 40 0

Sample Reg Ct |Mean |copiesof |Sample Fold

| sbg1018172CSP nnmber GOl mRNA Change |
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colon tunor-3.03 colon tunor-2.53 lun tunor-166.74 |ung tunor?2. 83 Iunq MAR 2005
tunor-3.59 lung tunor-1.96 breast tunor5.60 breast tunor27.88 bre
tunor 1. 68 bWéH(22803npr - 9. 10 brain stage 5 ALZ-2.25 brain staUéTfBSUAIZE-E%Q
brain stage 5 ALZ-1.99 brain s5 ALZI. 37 lung 24-13.87 lung 28-23.29 |ung
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| ung3. 10 endo VEGFO.00 endo bf%%fﬁgé hear°PP“F 1/dsteqed/ o a ¢ T 14- 2990 hear t
T-33996. 71 BM $tinD. 00 osteo ¢Ift! Cartil agel>f BBot )|45. 96 142 4 22005 WO
02/ 22802 PBLMV|I11B MRCS HSV dtrain [F -2| 74 424 | USOL/ 2846?;:’ e Nane
sbgl004570ERG E—-Mbderate—t-o—tdw-overall—pxpresid epe—-d—exp+essed
fa?rl y ubi qui tmﬁ‘?Lgpng"ﬁl G}V?S'W:Zr’mﬁ‘l 3 7 g5'48 estl | p\rz’pl s of
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in the colon, hoRa%érmadtWos-361Tgesnor 118b.5d impE2 P8ES.34 aS i dorma® [T)€
Al zhei ner' s br &1, RAIEPEWIs-B60 (23553 | G207 67D CHITA0 Ol duhdrc  (Si03S, |and
eos1 nophi |s. — URloRy Horl US04 1201 (3070 Rlis STTE0] PETTICHS, siggests e gl e for
this gene in breast —egtHHaE-eR—+A—2 4— e+er—s—Haragh
sanmpl es i npli o £Eolop Tmer GWOER03 1746 AN DU lon in
3 of 3 COPD sanpitesmahGWaS-3r 420783 bt B2 | 4IRRY S83ntdeslungpldst s 1a pot dnt i al
role for this gleredune G¥ABi c [3H4t r UBBSV 686 nPadiy dilwenaer and-i6&Thra.
Upr egul at ed i n|lugenogtal GWORI T | RASAT 6.8 0B HELRD| 3848. 500 pjiherg ndvipan an 50 {of
Sanple O ( sampheg duhdr G- 148 €1 286 19245058 81572TRbR3sik J1B@dm60OERG | 643 an
2) copi es copi e$ukFdormal GW98-165 |21922  |24.99 |4042.28 |8084.56 |lung normal

lung tumor GW98-164 121921 27.15 [1127.26 |2254.52 |lung tumor -3.59

lung normal GW98-282 [22584  [25.51 {2990.53 [5981.06 |lung normal

lung umor GW98-281 (22583  |26.67 {1522.51 {3045.02 |lung tumor -196

breast normal GW(0-392 | 28750 3225 159.17 59.17 breast normal

breast tumor GW00-391 |28746  |30.48 [165.82 [331.64  |breast tumor 5.60

breast normal GW00-413 | 28798 34.58 |15.31 15.31 breast normal

breast tumor GW00-412 |28797 30.05 |1213.4 426.80 breast tumor 27.88

breast normal GW00- 27592-95134.41 |16.85 16.85 breast normal

235:238

breast tumor GWO00- 27588-91|33.52 128.31 28.31 breast tumor 1.68

231:234

breast normal GW98-621[23656  [28.22 [618.19 |1236.38 |breast normal

breast tumor GW98-620 {23655 32.02 167.94 135.88 breast tumor -9.10

brain normal BB99-542 {25507 [29.11 |367.88 {73576 |brain normal

brain normal BB99-406 {25509 28,05 |682.39 |1364.78 |brain normal

brain normal BB99-904 |25546  |29.06 [379.07 |758.14 |brain normal

brain stage 5 ALZ BB99- 25502  [30.06 [211.81 |423.62  |brain stage 5 ALZ[-2.25

874

brain stage 5 ALZ BB99- 25503  |26.97 [1280.13 256026 |brain stage 5 AL.72.69

387

brain stage 5 ALZ BB99- {25504  {20.85 [239.03 |478.06  |brain stage 5 ALZ-1.99

862

brain stage 5 ALZ BB99-[25542  [28.13 [652.56 |1305.12 |brain stage 5 ALZ|1.37

927

CT lung normal {2697 |1280.81 {2561.62 |{CTlung Nml

lung 26 normal 13221 |60.75 lung 26 Nml

lung 27 normal |34 |21.39 2139 lung 27 Nml

lung 24 COPD [32.11 [64.11 |64.11 lung 24 COPD  |-13.87

lung 28 COPD |[33.01 |33.18 {38.18 lung 28 COPD  |-23.29

hung 23 COPD  [32.34 |42.15 42.15 lung 23 COPD  |-21.10

lung 25 normal  |31.63 |84.78 B4.78 lung 25 Nml

asthmatic lung ODO3112{29321  [29.4 [310.75 {31075  |asthmatic lung |-2.86

asthmatic lung 0DO3433{29323  |27.02 {1242.79 {2485.58 |asthmatic lung  [2.80
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36. 011. 440. 81, [howt Genjesk 021 73|ngmaf | SIHRE AP 2586 sHeary29 340 Er19 3825 97
Jej ununB5. 14, pdardd] Yischerng 1. 53%1.760'@45?6127@15 kﬁ%iwey3 hegy( T-1) -2.17
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33. 085. 385. 95. BRMNIBO. 1251. 46| Pl acent® dlont ecl998. 02 |PBMNC
35. 390. 791. 221 [fchbey69519. 55 {43 WO4®R/ 22802 -{040 MAR|888&te PCTI USO / 28462
Prost at €35. 98, | B&IDFCD08e515 1 1. 11335500140 6 7[00. 33 |8@0T UGB celid ,
37.130. 490. 370 dnthnS oy 0oL 7. zmal WYET Y[od andggh ONT &4anatidic cells

LS X

A
4
2

+1--5922. 98
3. .24

34.224.412. 713 @ lﬁ&ﬁ 84245 | Esﬂ:;’ g'l_.gb(,i EoGh 0T B eophiRs
34.521.112. 211 3 39—6865—8+F HISo— 0P 36100982 1t41—3232. 23
Smal | Intesti ne"ﬁ’;‘m‘?n S ech35.02 1844;6. CUPSAETEREG P OO T jtﬁ‘;fr’,S. 64,

35 271. 031. 331 | BMASHS | 1611__?0 Stondlng 08, 0,3 1 @I’“ﬂl Qeg‘ 4 183224, 82
Testis O onteclBMsim 38 11, 1%¢redo 8y K757 P98 ag |Myime o nﬂ-@phv, 15,
31.7211. 1614. 9560 &i79. 895. 066 6L THY? oi |35, 610.00 osteo dif 0.00
35.091. 051. 491 {B#EGunak18. 0522. 92 Tr adh@a [ ont ef®85. 04osteo undif
34. 751. 551. 891 |chaidiroéis 158. 86 | Ur | nar{y3.B kdder 3@3¥1, [chondrocytes
36. 240. 740. 680 [GA Syovidm TIG/OFY [19a67 U3 359 5PI2.685- [1d.58 U0 1DAGH=vaAD. §69. 64
genom c24. 292418, 8 OnaNp16/e10 | 204600 -| 9835 HT6:83 0621038 L YBHE hovium
1. 00E+0519. 53168080 h s HoP Tashes O08F TR OEOR2 12 68 18 GVnovium
RA Synovium NPO3/01 28466 |40 |0 0.00 RA Synovium
RA Synovium NP71/00 |28467 {36.2 |5.96 1192 |RA Synovium

RA Synovium NP45/00 |28475 36.38 |5.34 10.68 RA Synovium

OA bone (biobank) 29217 35.58 |8.52 8.52 OA bone
(biobank)

OA bone Sampie 1 1. Emory |33.54 {27.91 55.82 QA bone

QA bone Sample 2 J.Emory [34.92 }12.54 [25.08 OA bone

Cartilage (pool) Normal |33.88 |22.98 45.96 Nm]l(}iartilagc
{poo

Cartilage (pool) QA 40 0 (.00 OA tll;anilage -45.96
(

PBL unifected 28441 30.74 [142.65 |285.30 Ppl;I.i unifected

PBL HIV IIIB 28442 32.47 |52.13 104,26 PEL HIV IIB -2.74

MRCS5 uninfected 29158 40 0 0.00 MRC5 uninfected

(100%) {100%)

MRCS5 HSV strain F 290178 30.06 1211.88 |423.76 MRCS5 HSV 423,76
strain F

W12 cells 20179 39.65 |0.8 1.60 W12 cells

Keratinocytes 29180 33.76 {24.58 49.16 Keraunocytes

B-actin control 27.17 [1140.82

genomic 26.81 {1405.46
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1. 00E+0324. 131000 1. 00E+0324.181000 1. 00E+0229. 13100 1.00E+0230. 16100 4 MAR 7005
1. 00E+0131. 710 1. 00F+0133. 1610 1. 00E- 0036.931 1.00& 0034. 751 _NIC36- 1

NTC35. 85- | 8821 d Reg of Change Sanpl e nunber nean TRNAPE [ TS01/28462
sbgl1004570ERGA C(GSK Ct GO det ecte Sanpl eDi sease identifier copiesdl50 ng

Popul at i }togbﬁwmwmrmmm. 5qcorormnor nal
col on tunor 95 6024+940312823—4134 9%?%:?@3 tret—4-65—cotomTormat
GM\P8-178220803 3= F33-—+4cgl-on—ne "'“s EOH-ORHHYBF
GN®8- 1772206031% 845 7ocallan tundets 2890 L o il
GW98- 5612351430183 567, 00coljon nor [t ¢i9%%h {unor n]&
G\98- 56023513311.00E243 7349. 46¢dl on t uldd- 11088 col on noy nal
GM\08-89424691301.00483 296. 40colion nor [RAB3 ¢@OdN { unor
GN\B8- 89324690291 86xbX 10. O0COIl on t unof3i.ad4igoung | nor mal
GNB8- 32074230. T9Gelg00 38Ty moT ey 32 pEMighoT UTTHT
GM8-22074132. § I g6 30tungtumor=Fs i riF4 = 4 MARROO5WO02/122802 ung
normal GA97- 17920 346611914 1‘11 —2-8——tHire—Ret-Fp—-areg—ttuer—Ena7- 178
120676 131. 05 1 >R0E 15378 1 lung-tUipr h.znﬁgr horral—1A88- 165121922 1ng
tunor GA8- 164 | 8-282 ng{funor |QAB8: 2B1 breast dor nal
GADO- 392 br east| L0 GADO 391} 21921|49258%4 22583 28750 28746 13.161 8. 73 8.73
34.38 68.76 brdd¥C nornal GNOG-413 298 (87.11{0.5 0.H50 breast {tunor
GNOO- 412 28797 [SlagR6Norfad his3. 44 brepst normal |GAOO- P7592-95 38.8 0. 7 0. 17
235: 238 been omitted due to
multiple amplification
failures from that sample
Gene Name sbg1018172CSP
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor 1.90
colon tumor 1.92
colon tumor -3.03
colon tumeor -2.53
lung tumor -166.74
lung tumor 2.83
lung turmor -3.59
lung tumeor -1.96
breast tumor 5.60
breast tumor 27.88
breast tumor 1.68
breast tumor -0.10
brain stage 5 ALZ -2.25
brain stage 5 ALZ 2.69
brain stage 5 ALZ -1.99
brain stage 5 ALZ 1.37
| lung 24 -13.87
lung 28 -23.29
lung 23 -21.10
asthmatic lung -2.86
asthmatic lung 2.80
asthmatic Jung 5.15
asthmatic lung 3.10
endo VEGF 0.00
endo bFGF 1.01
heart T-1 -2.17
heart T-14 -2.90
heart T-3399 6.71
BM stim 0.00
osteo dif 0.00
Cartilage (pool) -45.06
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breast tunor GAMDO 27588-91 37.36 0.43 0.43 231: 234 breast nornal G&/\Qemﬁ%{];j
23656 31.67 17.86 35.72 Dbreast tunor 0OW8-620 23655 32.59 9.8 19.60 brain

nor mal BB99wWodir/235007 33.66 4.83 9.66 brain nornal
6.37 12.74 brain nornal

ALZ BB99- 887
| ung lung 26 |
asthmatic | ung

asthmatic lung -12.3 asthmatic | ung 0OD0492% contr ol 36 24 0.89 0.89 endo
cells endo cel@ene BadosbyBOBIRRAC 09 0. 09 endo VEGF -9.89 G endo bFGF 37.19
0.47 0.47 endoMﬁtetolox@@verahe@remc@l'mﬂm@hsmmfmﬂﬁulﬁﬂut@sm&@nwﬂheart heart
( T-1) ischcni cankgesipaly2ql wig highesGegls gfexpression segn thpjwhale hrain, hypgthileiie  heart
(T-14) nor® 29g2preayargheag oﬁmnqeasﬁﬁeﬁwo H"P‘ESF n prgsests thatibjs Sfabglfyr &VP\V%’ DCM
obstructive DCM*H@’&P%“ 4‘913@99321“’
o bl
i

ey seig&; é@ ??9) 2.51
DCM adenoi d - Hc’i £2582
%\é{% :g%h%ﬂ §2 26 27.22

33.05 1723 114! 32

BB99- 406PCAAFDD 2862 24

BB99-904 brain stage 5 ALZ BB99- 874 brain stage 5

brain stage 5 ALZ BB99- 862 bhrain stage 5 Z BB99- 927 Cr

EWIIH}n_g 24 Iung 28 1 lrgr?"'??J_unn 25 act hmati c |ung OD03112
. ,

0.26 0.52

e

33.36 66. 7z 31 attpild andlt $74 AR [ sahplBQ t UNDY
ung nor i | e e P s%@&a@cmmswme ibbory Q@ rber AT B! &1 1
normal 1.48 Upregulated in the stimulated bone marrow sample.
Sample Ct (sample |Mean |Mean |Average/188 |50 copies
shgl0045TOERGIC 1and 2) GOl GOI [GOI rRNA |ng/18S |of
copies |copies |[Copies [(ng) |rRNA |mRNA
{sample |(sample (ng) detecte
1) 2) d/50 ng
total
RNA
Subcutaneous 40, 40 0 0 0.00 3.06 1634 |0.00
Adipocytes Zenbio
Subcutaneous Adipose  |39.46,35.2210.08 1.37 0.73 096 15236 |37.96
Zenbio
Adrenal Gland Clontech |36.91, 36.210.43 0.7 0.57 061 {8197 {4631
Whole Brain Clontech  {26.46,30.31|547.02 (39.49 [293.26 [7.24 [6.91 2025.24
Fetal Brain Clontech 36.04, 36.66 10.78 0.51 0.65 048 10395 |67.05
Cerebellum Clontech 35.46,34.63 | 1.16 2.06 1.61 217 |23.04 [37.10
Cervix 35.63,36.28 | 1.04 0.67 0.86 242 2066 |17.67
Colon 35.38,34.57|1.23 2.13 1.68 271 |1845 |31.00
Endometrium 40,3524 [0.06 1.35 0.71 0.73 |68.21 }48.09
Esophagus 35.02,36.3111.57 0.65 111 137 3650 |40.51
Heart Clontech 37.16, 35.48 |0.36 1.15 0.76 132 |37.88 |28.60
Hypothalamus 35.15,36.01 | 1.44 0.8 1.12 0.32  |155.28 (17391
Deum 35.04,355 |1.55 1.13 1.34 2.58 19.38 (2597
Jejunum 35.14,34.88|1.45 1.73 1.59 6.60 |7.58 12.05
Kidney 35.81,37.16[0.91 0.36 0.64 2.12 12358 |[14.98
Liver 36.19, 3439071 2.42 1.57 1.50 3333 |s52.17
Fetal Liver Clontech - [32.94,33.1 {6.51 5.85 6.18 1040 (481 29.71
Lung 34.54,35.162.18 143 1.81 2.57 19.46 |35.12
Mammary Gland 34.45,34.76 [ 2.33 1.88 211 13.00 j3.85 8.10
Clontech
Myometrium 34,08, 34.61 {2.98 2.09 2.54 2.34 (2137 15417
Omentum 35.22,36.181.37 on 1.04 3.94 12.69 |13.20
Ovary 34,52,34.831221 1.78 2.00 434 1152 ]22.98
Pancreas 34.45,33.99|2.32 3.18 275 0.81 61.80 |169.96
Head of Pancreas 33.24,33.6315.32 4.06 4.69 1.57 {31.85 |149.36
Parotid Gland 33.22,33.08 [5.38 5.9 5.64 548 |9.12 51.46
Placenta Clontech 36.02, 35.390.79 122 1.0 526 |9.51 9.55
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Synovi um NP101[fiweusdontesh 116 68-13.:3193 004 16y nd6P8 m) 7Sy 1938 111 iP5 7688l 64
33. 814. 39 8. 78[MySignovi um RA BPr6b:\350% INP03/ 0#284662733. 124F. 961803, Q2R
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1. 700A bone (b BBR{IK] OA Done ﬁ@ﬁj:ysgg Tlos ENQT Y 3F1.6572. [3238. 1939A NoBe COA bone
Sanpl e 2J. Eno 6280871 TAGH bomE et T age (pout y Normat—35 1224171
3.42Nm Cartil té:c&fc\ Poet}—Car g'(g?\ge (%g}%%?’” 344558715 74OA—Catit++age 1. 68
(pool ) PBL uni fected28441. 325 19 Pa22PpBl unilf ecteg—PRL-HN-+H-B28442
31. 7716. 79 33. BaBEF9 v 111 R1 |29 \ees [T bt ed 120158133 126,87 113 74MRCS
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1. O0OE+0519. 961 ) + 94221000 |

s ’lé—

1.00E+03 24.18 1000 |

1.00E+(02 29.13 100 : |

1.00E+02 30.16 100

1.00E+01 31.7 10

1.00E+01 33.16 10

1.00E-00 36.93 1

1.00E-00 34,75 1

NTC 36 -1

NTC 35.85 -1

Sample Reg Ct Mean |[copies |Sample Fold

sbg1084570ERGIC number GOI of Change
(GSK copies |mRNA in
identifier detecte Disease
) d/50 ng Populati

total on
RNA

colon normal GW98-167 121941 3051 3825 |76.50 |colon normal

colon tumor GW98-166 (21540 31.28 |23.13 4626 |colon tumor -1.65

colon normal GW98-178 | 22080 31.79 |16.57 {33.14 |colon normal

colon tumor GW98-177 |22060 31.3 22.86 14572 |colon tumor 1.38

colon normal GW98-561 ;23514 30.71 {335 67.00 |colon normal

colon tumor GW98-560 |23513 31.18 {2473 {49.46 [colon tumor -1.35

colon normal GW98-894 | 24691 30.16 (482 96.40 |colon normal

colon tamor GW98-893 {24690 2996 |55 110.00 |colon tumor 1.14

lung normal GW98-3 20742 |30.1 |50.19 |100.38 |lung normal

lung tumor GW98-2 20741 3236 |3.15 16.30 }lung umor -6.16
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| . OCE+0228. 42100 1. 00E+0229. 35100 1. 00E+0133. 310 1. 00E+0135. 0910

1. OOE- 0035. %@2?2&2&95 0036. 051 NTC38.24-1 *lung 26 Normal hagcTARB462/ 22802
e

been omtt ue to nultiple anplification | failures fromthat sanple Gene
Nanme sbgl 004570ERG C Fol d Change in Disease Disease tissuesPopulation

Rel ative to Nofiglnomal GWIT1780] 2067765 | 88501 & ¥no[36.288 Jdwk eemtlunor 1. 35_clol on
tunor 1. 14 | ung|iidgiiior GWEG-1TINEROEISNDI 11,058 |26.8%g {3MBr - |ln@@mbung t ybdd - 1.]19
breast tunor 7. B8, REAAPGWOHTES! [462708 | B0 4a330. TeUMpe0A2 53 g e@mal t umgr - 1. 82) brai n

stage 5 ALZ1l. 18-n EAd—9en Br at t 5] 9] ;
ALZ1.32 |ung 2 i GRIoRT6s O TAYAT Y30 J5IBe | pliez> Mg dmer DT izt age S

ast hmatic | ung 1‘1"?5"35"@9'%%‘2 “f.84:: ':1;{331 fﬁ:”:)ﬂ.ﬁ%fb lmg 15 1’3%” bt
VEGF- 9. 89 endo Ipectgmor GNP RL, | 1223831 3 150941591 714722 v i S 3d9'1‘51{51 BM
stinb. 89 ost eo |saptgomrl GWPA-3R Y pgdt-361. |82 peIS-13 v bF°P%§‘1°"R4‘4 VRAS HSV Kt rain
F-1.51 - 4 MAR|2€8%umdPGWOD-FHO] 2824 62 3¢ 4 3\efhe | 6894 1(b1eed B5PCRr eclf® 5
Moderate to | oyeramebmia GWa@4 BRI, |BI.ghgsS nofddd e ssign is| seen | n the
whol e brain in mu Uhhdy Tjemer [BeRYE| $62064 epopaemsioon | njil4Rs

endometrium i T EFEW 5545 38k J0.17 SVGh.17 OF |ceosibarmall ON | n_the| skein
may suggest a pggszglgo role f¢r thig geng in pgorias|s and Lupus. The

patterns of ex[LEsSdd GWoel NE |3383$1937.65 {phe dijesnse|pdaatumot Ndi ClgiS@ t hit
EI :
Dr_sa

this gene is highlzys specific {to thd adenoid and tonkil. Downre nin 2
of 4 lung tunobrEael@bCWaRl621p2esAI dBL.6h |iIn3® 35.720 {brdssteemel t u bl es
suggests an i NVRLNGRRIGWIR-62e1eRES gB25heolsung |#nsd blteastumor Downf-B8ul afi on
in 3 of 3 COPDmaNHiES BRee9ES [555d7 POGERE 1 [@l837 011868 OT | trdm sorrg®@NE TN Cchrohi c
brain normal BB99-406 [25509 33.24 16.37 1274  |brain normal
brain normal BB99-904 | 25546 332 |654 13.08 | brain normal
brain stage 5 ALZ BB99- | 25502 331 6.97 13.94  |[brainstage 5 ALZ [1.18

874

brain stage 5 ALZ BB99- | 25503 30.93 [29.17 [58.34 |brainstage 5 ALZ [4.93

887

brain stage 5 ALZ BB99- | 25504 31.44 (2073 |41.46 |brainstage 5 ALZ |3.51

862

brain stage 5 ALZ BB99- {25542 3293 |7.83 15.66  {brain stage 5 ALZ |1.32

927

CT lung normal |32.62 [9.6 1920 | CT lung Nml

lung 26 normal lung 26 Nml

lung 27 normal |40 0 0.00 lung 27 Nml

lung 24 COPD  |39.15 |0.13 0.13 lung 24 COPD -49.46

lung 28 COPD 40 0.08 0.08 lung 28 COPD -80.38

lung 23 COPD |38.59 {0.19 0.19 lung 23 COPD -33.84

lung 25 normal |40 0.09 0.09 lung 25 Nml

asthmatic lung ODO3112]29321 40 0 0.00 asthmatic lung -6.43

asthmatic lung OD03433 29323 3847 |02 0.40 asthmatic lung -16.08

asthmatic lung OD03397 29322 38.01 |0.28 0.56 asthmatic lung -11.48

asthmatic lung OD04928 { 29325 38.13 [0.26 052 asthmatic lung -12.37

endo cells control {36.24 |0.89 0.89 endo cells

endo VEGF 39.83 0.09 0.09 endo VEGF -9.89

endo bFGF 37.19 {047 047 endo bFGF -1.89

heart Clontech pormal |35.52 |1.43 2.86 heart

heart { T-1 ) ischemic 29417 33,79 |4.43 8.86 heart ( T-1 ) 3.10
ischemic

heart (T-14) non- 20422 34,81 |2.27 4.54 heart (T-14) non- |1.59

obstructive DCM obstructive DCM

heart (T-3399) DCM 20426 34.11 |3.59 7.18 I‘Il)eéa&(T -3399) 2.51

adenocid GW99-269 26162 3497 2.05 4.10 adencid

tonsii GW98-230 22582 33.05 {7.23 14.46  |tonsil
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obstructive pul nonary disorder. Upregulated in the stinulated bone nagrg 20{15
sanple. Dowre uI ated in the differentiated osteobl ast. Upr

| TV-i nf ect ed" PBFZ88% | s suggests that this gene may be a hos?g#é@bﬁﬁu HIV
15 Sanmple & (sanple Mean Mean Average |SS 50 cop| es of 147 - 4 MAR 2005 WO

02/ 22802 PCTI UW St P ogh am ;4@ ?CCH‘SDUY GO TTRNA IO/ 18S
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tes Zenbi o SubciPREMEs Adiposk 40 4300 086 sH7B dmAnoere 55> 35130 10
Zenbi o Adrenal |BicalisdCO689, 39|23¢pS0. §3#-13. 51323, oiP040 61Bgallso7 45 49 d ontech
Wiol e Brai n O ddendoi 8s. 69, 30|28¢H11083187 1046352395, Hdendritz4els. 91 |735. 57
Fetal Brain C omntwmephiis9. 41, 4004401 (368 (3.66/ 0[348 1(3euBibphBO. 13 (Cer ebgl | um
Cl ontech 39. 33, [eginophdis U /4 1. /5844620 | $.75/ | B55704|2494 U] eostpilt X 36.[12, .58
4.73 3.62 4.18 LBNE@S& 68680 ! T o950 {BRE ISd;lpaornatrl am
Esophagus I—|ear.B o ech—Hyp _ gt mx“.cy m ;\g—m I
Li ver C ont ech [E4Rg-Manmary ) - e¢H-— Mo+ Hium Crrentur Deary-
Pancr eas Head oS8y eas Par ofi#ety 40P D?Q‘n 06Ty {8108 pr ost APRL Reck um
Salivary d and [e¢utifibch Skeletal Mgt e |9 ont KM Silatecshdif | | ntlestine
Cl ontech Spl een[cBmdientds Testi p Cl ont]lcdd | P nup?@ orfckwadrochtesr oi d Tr achea
Cl ont ech 137. 99 (BYSya®hiln B12/011. Ph46R1- T88.619 |19 5. [935. /OA Syd@iutb. 73 37. 22|,
38.18 40,40 2. 53A Synovium NP10/01 |29461 |33.11 [6.96 |13.92 [OA Synovium
OA Synovium NP57/00 | 28464 33.81 {4.39 8.78 OA Synovium
RA Synovium NP03/01 | 28466 33.11 |6.96 13.92 |RA Synovium
RA Synoviom NP71/00 |28467 32.03 (1414 (28.28 |RA Synovium
RA Synovinm NP45/00 |28475 32.47 1055 ]21.10 |RA Synovium
OA bone (biobank) 29217  [3525 [17 1.70 OA bone (biobank)
CA bone Sample 1 J. Emory |34.54 {272 5.44 OA bone
OA bone Sample 2 J.Emory {36.28 [0.87 1.74 OA bone
Cartilage (pool) Normal }35.24 |1.71 342 Nmi Cartilage
(pool)
Cartilage (pool) 0A 3445 [2.87 574 3§° Cartilage 1.68
{pool)
PBL unifected 28441 3253 [10.19 12038 | PBL unifected
PBL HIV IIIB 28442 31.77 1679 133.58 PBL HIV IIIB 1.65
MRCS5 uninfected 29158 33.12 |6.87 13.74 | MRCS uninfected
(100%) (100%)
MRC5 HSV strain F 26178 3376 1454 9.08 MRCS5 HSV strain |-1.51
F
W12 cells 29179 33.1 6.96 13.92  |Wi2cells
Keratinocytes 29180 32.67 (9.29 18.58 | Keratinocytes
B-actin conirol 26.03 [726.53
genomic 24.63 |[1825.58
1.00B+05 15.96 | 100000
1.00E+05 19.27 | 100000
1.00E+04 21.83 |10000
1.00E+04 21.45 |10000
1.00E+03 23.86 | 1000
1.00E+03 23.84 {1000
1.00E+02 28.42 |100
1.00E-+(2 26.35 (100
1.00E+01 333 10
1.00E+01 35.09 |10
1.00E-00 35.16 |1
1.00E-00 36.05
NTC 3824 |-1
*lung 26 Normal has

146



33 223. 33

1.31 14.61 12.71 118.45 184.96 0 3.37 0.73 168.21 1229.54 1.45 0 1.98
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1.57 31.85 0.00 36.8, 3545326985095489124644 35.63, 35.11
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106 148 -

6.27 8.47 7.37 3&6% ﬁ"%l 7006374, ;Fol?cﬁ 4
35. 45, 35.25 6. 38 1.23 40.65 299, 80ion z@m@g
6.84 17.61 40] 39.34 0 0.74 0.37 1.26 3% hayid. 68  38. 84,
6.31 1.21 41. 32-260-54—40+-400-0-63032-0-98 51. 0+—36—069
9.6 11.30 4. 92 | SEOMBNN1 4 o4 99 23 3oea-Hdg 6 67 3 635
38.91.40 0.94 \"\1?“1/“‘.1"‘;955743% 87—41~536- %Iéé 329652164
5.06 205.6 3557t bR 34066603733 2. 77 18:05 9
2005 WO 02/ 22842 PEATISOTt28462—trmary 5 gider 3969, 39
5.47 9.14 6.81 T : . I-14810. 715 349, 3619
genomni ¢26. 31135 loaCti N27. 2Z812. 88 L. JUEI519. Z4100000 1.
| . OOE+0422. 671( gt._,hopuuuzuz. 6710000 I.[00t0326. 311000

breast tamor 7.88

breast tumor 126.88

breast tumor 2.53

breast tumor -1.82

brain stage 5 ALZ 1,18

brain stage 5 ALZ 4.93

brain stage 5 ALZ 3.51

brain stage 5 ALZ 1.32

lung 24 -49.46

]unﬂ -80.38

| lung 23 -33.84

asthmatic lung -6.43

asthmatic lung -16.08

asthmatic lung -11.48

asthmatic lung -12.37

endo VEGF -9.89

endo bEGF -1.89

heart T-1 3.10

heart T-14 1.59

heart T-3399 251

BM stim 5.89

osteo dif 0.61

Cartilage (pool) 1.68

PBL HIV IIB 1.65

MRCS HSV strain F -151

Gene Name sbg10169951GBrecpt

V. U

3.00 16.67 36.67
2.4 2.75 2.58 7.31
34.56 0.98 11.63
34.37, 34.89 13

73 18. 32 66.48

9.2 40.68 9.89

4 MAR

02 0.6 0.89 0.75
6. 46

OCE+0519. 38100000

Moderate to low overall expression. nghest normal expression is seen in the whole brain in lung
with shghtly lower levels of expression in the endometrium, lleum, rectum, and skin, High level
of expression in the skin may suggest a possible role for this gene in psoriasis and Lupus. The
patterns of expression in the samples on the disease plate indicate that this gene is highly spemﬁc
to the adenoid and tonsil. Downregulation in 2 of 4 lung mmor samples and upregulation in 2 of
4 breast tumor samples suggests an involvement in cancers of the lung and breast.
Downregulation in 3 of 3 COPD samples suggests a potential role for this gene in chronic
obstructive pulmonary disorder. Upregulated in the stimulated bone marrow sample.
Downregulated in the differentiated osteoblast. Upregulated in the HIV-infected PBL cells
suggests that this gene may be a host factor in HIV.

]?ample

[Ct (sample {Mean

[Mean [Average [18§

‘50 lcopies oﬂ
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| . COE+0326. 281000 1. OOE+0230. 17100 1. OCE+0231. 02100 1. 00E+0136.1710 . 4

| . OOE+0134. 4610 | . OOE- 00400 1.00E-00401 NTCA4A0-1 NTC40-1 Mean copies Sarrp'la

2003

e

Fol d Reg GaVvoeoiiz8hange Sanpl e nunber copies nRNA i n sbgl OL6$EIFVEBIR%BH6L ( GSK
on RNA col on nor nal

Ctdetecte Disease identifier,d/ 50 ng Popul ati

t ot al

GWD8- 1672194129, 45174, 86 349. 72col on normal col on tunpr
G/98- 1662194033bgl0BI9IGBEeRgdobdd t UBBT - 5693 cdbOh oA |neABBmBNA 20080
31.77 41.07 82. 14 col on nornfal col orjcerigsor| @ity s | Gupies 2 (B3 2| rBYA3| dstested/ hoc ol on
tumor -1.75 cd on normal GW\8- 561235 {sanple 1 Gamplep4 422] 48col®R nEPR&I ¢ol on
t umor GWS8- 5602351331. 2556. 95 113. 9ddbl on |[Zunor {-3. 71} col on nor (&
GV\®8- 8942469130. 6 colon rormal lcol anlt unnr RNA
GV8- 893246903(Buiz8Burcy 108. PR8I on |0Ghor [96150(08ing nHPGm|16-34 |997
GV98- 3207423 1. 2@ipRcyEs Zgnpiga| jing nornal .|y B _ 7. 25
14.50 | ung turnﬁ!bm}anes?sﬁmge 1#6r%8al  G0ET - 178-%67' 3830 07526%4 @Eung
normal | ung tummmuaﬁg%—a r—a1H 20t ne nor nal
G\B8- 165219223 mﬂﬂ;&%daz 92 %Ay 3H& | U3’ t u %64 6137421967 590). 8
181. 60l un n B S PALAAPO—AIG-FB—F—P 77—
Ay S e G R PR LA G L
GWOO- 392287503 |Fesubyaip Slontechs o139 41, 40 ﬂaﬂhm__ﬁéémr 57, 048 110395 |69.13
GWOO- 391287463 (CeablupLIgmc g 30343782 |0y 11198 bdbdkt nelhm| &AMt 28798
34.37 8.07 8.0[Cebieast nor na|3602.8a8% |478mor | 3EGN00 41928789929 | 207662 (8628
253. 46breast t[Town 31. 41 br efst23, e85l GAOD3275926D053542.085] B.85. PBRHbeaqt
normal 149 - 4 E¥iGedilgp VWO UX537907 (235 230 Dr e4sBb7 t urfors CydeRl |229.54

Esophagus 37.22,38.18 2.5 1.45 1.98 1.37 36.50 |72.08

Heart Clontech 40, 40 0 0 0.00 132 [37.88 (0.00

Hypothalamus 40, 40 0 0 0.00 0.32 155.28 [0.00

Heum 34.65,34.11§11.04 15.09 13.07 2.58 19.38 |253.20

Jejunum 34 84, 34.04 |9.91 15.72 12.82 6.60 |7.58 97.08

Kidney 38.2,39.11 §1.43 0.84 1.14 2.12  123.58 (2677

Liver 34,47, 38.5912.26 1.14 6.70 150 [33.33 223.33

Fetal Liver Clontech  133.51, 33.07 |21.26 27.43 24.35 10.40 14.81 117.04

Lung 27.32,37.11 :755.31 2.63 379.00 {2.57 13.46 |7373.44

Mammary Gland 36.31, 364 |4.24 403 [4.14 13.00 |3.85 [15.90

Clontech .

Myometrium 40, 38.7 0.7 1.07 0.89 234 (2137 (1891

Omentum 3544, 36.14 | 6.98 4.68 5.83 3.94 12.69 |73.98

Ovary 38.76, 35.4911.03 6.82 3.93 4.34 11.52 |45.22

Pancreas 40,3856 |048  |1.16 (082  |0.81 |61.80 |50.68

Head of Pancreas 40, 40 0 0 0.00 1.57 [31.85 10.00

Parotid Gland 36.8, 3545 |3.2 698 1500  |548 [9.12 |4644

Placenta Clontech 35.63, 35.11 |6.27 8.47 7.37 5.26. |9.51 70.06

Prostate 374,375 |2.26 2.14 2.20 3.00 16.67 |36.67

Rectum 35.45,35.2516.94 7.81 7.38 1.23  |40.65 |299.80

Salivary Gland 37.3,37.06 |24 2.75 2.58 731 6.84 17.61

Clontech

Skeletal Muscle 40, 39,34 0 0.74 0.37 1.26 |35.68 |14.68

Clontech

Skin 38.84,34.5610.98 11.63 6.31 1.21 41,32 1260.54

Small Intestine 40, 40 ) 0.63 0.32 0.08 [51.07 |16.09

Clontech

Spleen 34.37,34.89 |13 9.6 11.30 [492 |10.16 |114.84

Stomach 3973, 3552|059  |667 |3.63  |273 |18.32 |66.48

Testis Clontech 3891,40 |094 |0 047|057 [87.87 |41.30

Thymus Clontech 31.96,32.96{52.16 292 40.68 0890 |5.06 205.66

Thyroid 3553,40 |666 |0 333|277 |18.05 |60.11

Trachea Clontech 37.99, 37.69 | 1.61 1.91 1.76 971 5.15 9.06
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231: 234 breast nornmal GW8-621 breast tunmor GAB8-620 brain normal BBIYMAR A,
brai n normal BB99-406 brain nornmal BB99-904 brain stage 5 ALZ BB99- 874

brai n st agegp RledsBB99- 887 brain stage 5 ALZ BB99- 862 braipgraisagesssz ALZ
BB99- 927 Cr lung lung 26 lung 27 lung 24 lung 28 lung 23 lung asthmatic

| ung OD03112 asthmatic |ung OD03433 asthmatic | ung ODO3397 ~asthmatic | ung
0D04928 endo ¢ fliinary Bhdeer VEG| BSE,GODEIGE hedord O ghiech [héhr [918T- B8 | sthenic
heart (T-14) n¢BendDSTTUCTT VEABEEARE? ( 1[28929)]16X0M d66h0|IB6GNASE.#69
tonsi| GM8- 280 animicel TS PCODZEEF  PBJBks jronocyt e 2/584- 91 P3656] 23 555 25507
25509 25546 25%82 .n25503 2556 %5542 g5 g or gt Tor TH DPD COPD PD
normal 29321 20359”20322 203¥L Zeonirhi—ROFrRI—24417—2a429—POA26
1.00E+03 19.24 Hooddy | o o BT YA
1.00E+05 19.38 100000
1.00E+04 22.67 10000
1.00E+04 2267 10000
1.00E+03 26.31 1000
1.00E+03 26.28 1000
1.00E+(2 30.17 100
1.00E+02 31.02 100
1.00E+01 36.17 10
1.00E+01 34.46 10
1.00E-00 40 0
1.00E-00 40 1
NTC 40 -1
NTC 40 -1
Sample Reg Ct Mean |[copies |Sample Fold
sbg1016995IGBrecpt |number GOI of Change
(GSK copies |mRNA in
identifier detecte Disease
) d/50 ng Populati
total on
RNA
colon normal GW98-167 | 21941 29.45 [174.86 [349.72 |colon normal
colon tumor GW98-166 [21940 |32.1  |33.44 (66.88 |colon tumor -5.23
colon normal GW98-178 {22080 3177 |41.07 |(82.14 |colon normal
colon tumor GW98-177 [22060 |32.66 |23.5 47.00 |colon tumor -1.75
colon normal GW98-561 [23514  |29.15 [211.24 (42248 |colon normal
colon tumor GW98-560 123513 3125 |56.95 113.90 |colon tumor -3,71
colon normal GW98-894 (24691 30.68 [B81.3 162.60 {colon normal
colon tumor GW98-893 |246%0 31.33 |54.12 }108.24 |colon umor -1.50
lung normal GW98-3 20742  {31.86 (3892 |77.84 |lungnormal
lung tumor GW98-2 20741 34.55 |7.25 1450 {lung tumor -5.37
lung normal GW97-179 [20677 |28.38 [342.07 |684.14 |lung normai
lung tumor GW97-178  [20676 (321 |33.52 |[67.04 |lung tumor -10.20
lung normal GW98-165 {21922 (322 (3146 (6292 |lung norma}
lung tumor GW98-164 21921 305 9083 181.60 |lung mmor 2.89
lung normal GW98-282 [22584 2682 |138.8 |277.60 !lung normal
lung tumor GW98-281  [22583  [32.72 [22.64 |45.28 |lung tumor -6.13
breast normal GW00-392 | 28750 31.5 |48.65 48.65 breast normal
breast tumor GW00-391 [28746 [31.9 |[37.84 |75.68 |breast tumor 1.56
breast normal GW00-413 {28798  {34.37 |8.07 8.07 breast normal
bregst tumor GW00-412 | 28797 2097 [126.73 |253.46 |breasttumor 31.41
breast normal GW00- 27592-95 [35.08 |5.2 520 breast normal
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0927

CT lung normal [33.32 [15.63 31.26 |CT lung Nml

lung 26 normal |[29.8 140.4 lung 26 Nml

lung 27 normal (3871 [0.54 0.54 lung 27 Nml

lung 24 COPD (3931 [037 0.37 fung 24 COPD -29.00

lung 28 COPD 37.09 1148 1.48 lung 28 COPD <1.25

lung 23 COPD 38.02 |D.B3 0.83 lung 23 COPD -12.93

lung25 normal (39.22 039 0.39 lung 25 Nmli

asthmatic lung ODO3112|25321 3196 [0.86 0.86 asthmatic lung -12.48

asthmatic lung OD03433(29323  |31.15 }60.54 |121.08 |asthmatic lung 11,28

asthmatic lung OD03397129322  {33.74 [12.01 |24.02 |asthmatic lung 224

asthmatic lung ODQ4928 | 29325 31.59 ]46.09 |92.18 |asthmatic lung 8.59

endo cells control [36.98 {1.58 1.58 endo cells

endo VEGF 3928 (038 0.38 endo VEGF -4.16

endo bFGF 373 |13 1.30 endo bFGF -1.22

heart Clontech normal {3573 345 6.90 heart

heart { T-1 ) ischemic 29417 347 658 13.16 |heart { T-1) 191

ischemic

heart (T-14) non- 20422 375 1.15 2.30 heart (T-14) non- |-3.00

obstructive DCM obstructive DCM

heart (T-3399) DCM 29426 135.15 |4.96 9.92 I;)ecartM(T-3399) 1.44

adenoid GW09-269 26162 |25.98 |[1528.07 |3056.14 |adenoid

tonsil GW98-280 22582 24.6 3626.43 [7252.86 jtonsil

T cells PCO0314 28453 3449 |75 1500 iTeells

PBMNC 37.58 j1.09 1.08 PBMNC

monccyte 374 1.22 2.44 monocyte

B cells PCO0665 28455 {31.68 |43.59 [87.18 |Bcells

dendritic cells 28441 35.05 |5.28 10.56 |dendritic cells

neutrophils 28440 35.68 |3.57 3.57 neutrophils

eosinophils 28446  [35.07 |5.23 10.46  |eosinophils

BM unstim 38.19 10.75 0.75 BM unstim

BM stim treated |34.27 (8.61 8.61 BM stim 11.48

osteo dif treated |40 0.09 0.09 osteo dif -5.78

osteo undif 40 0.52 0.52 osteo undif
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F2917833. 2716. [FRIZnARNRCS 1oV | SRi Al 136025 122,701 224580 T [pBE bfieadd 437 815. $OWL2
cells PBL HIV 1B 28447 [28.017 |38859 |777.18 |PBLEIVEE  [3.17
MRCS uninfected 29158 34.6 7.01 14.02 |MRCS uninfecied
(100%) (100%)
MRCS HSV strain F 20178  [33.27 [16.13 [3226 {MRCSHSV strain |2.30
F
W12 cells 29179 3443 7.8 15.60 [Wl12celis
Keratinocytes 29180 35.04 1531 10.62  jKeratinocytes
B-actin control 27 808.77
genomic 26.18 |1353.11
1.00E+05 19.37 |100000
1.00E+05 19.59 |{100000
1.00E+04 22.75 | 10000
1.00E+04 22.8 10000
1.00E+03 26.43 1000
1.00E+03 26.17 {1000
1.00E+02 3009 100
1.OOE+02 30.21 (100
1.00E+01 35.27 |10
1.00E+01 3555 |10
1.00E-00 39.31 |1
1.00E-00 3453 |1
NTC 40 -1
*ling 26 Normal has
| been omitted duc to
multipie amplification
failures from that sample
Gene Name 5bg10169951GBrecpt
Disease tissues Fold Change in Disease
Population Relative to
Normal
colon tumor -5.23
colon tumor -1.75
colon tumor -3.71
colon tumor -1.50
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lung 24 -29.00

lung 28 -1.25

lung 23 -12.93

asthmatic lung -12.48

asthmatic lung 11.28

asthmatic lung 2.24

asthmatic lung 8.59

endo VEGF -4.16

endo bFGF -1.22

heart T-1 1.91

heart T-14 -3.00

heart T-3399 1.44

BM stim 11.48

osteo dif -5.78

Cartilage (pool) -3.00

PBL HIV IIIB 3.17

MRCS HSV strain F 2,30

Gene Name sbgl 151bSREC

10

15

Highest overall expression in normal and discase samples. Fairly ubiquitousty expressed but
highest normal expression in adipocytes, adipose, whole brain, fetal brain, and endometrium.
Highest disease expression in one of the colon tumor samples, one of the normal lung samples,
chondrocytes, and the uninfected MRCS, There are no significant changes in brains from patients
with Alzheimer’s disease. Downregulation in 1 of 4 lung tumors suggests possible implication in
lung cancer. Upregulation in 1 of 4 breast tumor samples is sufficient to claim a role in cancer of
the breast. Upregulation in 1 of 4 asthma lungs implies a role in asthma. Downregulation in HSV
implicates involvement in herpes simplex virus as a potential host factor. High expression in
immune cells. High expression in cartilage and bone samples from patients with OA as well as high
expression in chondrocytes possible involvement in osteoarthritis and rheumatoid arthritis.
Additionally, the corroborating expression in immune cells (particularly B and T cells) provides
additional evidence for a role in RA/OA.

Sample Ct{sample Mean |[Mean |Average |18 |50 copies of

sbgl151bSREC - 1 and 2) GOl GOI1 GOl rRNA [ng/18S |mRNA
copies {copies |Copies |{(ng) [rRNA |detected
(sample | (sample (ng) /50 ng
1) 2) total

RNA

Subcutaneous 28.31,28.35 |477.04 |466.02 [47153 [3.06 (1634 [7704.74

Adipocytes Zenbio

Subcutapeous Adipose |30.79,30.22 [122.3 [166.95 |[144.63 [0.96 |52.36 17571.99

Zenbio

Adrenal Gland Clontech ) 33.96, 33.47 §21.39 2197 24.68 0.61 |81.97 202295

Whole Brain Clontech |24.07, 23.98 [4889.28 [|5123.8 [{3006354 [7.24 }6.21 34575.55
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Clontech

Skin 3153,31.2 |81.49 |97.36 |89.43 [1.21 [4L32 [3695.25

Small Intestine 3481,33.82 |13.41 |23.18 (1830 [0.98 [51.07 [934.37

Clontech

Spieen 31.01, 3044 |108.41 |1479 [128.16 492 |10.16 |1302.39

Stomach 3201, 31.1 (626 {10297 (8279 [2.73 {18.32 |[1516.21
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Thymus Clontech 28.84,28.53 [356.64 |421.44 [380.04 [9.80 |5.06 |1966.84

Thyroid 30.12, 30.04 [176.76 |184.5 |[180.63 [2.77 [18.05 |326047

Trachea Clontech 28.4%,28.38 |434.3 |45942 44686 971 |5.15 2301.03

Urinary Bladder 29.63,29.55 |23025 |241.15 [23570 |[5.47 [9.14 [2154.48

Uterus 78.60, 28.37 |387.47 |461.07 |42427 |534 |9.36 |3972.57

genomic 26.24 1487.44

b-actin 2728 839.2

1.00E+05 18.96 100000

1.00E+05 19.34 100000

1.00E+04 72.64 10000 |
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colon normal GW98-167 [21941  [24.55 |5357.25 |10714.50}colon normal
colon tumor GW98-166 121940 22.61 11976594 13953988 | colon tumor 3.69
colon normal GW98-178 122080 26.71 [1252.3 |2504.60 {colon normal
colon tumor GW98-177 22060 26,13 |1854.49 |3708.98 jcolon tumor 1.48
colon normal GW98-561 [23514 26.82 11165.06 |2330.12 |colon normal
colon tumor GW98-560 |[23513 25.75 [2390.26 14780.52 {colon tumor 2.05
colon normal GW98-894 (24691 26.06 |1948.57 |[3897.14 |colon normal
colon tumor GW98-893 [24690 26.59 |1362.55 |2725.10 |colon tumor -1.43
lung normal GW98-3 20742 22.77 | 17753 35506.00 | lung normal
lung tumor GW98-2 20741 26.17 11803.8 |3607.60 |lung tumor -9.84
lung normal GW97-179 20677  [25.24 {3370.88 [6741.76 (lung normal
lung tumor GW97-178  [20676 |24.14 {7057.92 {14115.84]lung tumor 2.09
lung normal GW98-165 [21922 23.87 |8442.49 |16884.98]lung normal
lung tumor GW98-164 (21921  {24.08 |7339.83 | 14679.66lung tumor -1.15
lung normat GW98-282 [22584  [25.51 |2804.42 |5608.84 |lung normal
lung tumor GW98-281  [22583 242 {6787.31 [13574.62|lung tumor 242
breast normal GW00-392 (28750 25.7 2480.5 |2480.50 |breast normal
breast tumor GW00-381 |28746 25.77 |2364.2 472840 |breast tumor 1.51
breast normal GW00-413 {28798  [26.06 |1948.1 |1948.10 |breast normal
breast tamor GW0(0-412 (28797 27.21 |894.11 1788.22 |breast tumor -1.09
breaszt3 téormal GW00- 27592-95(26.64 |1317.83 |1317.83 |breast normal
235:
grclaszt 3t:mor GW00- 27588-91123.91 {8225.11 |8225.11 |breast tumor 6.24
31:
breast normal GW98-621 123656 24,46 15693.73 | 11387.46 breast normal
breast tumor GW98-620 23655 2391 [8218.73 |16437.46|breast tumor 1.44
brain normal BB99-542 [25507  |26.39 ]1553.13 |3106.26 |brain normal
brain normal BB99-406 [25509 26.63 |1325.63 |2651.26 |brain normal
brain normal BB99-904 [25546 27.05 [1001.6 |2003.20 |brain normal
brain stage 5 ALZ BB99- | 25502 26.97 |1052.15 |2104.30 |brain stage 5 ALZ }-1.23
874
gr?;instageSALZBB% 25503  [25.28 13289.99 |6579.98 |brzin stage 5 ALZ |2.54
8
brain stage 5 ALZ BB99- | 25504 26.24 [1725.06 |3450.12 |brain stage 5 ALZ]1.33
862
brain stage 5 ALZ BB99- [25542 | 26.12 | 1864.26 |3728.52 |brain stage 5 ALZ | 1.44
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Upregulation in the HSV-mfcctod MRCS cells suggests that this gene may be a host factor in HSV.
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shgl399854ANK 1and 2) GOI GOl GOl rRNA [ng/18S |of
copies |copies |[Copies |(ng) [rRNA {mRNA
{sample | (sample (ng) |detecte
1) 2) d/50 ng
total
RNA
Subcutaneous 40, 40 0 0 0.00 3.06 (1634 [0.00
Adipocytes Zenbio
Subcutaneous Adipose |40, 40 1.83 1.77 1.80 096 52.36 |%94.24
Zenbio
Adrenal Gland Clontech |40, 40 1.75 0 0.88 0.61 |81.97 |71.72
Whole Brain Clontech |28.57, 28.35 [944.29 |1058.09 {1001.19 |7.24 [691 |6914.30
Fetal Brain Clontech 36.57,34.65 | 1438 |39.28 126.83 0.48 1103.95 |2788.98
Cerebelium Clontech  |37.21, 36.71 [10.3 13.37 11.84 2.17 123.04 |272.70
Cervix 36.3,40 1652 |0 8.26 242 (2066 |170.66
Colon 36.17,35.71 [17.73 225 20.12 271 |1845 1371.13
Endometrium 40, 36.1 0 1841 |9.21 073 |68.21 [627.90
Esophagus 40, 40 0 1.58 0.79 1.37 [36.50 [28.83
Heart Clontech 40, 40 0 Q 0.00 132 |37.88 |0.00
Hypothalamus 40, 40 0 0 0.00 0.32 [155.28 10.00
Ileum 40, 40 0 0 0.00 2.58 119.38 [0.00
Jejunum 34.07,34.37 |53.18 4533 [49.26 660 [758 |373.14
Kidney 37.55,40 8.58 0 429 2.12 [23.58 |101.18
Liver 36.53,35.62 (14.69 |23.59 |i9.14 1.5¢ |33.33 |638.00
Fetal Liver Clontech 34.56,34.61 [41.04 140.04 140.54 10.40 [4.81 194.90
Lung 40, 40 0 0 0.00 2.57 |19.46 |0.00
Mammary Gland 39.07, 39.45 |3.89 3.18 3.54 13.00 {3.85 {13.60
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Myometrium 39.5,35.37 |31 2693 |15.02 234 [21.37 |[320.33
Omentum 40, 36.18 0 17.61 |8.81 394 [12.69 |111.74
Ovary 15.87,34.34 120.75  |46.22 |33.49 434 11152 |385.77
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158



2.34 21.37 320.83 Orenturn40, 36.18017.618.813.9412.69111. 74

Ovary35. 87, 34. 3420. 7546. 2233. 494. 3411. 52385. 77 157 --

4 MAR 2005 V\D 02/

1540,

PCT/ US01/ 284§ 32/Pads" eas40, 40000. 000. 8161. 800. 00 Head of Panereaseésis:

39. 7902. 661. 331.5731. 8542. 36 Parotid d and35. 2,
38.629.464.9717. 225. 489. 12157. 07 Pl acenta_d ontech4 :
38. 1406. 323. 16[Eel2ombd BHo846IP 23S tat 430380009 . 0029.060 16'e7ormih Reict unv0|
39. 203. 631. 821 A mbTGAB98/550 SEA3 5 3ar \f 3Lbiaf1d6.480, {252.96 |colon tumor 12.61
39. 192. 193. 642 H noshd Gos 0D hakdiont(es.kn ke et ga7.2v0Sedien wbbinal
39. 3703. 321. 668 BORF RAGT-HT [iR00 Cs BK 159, P850 Loibidmer 71 (1233, 1B Snal |
| ntestine 40, AR d e ror s 9079530 Ezﬁ? REETIE3 60 [lung normal
Spl een35. 36. 40 Z%g"' AECTANE L g LT
37.031. 9311, 20Hma WSy GVARG 51 o 1200 TSP EL| 6807, LIsgfy [lung tmor 2.08
37.9906. 823. 41w rgmadF¥eo1785 | 20Vm o dph 2k h3go4§ | lung normal
35. 555. 3224. 52 lvng9@er GW7-0B75 | H676Thy|R#41129.22002781881 . (heg wppn g 0506240 Tr achea
Cl ont ech35. 37, |Tafp. lorfdbGWIEL 5 6 35.1% | 83204 | 48188 Ur jlngmgrmBl addgr 39. 07,
403. 891. 422. 66 hudh ik B8 A6s Ul BOMS 303089 | 408 4119129 7Purgtudnbr 185. B4R 36441. 71
genom c29. 5755 o hoth 5144 §.64 | BOETOPHE7Y LIME ARl
1. 00E+0520. 081 ng%??’;'ggﬁz 29401 O 07 27RO Oihod - OOEFRR7- 121000
1. 00E+0328. 29168 1-00 ha) U";g%‘z# 0~ GOEHEA33 424061 HOEH139 7510
1. 00E+0135. 411 (Prepstapmal EM OGS} R R ol
Sanpl eRegCt MeatiEespiterocGWoP-aHo | 2874 g 1 36 d R 13200 208, CIOFeAst ot 220
( GSKcopi esmRNA] ieastchermal GWVRG-Ha 1 2378% Di 3848 ¢7- #9150 [ AdPop pormal 4 bn RNAl col on
nor mal G/\99- 16 R&ESAERECGID2123 4287968 cl3B 86 | 38 mal| 19 P obreast ispor 2293
GNP 8- 166219403 MorddladsnaBWOR C Ol| Z1592- 953823 1B24c 0l ¢R2Hor [hedast normal
GW\98-17822080362358383. 0726. 14col on_nornanl lcol on It unmor
G8- 177220603 5br&18u® SWP0-86c GRTOPS-21U|R651 | ¥81541008, Naxmstomeys \\O{ D/ 22802
PCT/ USOL/ 28462 |231:234

breast normal GW938-621 | 23656 349 |29.32 58.64 breast normal

breast tumor GW98-620 | 23655 36.11 113.51 27.02 breast tumeor -2.17

brain normal BB99-542 [25507  [29.6 |866.9  |1733.80 |brain normal

brain normal BB99-406 (25509 31.93 j194.87 389,74 |brain normal

brain normal BB99-904 |25546 | 30.38 [526.58 |1053.16 |brain normal

brain stage 5 ALZ BB99- | 25502 32.7 1119.57 239.14 |brain stage 5 ALZ

874

brain stage 5 ALZ BB99- {25503 30.08 | 634.97 1269.94 |brain stage 5 ALZ

887

brain stage 5 ALZ BB99- | 25504 297 }809.22 1618.44 | brain stage 5 ALZ

262

brain stage 5 ALZ BB99- | 25542 {29.93 |700.82 | 1401.64 [brain stage 5 ALZ

927

CT lung normal |35.1 (2582 51.64 |CTlung Nml

lung 26 normal  |36.74 19.07 lung 26 Nmi

lung 27 normal |40 0 0.00 lung 27 Nml

lung 24 COFD 40 25 2.50 lung 24 COPD

{ung 28 COPD 40 0 0.00 lung 28 COPD

lung 23 COPD 40 0 0.00 lung 23 COPD

lung 25 normal {3939 11.67 1.67 lung 25 Nmi

asthmatic lung ODO3112 | 29321 40 0 0.00 asthmatic lung

asthmatic lung ODO3433 | 29323 37 7.68 15.36  |asthmatic lung

asthmatic lung ODO3397 | 29322 36.08 | 13.8 27.66 | asthmatic lung

asthmatic lung ODO4928 {29325 40 0 0.00 asthmatic lung

endo cells control 40 0 0.00 endo cells

cndo VEGF 40 0 0.00 endo VEGF

endo bFGF 35.68 117.77 17.77 endo bFGF

heart Clontech pormal | 35.03 |26.95  |53.90 |heart

heart { T-1 ) ischemic 20417 36.36 | 11.53 23.06 heart('.I‘-l)

ischemic

159




colon normal GM@8-561 23514 36. 58 110|. 03 120.06 1 colon lnormal col on § MARLI0,
GM\B8- 560 23 1 126.48 252.96 colon tunor 12.61 colon 8- 894
24691 35. 61‘%3’2'2%“‘27 24 col on normal colon tumor GM@8- 893 2‘%{5@&@’% 84, 75
169. 50 col on tunor 4.55 Iung normal GM8-3 20742 34.77 31.8 63.60 |ung
normal | ung t Ul @ 8%a0n. 2074 3> 63TRG703; 532 UMgEa P12 nose U934 | UNQ
normal GWO7- 174901,2‘9,@[7‘,213@; 76 3;.95?12 64 o§7| 3%‘3 no?ﬁéil | stagnetiveman GAD7- 178
20676 34. 44 39{Ra: (5386 DOWNg t|uons 1]3625 (113g nokmal |kdRor-18® 21928 35. 18
24.44 48.88 lupg normal |ung tlumor GN\98- 164 21921 37/DEM4. 06 8. 12 | ung tunor
-6.02 [ung nolsedoid@B-582 225042 33| ®A5162987 1384 74 |ddenwi nor mal| | ung |t unor
GND8- 281 22583 [iddsil GWER240 1Z. 69215800 {2503I26.340. 353 08 eawhsitt unor Gy 414 28797
33. 26 83.58 1671 iM: Ffamt L UNMOkgadz - I35 PI(6o5H N8558 | Priie- 4/59‘79?‘38‘. 93
2.24 2.24 breastpyeemat—235-238—bre N EaigE 913657 16-108
10. 08 breast t jHBF—4—56—233 SH—F O FrH— FOA—ASA56-36—29—14. 08
12.08 breast n¢PAREY™Sreast tudor G 011929744/ 1 mgnocyle o5 hrg_&}st
tumor 2.20 br ¢3&ls RefO0R% 55 2%l 15%8%g 2198 1Bsdlshr east [normm
breast normal @Ekodiieeclls 23656 348441 29 | 29835302844 HRBRIB | Pradningicellsr egst _t unor
GN\B8- 620 23655 |B6wdphils13. 51 27.]0%44Dr eadlt3 @96 - (29256 |bweephilnor mgl BB99- 542
25507 29. 6 866 .{&sikopail S0 DT ai r]28uab mal| 35u7aian7nor jzabs BBeRmdgids 25509 31. 93
194. 87 389, 74 BERIaRsgROT Al brjal N_NoNi5E6 |BBHY- 94 1€ DIBM vaim3 8 040. b8 1j053. 16
brai n nor mal blEMlgmﬂLdge mm- 75 130802 82 ﬁﬁsﬁxz 239 T4 ebrarn
C1a%e S A 1 e Tt ey W O e S e
brain stage 5 A?s?‘”lmd%fq 362 hr aln st ﬁjp— ALZ & ’g%eﬂ'bmgg Q’R_ZDD_Q’)
1401. 64 brain gehapisoortesy) 7 1 33 927 ¢F-1ddS nor HAP8 3qchendreeyies 59 64 <l | ung
Nl lung 26 ngPAdynogigmRl2®l 072846Rg 28521493 unld48¥F dBASsrovise 0 10. 00 |jung 27
N | ung 24 COPDASEnoRium NP1G0L | {A%$l 24 |BXRD17.Y7 11|34B4nqO28y®ERMD 40 0 0. 00 Lung
28 COPD - 17. 77 [ChSpgpvidva NBORW 408484 0. (f0.00ung2 23 [BORD -{OA.S¥novivimung 25 nof nal
39.39 1.67 1. 6 RAEGK@Evém NV03/0RSCRRel T ¢34 033 9PD03IFed 298X Bydd¥iuld 0.]00 asthmatic
Iu?% t17 7|7 24 urh NP /G0 |S0aeeS L TBENE (060710152 80 S A RARInVRmI S |8 27 bl7 .
astnnmatl1 € | ung AT S 23v) Ut TCcruTgT .
endo cells cont?sﬁ&hkw“g .g%el—ec. ?‘@"?jg‘h VB %%C bA‘bbﬁ'E erdeo—vESG—0. 00
endo DFGE 35, 6gO0pons-fiqeaniys ™ 1RITF ca3376 0054 || 1ep54 | 04 nor nal 35.03
26. 95 53. 90 hes bhbbnesémﬁ‘*l tTe IJ_'LEH(OE, 53 35GEEIT Cl12P%tT
heart (T-1 iscliggie So9 p-02Haatas MR 2005 e ISR gB+62Heart (T 14)
non- 2942234. 57 mr“f’ 62 hoarit TPy 134 ' .
age (pool) Notmal ~ [35.05126.63 |53.26 |Nml Cartilage
{pool)
Cartilage (pool) OA 37.42 |5.87 1174 |OA C;artilagc 454
(pool
PBL unifected 28441 33.95 {53.63 107.26 |PBL unifected
PBL HIV HIB 28442 333 |81.2 162.40 (PBL HIV B 1.51
MRCS5 uninfected 29158 |39.41 |1.64 328  |MRCS uninfected
(100%) (100%)
MRCS5 HSV strain F 20178 35.73 |17.22 3444 |MRCS5 HSV strain| 10.50
F
W12 cells 29179  [35.08 {26.08  [52.16 |Wil2cells
Keratinocytes 20180 36.69 19.33 18,66 | Keratinocytes
B-actin control 28.13 |2213.67
genomic 29.03 |1240.79
1.00E+)5 22.03 1100000
1.00E+05 22.36 | 100000
1.00E+04 25.68 10000
1.00E+04 25.78 {10000
1.O0E+03 29.01 {1000
1.00E+03 28.67 | 1000
1.00E+02 33.46 {100
1.00KE+02 40 100

o

160



1, 34 obstructive DCMVMobstructive DCM heart (T-3399) DCWMR942636. 2512. 3742(4!&!%%85
-2.18 DCM adenoi d GM9-2692616238. 512. 925. 84 adenoi d tonsi
GN\98- 2802238Q3%213826. 5453. 08 tonsi |

cell s PBMNC4000. 00 PBMNC nonocyt e4000. 00 nonocyte B cells

heart (T-3399)

T cell s PCD03142845335. BEHUSBRISIE5 T

PC006652845533 . s —depdriti-ecrcells2844129.331026-142052. 28
dendritic cel | se®EH ophi| sord4031 37°89° Eoan 54 rophils
eosi nophi | 284858714 7929. 38 eosi #8phi/l% BMlunstipB5. 5619, 16 M
unstim BM sti nir®E08d34. 7931. 4831. 48|4BM $fi nl. 64 ostleo diftreat 92. 59
osteo dif2.59 psweaoundi 4000.]00 ost ga.6undi f chondrorytes37. 117 B8
chondrocyt es QArfsynovi um 1IPI12/{012946P@5. 9914. 9314. 93] OA Synovi um OA Synovi um
NP101012946135[3ghE 36 Nt maer A Synov( um QA Syngviam
NP57/ 002846439|13 d04e OA $ynovi um RA|{Synovilum NPP31012846638. 033. 977. 94
RA Synovi um RA|iyiyvampifiddibh 1//002846y35. (826. 0352. 06| RA Synovi um RA Synovi um
NP45/ 002847537 | failures f:3ch4hatamplé [Synovi um OA bone [( bi obank) 2921733] 7660. $460. 54
OA bone (bi ob%g}é)Naggsggqg%sﬁgm e 1J. Enory33.3578.68157.36 QA bone OA bone
Sampl e 2J. Enory34.1547.294. 40 OA bone Cartil age (pool) Normal 35. 0526. 6353. 26
Nm Cartil age W(poo! FON3F-—425- 871174 OA-Cartil age -4.54
(ROO|) PBL unif 133. 9553. 63107. 2 °‘é§|‘_’,"’lﬁ§f"f%‘z??’é°d PBL HIV
t UB2844233. 381}2162.40 PBL HV I11B1.51 bop RARYESR g 2915839, 411. 643. 28
MRCS uninfected (100% (10099 MRCS HSV 98) F2017835.7317. 2234. 44 NRC5 HSV
strain 10.50 F|ydghtemdr| 52917935, 0826 0852136 W2 cells
Ker at i nocyt es29teo3em®o0 3318 66 Keratind - i it rol 28.132213. 67
genom c29. 03124&0lgdumorqoE+Q522 031000001 32PhELQ522 36100040
1. OOE+0425. 681 (08P UMAQELQ425 7810000+ +0329-0110680—-{0O0E+0328. 671000
1. 00E+0233. 461(9?’—“&%*924019& 160 AWD-0 22802 4—MAR—2065 PCTTUS01128462
1. 00E+Q 38. 7510 EBBLL 614610 1 _00E-00404-:
lung tumor -6.02
lung tumor -10.31
breast tumor 2.20
breast tumor 22.93
breast tumor 4.50
breast tumor -2.17
brain stage 5 ALZ -4.43
brain stage 5 ALZ 1.20
brain stage 5 ALZ 1.53
brain stage 5 ALZ 1.32
lung 24 -7.11
lung 28 -17.77
lung 23 -17.77
asthmatic lung -11.77
asthmatic lung -1.16
asthmatic lung 1.55
asthmatic lung -17.77
endo VEGF 0.00
endo bFGF 17.77
heart T-1 -2.34
heart T-14 1.34
| beart T-3385 -2.18
BM stim 1.64
osteo dif 2.59
Cartila; I) -4.54
| PBL HIV ITIB 1.51
MRCS HSV strain F 10.50

161



1. O0OE- 0038. 61 NTC400 *|ung 26 Nor mal

anplification

failures

has been omtted due to nuItLQdﬁARZWS
fromthat sanple Gene Nanme sbg 1399854ANK Fol d

Change in DVOd38280Ri sease tissuesPopul ation Rel ative to Nor T/EW1EHi62
tunor 2. 13 col on tunor1.45 col on tunor12. 61 colon tunor4.55 |ung tunor2.08

| ung tunorl. 2
t unor 22. 93 br
stage 5 AL. Z1.
28-17.71 lung
| ungl. 55 ast hy
heart T-141. 34

(pool )-4.54 PH
2005 PCTI U sd

in specific ti
and psychiatri
Hunti ngton's

schi zophreni a,
mul tiple sclerg

Xissusr ai n
Fxpressiony

iIsthmatic lung-17.77 asthmatic lung-1.16 ast hmai

Ktoufl_breast t. -£2 20 breast

p ..‘-l"

ST rain
t@d@"ﬂéﬂ?]?“ﬁ? brain stage 5 ALZ1.32 |ung 24-7. 1

L | ung
ic

e | Ung-
L heart T-
8L HN | | 1 Bl
1128462 T

3 3AQey2Hdntindtduls diséabs] mbeonixsdyaphi, indreki®, dejaestion, age

WNeurbibgRd it pWehinHe 815 aR8) dRluBhEFTkileindefs, fdbpkantcleat - 2. 34

.sBiiizohiRE5a, MSiActet maesias FEhdet) Oisdr@ets, Wop ORJrRg@itiple 4
clerodts  Additional diseases based on nRNA expres

dbats TisS
c diseases

LsSease

esndieyascilodisbase) inquding songssiyechsast B¥iradidatedNe ur ol ogi
mdwwena&hhgarm%ﬁrér%ﬁsﬂ ?“éélﬁﬁ%rﬁ'ﬂ&‘fa@&? pal sey

W@%dache

on,
’ﬁ“ﬁ‘?ﬂé"o

P8
IJIICU.II.

m&gﬁﬁ;ﬁ]‘fs acyfe’bronchitis, t Tejpira distress syndr rg
;}3‘ T‘%ﬁxgemm,h’ IC i:;les rr‘.ﬂ_galﬁ.ys %smn: %% i 5& '§y atic = |
afg ggmf,?’ Qﬁ%%‘iul i IRasd! rat oryd| seases,

failure, dilatéﬂeﬁardlon
nyocardi al inflarction, c
i ncl udi ng ast NTggpe}-T o
acute bronchitjis, adult
hyper chol est erjol em a, hy
encephal opat hyj,Sktletit y he

muscle

Intestine

Spleen/lymph

Placenta

Testis

Pancreas

CR b AL TihKRinE R ulERRPdhYonlren@iaifre, 40U tubSlarmeddss@S|
I S &R FREMi sEyfdréneeS Sorfietil ki Piiis, kdnwie el yasinbias, dem g
pekdvist ddrVigetdngléim a, cirrhosi s, hepatic

pElenbnirg's Disaseshypoglyeeania, abedityn anaapenh@pmycS¢58
malignant hyperthermia, paramyotonia congenita, myotonia congenita

Ty
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claimed is: 1(b)/Anischtddyblygenide ypapisinge pslepeptide seqfignoerset fasthae Salple b ardi sti ng of

5 (a) an isolated polypeptide encoded l,ynucl eoti de conprising a
sequence set &%Pﬁﬁgwﬁ*%%ﬁﬁP%“F? ?%T£§%B¥%§?g?géﬂpolypeptide conprising a
pol ypepti de sequence set forth in Table I; and (c) a pol ypeptide sequence
of a gene,set _ forth in Table |. 10 2. An isol ated .polynucl eotide sel ected
fromthe b‘?ouﬁ' &BHE‘P@?I’%&“ ]I%‘.’“dfé“j}ecgﬁf'iog’@?caﬁr%'ﬂ’cﬁ % eotide conprising a
pol ynucl eot i de) sf dRiRE Polgiticlebtitle cbmprizing a pblgmicleotidepquanceisadbrat iaable I;

pol ynucl eoti de of  a ne set forth in Table I; ) an isolated
ponnucIeotidgﬂ@B#ﬁpggPW§m§kﬂH§§%ﬁEﬁﬁdﬁgﬂg”ggaﬁéﬁte encodi ng a pol ypepti de
set forth in F3kh&olated ;ayﬁlﬂ)go@ﬁ chifiiisitiz @ @olpiicieatidd seqichdi@nciding d iptigpeptide

pol ypeptide set forth in Table 1; (e) a polynucl eotide which is an RNA

equi val ent ofmﬁﬁgmﬁﬁﬂyﬂﬁsleotide of (a) to (d); or a polynucleotide
sequence @9”})'(:9%@0?&&}&pBBn&ﬁbﬁhe!eﬁéUdﬁk@@olP@pﬁMiﬁﬁ:ﬁhﬂ&ble:i; An expr essi on
vector conprising a po%énucLeqtlde capabl e of a&ﬁ%ugln g,goléﬁeptlde of 20
claim 1 when $iapPolypriessds whichigat RiVAequitplsatefihe HCE"(S‘%) P &host cel | . 4.
A process for opf QilabiBdidd sdgfned dpRHentik9 3 saikdiad Yohudémm. i ses the step of

i ntroducing an expression vector conprising a polynucl eotide capabl e of
produci ng a pol ypeptide of claim 1 into a cell such that the host cell,
under appropriza e GO inbsi : RUeEEScHRIofrodabihy RElpedic 0. A

r econbi nant hgé?ﬂge I&g?ﬁaucedhgyggﬁgmgﬁocess 5% claim4, %.9A menbrane of a
reconbi naR® helsim twhen @id expassianyctanis PEENHE acop@atiis Bosksstli de. 30 7. A
process for producing a pol ypeptide which conprises culturing a host cell of

claim5 wunder conditions sufficient for the production of said pol ypeptide
and recoveri ng- ddirecesyfor produsingdaccombipantivesteall which comprises the gepplintondpgng.  An

i sol ated pol yraﬁg{dd'é%si&ﬁl e&&&%ﬁg%@@gﬁs@mamﬁmﬁng polfp@pidesr gl at ed

pol ypepti de enc ap e conprising a sequence set forth in
SEQ | D NO 11,1 imgazell suchihatthe hasbiell endeypppippeipte celtreenngitipas prgducepdid/pept i de
sequence sgt %@%@%’hﬁ SEQ ID NGO 55, 67-69; and (c) a pol ypepti de sequence
of a gene Shg E €l axi n, sbgl1002620T1la or sbg 1002620T1lb. 9. An isol ated
pol ynucl eoti de selected fromthe group consisting of: (a) an isol ated

pol ynucl eoti d onNpri.Sing a I I I set forth in SEQID NO
11, 23- 25; (b)%’ g‘n’ IS0l 3 g"a‘”b‘%ﬁ%"@ﬁ?"gﬁ ittﬂcfgag%%&gdfgie}%g4'sbg934ll4Rel axin,
sbgl1002620Tla or sbg 1002620T1b; (c) an isol ated pol ynucl oeti de conpri sing

a pol ynucl eot i QH?QC j RERLS I LisdeoEQ | D NO
55, 67-69; (dfgghagso a‘gé%%%ﬁ§ﬁﬁgﬁgﬁf9§§yencSﬁgﬁ6§§h€%@$%gﬁkﬁde set forth
in SEQ I D3RG 55, 67-69; (e) a polynucloetide which is an RNA equival ent of

ol Sty 5% st ERbAl i by SO SRk 3E R i

under conditions sufficient for the production of said polypeptide and recovering said

polypeptide from the culture.
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8. An isolated polypeptide selected from the group consisting of:

(a) an isolated polypeptide encoded by a polynucleotide comprising a sequence sét forth
in SEQ ID NO: 11, 23-25;

(b) an isolated polypeptide comprising a polypeptide sequence set forth in SEQ ID NO:
55, 67-69; and

(©) a polypeptide sequence of a gene sbg934114Relaxin, sbgl002620Tla or
sbg1002620TIb.

9. An isolated polynucleotide selected from the group consisting of:

(a) an isolated polynucleotide comprising a polynucleotide sequence set forth in SEQ ID
NO: 11, 23-25;

(b) an isolated polynucloetide of a gene sbg934114Relaxin, sbgl002620Tla or
sbg1002620TIb;

(c) an isolated polynucloetide comprising a polynucleotide sequence encoding a
polypeptide set forth in SEQ ID NO: 55, 67-69;

(d) an isolated polynucleotide encoding a polypeptide set forth in SEQ ID NO: 55, 67-69;
(e) a polynucloetide which is an RNA equivalent of the polynucleotide of (a) to (d); or

{H a polynucleotide sequence complementary to said isolated polynucleotide.
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