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In the pig, PRRSYV infection is limited to a subset of cells of the

monocyte/macrophage lineage. Fully differentiated porcine alveolar macrophage

(PAM) cells are the primary target cells for viral replication (Duan et al., 1997a; Duan



10

15

20

25

30

menbr ane gl ycoprotein, as incubation of PAMcells wth
nmonocl onal anti bodies to this pol ypeptide bl ock

w0 ndosaoizen with PRRS virus (Duan et al., 1998;PU¥/B5S100%011502

et al., to 2003). The 210 kDa gl ycoprotein has
r&GeN1997bhERAmbAANAEib 8EPARI SIIR; | menber . of

si gl ec fa% Iy of sialic a‘giﬁ%&ggﬁ%%ﬁg‘%&l& chidllenZing, Ghd When
i yhecaselyl. dias kesnliéd inerell dines tint {18106 parndissivel for PRRSA2R3 growth

Transfection of 't n: perm ssi ve PK-15 orci ne

KiVGrHasgt eL At %%P%)e %e%ﬁ wlrgwfs @rwegﬁlaalbam@gﬁqy mpasnoEhagescand
t; iy | ' ardicle but, there
8Pz b PR 57 RSB R R g S
viequicsssacietic pHENanw ek Eh ak.e1990). aknitie @hﬁlnegsofwiﬁcl,&i if ni¥@lated by

under go nycl eqcapsi d di si ntegration and vesicle
n‘Bf?B?'Cg‘HB 0? the %W.?l%arrrwrom wath\ heparimatlfatexglyenssminoghycans
t - . re . end d
(ORISR L%, Hteh e o R B Bl B I G220

2068)rand glyouprotel) avhedbgtion dfamsiieetls @khWhéddclonal antibodies to
3%alo dhesi n has not been shown to be sufficient to

RO PeRiide Presnisrsan painFRRS virug dPuan ¢t gk, 1998aWissink et al.,
- S .20 t. f i ,
SO3Y B PR By BB e SR Bty e sRietnesie, o

anéybatdfeiglasiaily b eiako avitl bifliReindan o Isiud-1fiRMedihs (Pensaert
growh of PRRSV in cell cultureis the imortalize

7 Ak e3002)- o heapsleetian ofjthenowparmrigsiyd RGeS (porcide kidie9Dall line
. i vat i . RL-.. 145, (Ki 1993
0t petClesRhoq g ole AR HERb iy okl ERKSN patiri. but

ke rémaiged 8n HEJPENS Bio¢R at ﬁh@ﬁm@&ﬁﬁgisg%&‘%'viiﬁéhs%ﬁ{elnﬁ[dyinttoo

lines are not. The 25 PRRS virus s specifical
eHukapeesicles bnt didrasyndergp nuelpprapsidisiitintdgraiomand vesicle

SR A0 fust o @8k S ¥ i cxbosick ARG e s B P el
Vidrl Bobin @18 pothassive f@flﬂlemqw&Vdﬁﬁ&‘B@ii&éiﬂ%t '%1;: I\%dé)‘é’). To our

pPH vesicles seens to mimc simlar event
dapwiedgry teansiectieni with isilondhesin h@oB) beertkhasnen be aufficidne to

f ti bodi t hat. bj i ne,
AP BEARLERRSY e gRisT uer Chnc e Wk B St S brnoraar.
th fori [BRETeN :
W 2 sisnuiﬁagfﬁ%?p,r : 200 c)gr,éﬁlse Ecggéegft tiﬁlng tﬁg%te/?/l{fl%lr_qp@%?l%egﬁ’sth ©

iy eber eglldymedenpsm: torbe poamissivé fartike grmmeh pf BRREW ifi 26l bylture is
i fferent recepntor to h -2 VWO 2005/ 107796

Fher Py P Sy ERRY o iU Tl chfirgiseiate 1998) and

Refipanet eecoR MARAMFRtl ddne hgll -

potential |y dangerous g%t [ vt|atm§/§99'|32deah%gé %6 'siItrﬁsgﬂt lén&“fn why

[thig ege particylat edlNéneds peluissive) yhiasthertrheammalismdéelidinet @re not. The

[ d.ucetgﬁri mat.e. z\llﬂruses f sSi gﬂ fi cange into swine .

FYies VR e Grally e dgttihes F dibtergnt eplbmes, bekdessget initiate
SiffoiforKIohe) 108 TRERED b, YOGKD IPMEARENS SALRE OF 5
xenotranspl anted organs for hurans, the intr oduct i on
oftermaliraiton of éhd vitusryentocysmsisend spbsugueitivnosatigyin low pH
ul t.i mat el Eose.a ri.sk to humans receiving
YEHIGIET aseatth ARV Py aneventn M ells Gebtzivad ghebiramnnt £996).
PR et Wye ' ' i ne vaccine . ..
e, R 0 mEh I S8 odlek P8 L1 B oRTp 8 Esim i o
defeott 4 igmaloggesmeotaincomthe ssifadeas MARICS143 cells @bharl dtRBS1998;

abl e aof porting PRRSV replication. Towards this
pins e ﬁi@%@g)s @}ﬁgpsgmgfbattMAMg k3 ¢ajlsmray uge aglivergent member
ch. 1hle for conferring the
EE?%]%%@?% ?téﬁffg@llgﬁﬁggﬁ?%%ﬁgg%i %Og ﬁﬁ%%e Pen in certain

siman cells lines as well as PAMcells. Once such
gene products are identified, non-perm ssive cells

m ght be rendered perm ssive by transfection of the
essential gene into them th‘e%'eby affording a w der
array of production Iines for a vaccine. 15 One |ab
has reported that the tetraspanin protein CD151 from
MARC- 145 cells, when transfected into non-permssive

™~ 7 ~NA Y - N a



PRRS virus (Kapil and Shannukhappa, 2003; Shannukhappa
and Kapil, 2001). This observation has yet to be
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pI@BI y wired ot lsdiebcteﬂlflslnedle@d)up/\cor@?.ang Uﬁhrtpﬂbz}‘ﬂue hﬂ@lﬁbﬁﬁv;rldae
{1}% ses .a pol ynu 7@“ de encodi ng a pol ypept

GOTPTiSesy lgzcting gpcreased cxprossion of a-ﬁ@a/3637po)@rpept1de
7 Y/ 9
Syl é%lo/? BT s, U S5, S rpe iy In o
WmIgsimeRs ¥ 7%19 896el @0 fronheﬁhbl grgfup\fbtbl’lfsls‘ﬁlﬁgl df D%ﬁ%?zvzﬁdae In a
I d ol ynucl eot i de
dHETF RGP Rs LR Fe i et PRBSNagnt MO SERRhSImER Siyvirus is
géﬁoiﬂérﬁtehtﬁ@ RirgQ i%gg g&ﬂh l‘%?]eﬂl%lo&ﬁlke‘iilt said virus is African Swine

stitutions. ynuc Ideconprise
ﬁﬂvynwmse@tsme encodi ng a poI ypeptide di fferl ng from
ng nore than 10 conservati ve am no

QI
aC| d E}é‘ﬁlﬁéﬁq teéPIEéﬁgn o 1Y 68 olyprptidrapasnbes treomphighcddys

SRR Y A5 RS R oo RS o 35 en BB ¢ BLEY
pallypeptidesatuichl enethdde 1ﬂ(ﬂl&ie§ﬁ1q aRNRe lifikled t6 Bhidfedtidn e tHdPoration

One such pol ynucl eoti de conprises a
p?é‘ldgfﬂﬁi%!l Bk %@?%ﬁ)éééupﬁbfnacls@m@m@mm@@g 3 priynusiestide encoding a

I%Bﬁg 8@%&@1 Qts Etgc ea‘sé)d[ é{ﬁ?&%ﬁég & ai}) 4% bseezfi,ccfglglrgflgwd by 1n<Rlct10n of

mbmmoheﬁémdgemmbr@@mhymmaﬁfém 20 differing
fromSEQ ID NO 14 by no nore than 15 conservative

am no Hhs methed pyirenger WiOW@OQIPCRRSp‘&IP?ﬁQﬂQﬁE@WlBGPRRS

g&: é?ﬁ%; ’@}eg%té%ﬁ* g%h&q&iﬁ&] Cr% eggﬁﬁng %rgﬁg Fﬁ}fjsethat previously

ahid aer axidsy @ cammoagrpegudémhﬁédlls \Whdt QRSind & @ ex dﬁ.u,s?sfh CD 163
polynucleotlde conprises a pol ynucl eotide encoding a

(9Ipsekds-de  conprising SEQ ID NO 14. One such

I e rlse nucl.eo
Do g ents Bl 1 GRARIRFRARE R SR (. Uity e vertebrae
e liyveebees ¢olie. CQ‘H@E&IEQﬁayﬂaeﬂﬁbﬁiﬁﬁﬁh@ OThéj@eIE '3)9 @Q! 18 Ahay be an

ponPepHde 30 differing from SEQ | by no
¢chbliney Thesresls way be BTHR Ineellacille Cslisbsay beudartmd from

e KB LA TS RTRL 1S e et d B RE by ney cell.

Vﬂiae&@ﬁ%ﬂ&m%ﬁ: &1 bR CASAR 1hRRA to BHK-21, NLST-1, NLFK-1, Vero
or RL cells. The PRRSV may be or the European.or North American genotype.

As noted above, increased expression of a CD163 polypeptide may be
accomplished by methods which include but are not limited to: transfection,
electroporation and fusion with a carrier of a polynucleotide comprising a
polynucleotide encoding a CD163 polypeptide. Any CD163 polypeptides are

contemplated. Those containing a transmembrane region are preferred. Exemplary



One such pol ynucl eoti de conprises a pol ynucl eoti de
wWith the sequence set forth in SEQ ID NO 23. One

W@ ewk/1epbe/nucl eot i de conpri ses a pol ynucl eot i dBCT/US2005/011502

10

15

20

25

30

encodi ng a pol ypeptide havi ng at | east 96% 97% 98%
OCDIB pol Bfidel ¥rel R1cBiBANP IR &glgr%gig% Bl tn BoRfiGeteRlides

_ e such po ynu eot
pbﬂtgd}bﬂibwotl de encodl ng a polypeptide differing from

SEQ 1D C%?ﬂﬂtf re than 20 conservative am no )
aci d 9’&%%‘{ Leotl ETRRIERS PYRuelPelifts ensodingpipolypsptide

A B 145 TR 1%, LR P Bt BB, 31,

e s v, SR g
eot |

%S}éfﬁé(?%@Y%J&@CQW weth SEQHM I@Pnu%:/}oegt i de

fortn O RIIHELER Sfontet  pbUBnARTNETEEoGRE o pofipeptice

cdiffpring fremaSHQ IPINO] Bb§ hél enoengagnd @oﬁse@ﬁdtme QRfihSIfeid
that . has at |east 98% 99% identity to a pol ypeptide

SHtBHNs- i n SEQ 1D NO 32 One such pol ynucl eot i de

conpr i encodi

ai 11 er o Re e R R oty SRE b e ARletrbding & polypeprice

cdiffestnigy EoMVEE QD NO ST bin@ thosd s i1 D Ubh RPvativeaBiSH S
onnucIeotlde conpri ses a pol ynucl eoti de encodi ng a

p%?ﬁé%‘?flsde differing from SEQID NO: 32 by no m)re

t han m no t|t

such po‘?‘fx%@ mhglegtl&rﬁg)ﬁ%@gs %p%léﬂ“fﬁi %{Lﬁng a polypepude
edveatising SEQUDW®PL.i de 25 conpri si ng SEQ ID NO 32.

One such pol ynucl eoti de conprises a pol ynucl eoti de

with t(Pﬂée %J@h Pehpacleetide doprrives mpIpQdiedtidewitithe @apence set
%ﬁﬁ ,g de conprises a pol ynucl eoti de

enco eptide that has at |east 95% 96%

97% &&%sueﬁ lyeslbtide dophpRisBOA

SEQ 30 ID }%4 One suchﬁpol y%ﬁlgﬂﬁedé%iﬁldg%%%&@ﬁ% ngl?gep tide
ﬁmtﬁ!ﬁm@qle@t 9% identitliorspodypeptidersehioritién SBIQFIDENDng4 f r om

oo el By 8ot o b Pl ide enoding a g&ypepude
RIET4S2065/IH3 O RO: %%y%&ﬁofé%é[r[‘%b&%%ﬂg}z& &H}%'

pol ynucl eoti de encodi ng a pol ypepti de ering rom
SE@tlUDlQﬂ@ 34 by no nore than 10 conservative am no

o ot TR P %zl%eﬂme ok e
R N ST TOND:SIUAY ROhYRUGAERS &&h% i gé%d] 5

pol ynucl eotide with theé sequence set
apbstid®ion®ne such pol ynucl eoti de conpri ses a

ol yn Ieot de, en Odl a eptid
POl Y N5 Rch polynucleoti gcomp 1sesyap pcﬁynu ?eoude encoding a polypeptide

comprising SEQ ID NO: 14.

One such polynucleotide comprises a polynucleotide with the sequence set
forth in SEQ ID NO: 13.

One such polynucleotide comprises a polynucleotide encoding a polypeptide
differing from SEQ ID NO: 24 by no more than 2 conservative amino acid

substitutions.

One such polynucleotide comprises a polynucleotide encoding a polypeptide
comprising SEQ ID NO: 24,



that has at |east 95% 96% 97% 98% 99% identity to
a pol ypeptide set forth in SEQ 1o ID NO 36 One such

w@eilognerbeot i de conpri ses a pol ynucl eoti de enchdi/ng20as/011502
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pol ypeptide differing fromSEQ ID NO 36 by no nore

than 1§n¢ %%%Pglégtim%‘?%rﬁgé onl?ﬁ@ﬁ&ét%&étx{/iﬁgtgfe sg?u%nce set

such pol ynucle conp es a polynucleo

efocthdn SEQIIPNIOyA8pt i de 15 differing from SEQ | D NO

36 by no nore than 10 conservative am no acid _
subst i 98¢ ShPolmueleatidcoraprises a pebynpeleotidsranepdiag agolypeptide

| . . . e 'S
PR RIER 0 27080 2 PUNRREL) ey BRINCLSE 108 RSB0
pNDydTicl eotide with the sequence set 20 forth in SEQ

D NO 35. One_ such Fol ynucl eoti de conprises a .
pol ynuenestchgelamelsatidgycamprisey poplynueleotideancodiag atpolypeptide

 SERlind e S 2P b Bl iy D O i d

Qadststutibngol ynucl eoti de conpri ses a pol ynucl eoti de
encoding a polypeptide 25 differing from SEQ ID NO
42 by QBe sushoolyaaleoideenmprisgat pokynecteetideanicoding a polypeptide

N/ ' S ol ynucl eoti de conprises a.
Blibd Hol80 1GNQSYFly BERRS Bt I bSehi b fidm
SEQsditidg. 42 by no nore than 10 conservative am no
acid substitutions. 30 One such pol ynucl eoti de

conpr i 9essugchpelymalepide ¢ateprésas v dplyguclegsleyepepdingle polypeptide
conpri si ) MO 42. One such pol ynucl eoti de
ccgurrf){?r qinegsng%éﬁglli&/ﬁ ‘eotide with the sequence set

forth ORe SR doBEeotide cmﬂfﬁlé& 2 BORhIAARR with the sequence set
PCT/ US2005/ 011502 One such pol ynucl eoti de conpri Ses a

plorthiy SEEVIN N@: 8Acodi ng a pol ypeptide that has at

| east Q0% 91% 92% .93% 94% 95% 96% . 97% ..98% 99% ,
| dont | D0° R pOlySE AR samotises a pabhuclrof dembrsdinnpolypeptide
QRe Hal Gl RODIRUOY RQéMR @ogc}}m ) 46):

encodi ngea pol ypepti de y5 [ f*@?ﬁ%ﬁsefﬁﬁn%%@gﬁ% 3%4

by no @oe suchipaiynuslectdsemmisey & palynwdeaiedncoding a polypeptide
subst.it pt i S ol ynucl eoLi de conprises a,
SUaHb bR NSy B B Beb s auteliarFermiD #ibm
SEdiRidE. 44 by no nore than 10 conservative am no

acid substitutions. 10 One such pol ynucl eoti de

conpr i Qesswhpolynudlebedd ¢ateprisac o golygudeqiale\epemtingle polypeptide

OB SR i S o BB b e

f QbkitulionsSEQ | D NO. 43 One such pol ynucl eoti de
conprises a pol ynucl eoti de encodi ng a pol ypeptide 15
t hat Hase sichlpelsiiclebide @olHrisey pol§Ritle@Rbenceiihg & Yolypeptide

ac n%r'spnegpéé(g%)ﬁ\%: §29r thin SEQ IDNa 46

One such polynucleotide comprises a polynucleotide with the sequence set
forth in SEQ ID NO: 31.

One such polynucleotide comprises a polynucleotide encoding a polypeptide
that has at least 95%, 96%, 97%, 98%, 99% identity to a polypeptide set forth in SEQ
ID NO: 34

One such polynucleotide comprises a polynucleotide encoding a polypeptide
differing from SEQ ID NO: 34 by no more than 15 conservative amino acid

substitutions.
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One such pol ynucl eoti de conprises a pol ynucl eoti de
encodi ng a pol ypeptide differing from SEQ ID NO 46

wWh008007T06¢ € t han 15 conservative am no acid  PCT/US2005/011502

substitutions. 20 One such pol ynucl eoti de conprises a
pol ynuohesidhdpl i | lfdngbding f :
B | R e B o e oA o Beprice
adifigring friost SEQIDIN: 340mens moke thah J f goheotatide amdnpidiées
a_pol.vnucl eoti de encodi ng a pol ypeptide conprising
S%%Stll%ﬂﬂﬁ‘ 46. 25 One such pol ynucl eoti de conprises a
pol ynugheaid ' ; th i D__..
oy a5 et R o B Bofhcloq Bl deddinE & Bolyeprice
pesigmisanEIEQ AP NOcHHi ng a pol ypeptide that has at
| east ﬁO% 1°/<i 92% .93% 94% 95% 96% _ 97% 98%
999% denty t3FiPehAuc B‘ilﬂif‘pﬁ‘éﬁ?ﬁftﬁés 3 gelypusleeiidewidEde seguence set
43rBGn SB€) BYKD: BY! ynucl eoti de conprises a
pol ynucl eoti de encodi ng a pol ypeptide differing from
SEQ | DOhsuch§olynucleotide erifrisss 4 polyandedtideienv&liagh Pelypeptide
[ drlagsglgst i %(%t ns. -10 WD 2005/ 107796 ) _

3068 817592, Gife Ve ?9%oidentify ted pelypentidapetiferl inSEQ
PPl Moues eot i de encoding a pol ypeptide differing from
SEQ I'D NO 48 by no nore than 10 conservative am no
aci d sObssuchpblyonsleotidd@nipiizbs » polyhtuléReied€odiRETR pbKBSptide
a,. ol_gﬁgneﬁ&éde encodi ng a pol ypeptide 5 conprising
ﬁ%ﬂil i Q IHNO SIchy ompraibip &2 corserspe iome agid
%b¥tﬁﬂﬁ&1$°ti de with the sequence set forth in SEQID
NG 47.

he nmethod of facilitating infection described

above Omysuctpblyanclestiqy dosgprisbea pslyaicl@ftideleagtingg pdlypeptide
ccﬁéture of virus. 10 The invention further conprises
g fromeSEQ Hp NQPORy adwmorsethpm 40 aenservat vglanmoswisl

.t he nmet hods descri bed above nmay further
?cq})rsr%??té%&f he step of producing a PRRS or other viral

vacci néne stick peBaG¢IBEdeROnRiskd 4 bElFnwiledtid¥ @ncoding a polypeptide
attenuated. 15 The invention also conprises a celip or
cOmprisingeSERQ B NG 30he ability of one or nore cells to

be i nf ' ted f t h .
consi oo pbl bt R R aRLIce FiBHRR s e
rforth fin SHQWI MOt 88ti ng i ncreased expression of a CD 163

pol ypeptide within said cells. In a preferred
enmbodi uch pelyavsle@Blerompsises 2 pelyeusigotids escaaling a polypeptide

CRABSPRIRLER, 90 S DR Yok ks o

Asolypeptidd setidgth in BE@ IDrebesz ed enbodi ment the virus is
PRRSV. In another enbodinent said virus is equine
ar t er i @pessugh polynpgeoride compyises apalyimieotidh enoding a palipbptide

e ' ' SV F i ASFV) . Th ]
it from SEQ RO LG A6l e HhebisSatie prBoreds
RERSVutieR: 25 permi ssive and is rendered PRRSV

perm ssive by directing increased expression of a
One such polynucleotide comprises a polynucleotide encoding a polypeptide

differing from SEQ ID NO: 42 by no more than 10 conservative amino acid
substitutions.

One such polynucleotide comprises a polynucleotide encoding a polypeptide
comprising SEQ ID NO: 42.

One such polynucleotide comprises a polynucleotide with the sequence set
forth in SEQ ID NO: 41.



CD 163 pol ypeptide within said cell or cell lIine. The
cell or cell line of the invention includes cells or

w@edos/10i7aes that did not express a CDL63 pol ypepusmes/ 011502
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and is induced to express a CD 163 pol ypeptide. The

rmy. beChe SR AICROUAELARLTEDh B ApBBHIR] crbSiing o ppfiRtptice
it s atieast@07a 01 %] Be%c 3%, P1%, 0808, 9694) 97%?98%&92%% identity to a

insect cell or cell line. The cells my be BH
cRIlyReptigget futh i SRQIPNQidfi ved from porcine ki dney

Fel i neClr arsdipebifelebily sdrhsf Bbp Sy BRI EncbiRE polypeptide
Plifietifg 600 SEQIDNOTIELE 8 hiordiin NS coRdtbvAFVE aftftho acid

limted to, BHK-21, NLST-1, NLFK-1, Vero or RL cells.
THOSIHRAORS. ray be North American or European. The

i nvent} i hcl wdes. a..net hod. f or asuring the.. )
pr ope ngg%1 f/ﬁ%fﬂogy 1T P ng%F?m]ﬁ'ilses ge EE’HPﬁgiﬁ%tK?eoengP‘l‘hBﬁ/a polypeptide
| giffefihg GOMDYED IDi NOS44BY 86 hvee thaf M0 ehRseBF RN amino acid
consisting of 5 Arteriviridae and Asfarviridae

cHbpliiuEpry: a) providing a sanpl e containing nucleic

e andib R lealie i Eh eolnigeotdesnoaghg x bolPeptide
p&irﬂﬁﬁmg QD Nbos44.conpl enent in said sanple; wherein

an increased anount of polynucl eotide encoding a CD
163 poPypeyshi ppdynuelpotidé enmméses o palyoucieotide witlnfiesequence set
der i ve cgntrol cell or cell line known not to
S %dPSE@WO% h of said virus indicates a
pr 0penhé YuchfpdlfHicleBhitie Sthpriskt a B8lyhublbAtiic Beod ~
the replicat ipon}l;h(glfc saied viﬂ:rbs. a?n yg%e (g@oeo I(:(ﬁ%l%?@?ﬁéfpepude
vihatihas akleas DEH, 801%t 9t 98%, W% idenitiyrts & pblypeptil set forth in SEQ
%g@}{ ridae. In a preferred enbodinent the virus is
; anot her enbodi nent 15 said virus is equine

ar t er i Oh subh PoSyriEAMlide Edinpifiks 2 | yHepti
virus is ° Af rr%éz}é\n Swi nee Fel%/fgsr ° v??fggﬁ?%%@b%h%gé gégh%?ptlde
ofifferhgy froml $HQ RN @rdmbly ngymardibad 63 cpmdeyyeipe anénonayd be
determ.ned by hybridi zation. The anount of
pBISHHEP ot i de encoding a CD 163 pol ypepti de may be
20 det@pdig BleBtidd &fing ' i i
nmet hod f or rrg)gg%ﬁﬁl i nglteﬁe rr%\ggﬁg? gu%l{;oﬁgietegg{)diﬂggpﬁlyg?p tide
cdiffering fremt SEQIDAVDI 44 o mordotham 10 iconseraeive atngeh dcidm
faé}g t?t@ouxf consisting of Arteriviridae and

STYHP%Sdae conprising: (a) providing a sanple
cont ai §hdehBRYo¥ | I : .
[ Tne: OBE R PolRRRbiRcorARE! BolyERiioiRlsofiifi s bolypeptide
painypsptg $EQ 10 @i 4b.sanpl e; wherein an increased
amount _of a, CD 163 pol ypeptide relative to a control
sanpl NG POYYUEISRTIE casrisgs a pelypugeotide| with the sequenemset

NBtthiP SE b.-yBe growth of said virus indicates a
propensity of the test cell or cell line to support

t he rephé arhipotynatlesaddconyirisesa pSnidledite QoERAL H?Blypeptide
irus is s consisting o

the v elected fromthe grou

AR o4 TeasBRTb. 9 FVop035% 130,048, B0 D0 Fre o Flb AR Gidentity o 2
5 ' \ v . .

TRt RERIGh SEEPRSNEERE  ©2 C b Y enbodt nont - sai d

Vi rus Ose sudhrpobanclSetidecdnedRes ¥ bslyaudéseid¥)encodirg a polypeptide

differing from SEQ ID NO: 48 by no more than 15 conservative amino acid

substitutions.
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WD 2005/ 107796 PCT/ US2005/ 011502 I n one enbodi nent
the deterermning is acconplished by contacting a CD

was®spalrypept i de with an anti body specific forP€hesS10D5/011502

10

15

20

25

30

163 pol ypeptide, under conditions wherein the
anti bo ' i nt |
el udate Heh t%%“&glfeﬁderlrg"g“sﬂ%ygf’%@g&?g@ﬁemﬂ?ﬁ pQlipeptide

pdigfeting from SEQADNO S4B by n@moire than 96 lcondeerhtiive @fﬂlﬁchétld
$ consisting of Arteriviridae and Asfarviridae
%’g‘ﬁ U8PRYy: a) providing a sanpl e containing nucleic

q ;
rount o NS ELRFIcbRIC oG pou B e Balhdie b 3 meptice
ocomprising SO MBI 48.n sai d sanpl e; 10 wherein an

i ncreased anount of gdl ynucl eoti de encoding a CD 163
pol ypeBBf &heh nobmaeleqde eoraprissh e polynseleqsids veid theseqienoerset

@"ﬂb resistant to said virus infection
?ﬁ?gt:hgréltsgs a gre)og'ZnsHy of the pig to be tested to be

i nf ect kb Mytheaiod facilitbting ihfecBOR deVEHBEH MRIVe nhdyFuMhétDnipdise the
selected fromthe group consisting of Arteriviridae.

| Hemoipredegingg cesef Wtk the virus is PRRSV. In

oot R e g LA IR S ) e

Altovean Swine Fever virus (ASFV). In one enbodi nent
the determning is acconplished by hybridization. In
anot hefny @%@@M@ﬁs desreibgd above masn@lrtihsr qnmmsplthsﬁepj oby

n als I ncl u s _a et
R acHiE PRI ol i fydelfe 157 Bl B b Rl et
batteausted.us sel ected fromthe group consisting of
Arteriviridae and Asfarviridae conprising: (a)
provi djinzensipnpilse eoompriaehi eqjl grolellgmptwitesn thecability @f boe or

S8 PR e R ot i
%Hﬂl-}ﬁfar@fi idue Bk B&A MIiHEEBRY Hﬁ@ctfn@hﬁ&éé’s@d EfprBssE RS ao&lD163

anpl e 25 derived froma pig known to be resistant to
smlrfpaptld‘awlthmfsauweélﬁ i ndi cates a propensity of the

pig to be t 0 be sai.d virus. I n one

P Bod RS GbRaifeot Bl rIR il forhpisiss a ranaimembrane

CI@ ®hSt MMBHnef emB¥diREALY | tHe' dﬁ'@s id @el%ciﬁﬂ &h&h" &€ ero cons1st1ng of
odi rent the virus is RSV. I n anot her rr% HP

se‘yrt@rzwrzd@s Ins wefieiné embbélmdnt thewiinug $s PERYY. In anojiedr embodlment

h d t Af
,—_S yﬁ"% fsg%q%tl}gsﬁl msnﬁ)ntlsl 30 sa@%%b Eqsypésrﬂno{ rl{agr%%o 1Vﬁn1er111t said virus is
dehRAE SHWiR Rl $ir@CQAM shed by contacting a CD 163
pol ypeptide with an anti’body specific for the CD 163

pol ypephd ad,or unldi &ne obiheiigvention mdyéuaee bechipee dnisIPPRRSV non-

bi nds 1 he %égﬂ%gg | de, - 1 2005/ 107796
REFPE638¢ H1E8 rRFéWfSF"cYﬁ isctingcingigasedgrpression of a
| Sph &Y WP &Rihk L t poI ypeptide is

sel ectg(tsnlj‘l llf%?)lnmt he g%(l)%\%q{:%n%}%%%ng of the pol ypepti des
descr i Becceliel oull lifihef & dnventibe irichuden télizrorakls inenbhidig siot

an i sol p i de having at |least 70%1% 72%
PIPIPRY, %m&ﬁw@é c7ah1s GUPeB P EResD 83163 pplypeptide.

84% %.9 % 99

o5 97% SO0 BoTp T S etk APt QR THeY iy R i Borace
mgmbrambecells aThotylRendy temalinffatian. MOhd ¢elBrIE@1inDnhdy be an
1nse¥:t Qe?l or cell line. The cells may be BHK21 cells. The cells may be derived from

porcine kidney cells. The cell or cell line may be derived from feline kidney cells.

-11-



nore than 20 conservative am no acid substitutions.
One such pol ypeptide is a pol ypeptide differing from

WEEHQSMTNO, 2 by no 10 nore than 10 conservat POUEUS2UDFE11502
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acid substitutions. One such pol ypepti de conprises SEQ

| Thé\e31Is3nayThes baf il i in 2

i sol at esd ay(ﬂépep?ie?gg%gg%@ng’?g?l?gé’?gﬁ%é%ﬁ%ﬁﬁ;t?%y otrgL
acqis| )Tbéé’% V gayy bed¥drth AmeSEQ drBuxepeand4 One such

pol ypeptide is a polypeptide differing fromSEQ ID NO

14 by ﬁf}e nygnion wChiadt A ethod fameastring therRrapensy af a test cell or
SedIstine tatalIBRSinf: i A6 ' tige
oo O nt el P N IR 58 e upRLARgRl of
corigiavividue wad Asfunorided ahnsprisiter t ut i ons. One such

p%{?éﬁeﬁti de conin%)ri ses, SEQ ID NO 14. Therefore the

i YO8 2528Wls eRnteiaEe nydleicasidsieam thel tossepll preell Line;

iy de@lrd 1 Bm : . than 2 . .
c o)n se rr%gltgin%g am (ﬁgﬁ %?gygﬂg%tf%ﬁ%n%%gg aﬁﬂeﬁéﬁ(ﬁy‘mpude orits
paimplepentde sagidspmpkes SEQ | D NO. 24. Therefore the

i nvention, al so jncludes an isol ated pol ypeptide having

ayhergin. an ingegs ot d)pl}glgo)gpoqidfeqqcpdiygta 13163 polypeptide

. ' t i | 7. . h
CAER a0 B0 B i m

2mpbyrt e grawtinof @id Viess iddicaes propahdityf a8 B8 @A cell line to
substitutions., One such polypeptide is a pol ypeptide

diUPP thegepictioBobsaibviy. 27 by no nore than 10

conseryat, ] 46 Ci t.itutions. One such .

pol ypeﬁr;ltit) éée?nggﬂgﬂggﬁy g%pt% | %1%: osr?'éﬁp %@i ﬁrﬁnégkf | §50y copsisting of

Thveerdfitidee. t hea prfered sibodlBant ichindas PRRIV 8 Addithr embodiment
odime

pol ypeptide having at least 30 98% 99% identity to
ps&}‘ig’é‘y}ﬁ ISoRusRe agegttishvirys (EAY) DNt @Rthen embodiment said virus is

%gﬁ%}glﬁﬁgdi&%g‘%r?ﬁgﬂ%%g@ti de differing from SEQ | D NO

mor e onservative amno acid

subst i Thetdnonsit of plyNMIRIAE eAQETRE: EOTLYS3
%e such pol ﬁpeplt&i%uge is a pol yprg%%i de d?f%gféét%]rﬁggbrﬁ
tstppieddyy hybrigization. nore than 10 conservative anino

acid i ' e..such pol iLde js a.
ol ypert ot bERRyn B Ereoiiea PEB 65 SplgPettieantyte
idewemidedbydR. i ncl udes an isol ated pol ypepti de having

at least 5 95% 96% 97% 98% 99% identity to a
pol ypéepeiiaeeniien atsoringludes agmehodiox@easdrin@ibe prupensity of a test

3gh ¥p 88 61 1y ARLYBT B 5 SO GLl BB Sobedigor
sumtvmdaeiamsqsf@aﬁ«ia@u‘ébl\'népﬁémgepti de is a pol ypeptide

differing fromSEQ ID 34"by no nore than 10
doryayiding asample eentaioing politpeptides fioomthe tad cElher dlicline;

peptide is a I ,de, co i.,sing SEQ I D NO 34.
PRLIRERIAE A wioBR oY EFEs 25PNl st aamalt ot ed
Relleydi Bh ideediay hiBurdlor ! 9 2 ° 2 %
identity to a pol ypeg)t iaggﬁg?t 8‘?@?"2‘@{%6%‘&@5‘)%%@9 ple
desvesl fzbmpaioppebedlle ceB liae fodwpept todeppbirf fherdrevgthforeid virus
%Eﬁ%altD NO_ 36.Dby.no re than 15 conservative amno .
TTepte iRy 6 e tox cell o eqlhinedioisypienst thaaeplisaion of said
pahypeptide differing fromSEQ ID NO 36 by no nore

than 10 conservative am no acid substitutions.
In one embodiment the virus is selected from the group consisting of

Arteriviridae. In a preferred embodiment the virus is PRRSV.In another embodiment

said virus is equine arteritis virus (EAV). In yet another embodiment said virus is

African Swine Fever virus (ASFV).
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One such pol ypeptide is a pol ypeptide conprising SEQ
ID NO 36. The invention also includes an isol ated

w@eiogpepvé de having at | east 95% 96% 97% 9BYU4/USHO6/011502

10

15

20

25

30

identity to a pol ypeptide set forth in SEQ 1D NO 38

20 Onersaigh g . . _ . : -

from SEQ | D%&%@R&@ﬁ%ﬁnﬁg@%%gﬁd bﬁ@i@gﬁ%ﬁé} ¢dealing a CD163

apdlsipendice gVI@Ld@satmtd ! tibody s;;wific@neths@hl@cpcympss btid'i@leln'dér ddnditions

po eptide.differjin rom SEQ | D, NO y no nore

tWh%%T%hﬁﬁﬁtémgﬁ“{?ég%ﬁpﬁ@ REaeRifst i t uti ons. One

such p ' ' ' [.Sd D .

G a0 SRl PR HDE R A ARE e sl o} i o be

i iddéctedey polysmeleciededrdm diengowd cdsisitg 0DBMeriSH e G0

Rg}?g Qg%identj h%/.to a pol ypeptide set forth in SEQID
ARy ORI H 80l ypepti de is a pol ypepti de

dif S-8¢ii f . -t han 15

coagiiung Rt fod ot s R eTup B e

pb) deperptinidg thesanzoumo by pepinucleotiticf dneoding afwm%ﬂgﬁiMr its

40 by no .30 ,Hore than 10 conservative am no acl
s%gﬁlf’@ﬁwi%%‘. semBlesuch pol ypeptide is a pol ypeptide

COBEIS SR 00 of St kR GOBRBAS i potpepc
| reddtivel s a eonticd chrplediepiotd froptd sig khawh i bétesROM 1%k virus

92% 93% 94% 95% 96% 97% 98% 99% identity to a
pBESPHep indicatese propensiy ohthe sirto I tided tpbednéectaddty said virus.

pol ypept i ' . y i differing from SEQ | D NQ .

42 by .e%o Ogg érrngbroguﬁgllgn a%gtvgg%slngg#ve?%)m r{_gwe & .ConSIStmg of
sAilattivitidhé. Olnca prefeered WaitboRhatp € Vil it PRRSVOILY Rfithdr&bodiment
differing fromSEQ ID NGO 42 by no nore than 10

cHih BHYRES inmaiRsitiscyignsstisY ). t It yenanothenembodiment said virus is
.F}ﬁh}’d%ﬁ%% dsr @irgé)@/wt i de conprising SEQ ID NO 42.
ere

ore e ITnvention ‘al so i ncludes an i sol at ed

pinl onp @ pibodiendnd etk tetininiB@ § accdBpRRKe b) h¥ri®23ond I another
94% 95% 96% 97% 98% 99% identity to a pol ypeptide
senbodigentihg detgmuning inagcomplishas byuRBRpol ypeptide is a

pol yp i ; jfferi.ng from .D NO 44 no npre. .
than 1 éclgﬁesngi_ro\r} AtV ‘glgflﬁsnaomg%‘lga f%rdﬂgqs}“l”ﬁﬁ %%‘.’Pe@%‘&’ of a pig to
scifdoridybyeptifud@elested fival 1ReRSIp R ndikfil bt Adelibifl R

ID NO 44 by no 15 nore than 10 conservative am no
A&Vervidescpmprisiogs. One such pol ypeptide is a

i d i sing SEQ | D.NO.. 44.. Theref h
TR Sh G el W nenistpia GUBIRIEE  navi no
a(b) beashinin@Qfie afldtat 121633 iypepitae if%%%{ed 96%e.97% 98%

99% i dentity to a pol ypeptide set orth 1n SEQ I D NO
ssherein@nédnareashd pooypicyft 4 €B163 palypeptideaplativetoci édneol sagnple

. NO b . '
e R BB R0P VR 46 P RISk SR RMBOR FCBpe s epropensity
nsﬂtw%ttb g8 tedielifte bk NFedit @By ERIR.NO. 46 by no nore

t han conservative am no acid substitutions. One
such dol gpepnibediment athgovirpeps i sdlecednfiohsitig g8mQ Icbhsisting of
i ol oy PRUBTHO PR el Vigbok SRS Voodn another
%?I%;ggg‘%{?t dsgﬁlos/‘léitr@@%’ eq%?ﬁ.@ artBiths ARE (Egse\fbt : fnyyét UnBther embodiment
said virus is African Swine Fever virus (ASFV).

In one embodiment the deterermining is accomplished by contacting a CD163
polypeptide with an antibody specific for the CD163 polypeptide, under conditions

wherein the antibody binds the CD163 polypeptide.
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forth in SEQID NO 48 One such polypeptide is a
pol ypeptide differing fromSEQ ID NO 48 by no nore

w0 bas/1d59€onservati ve am no aci d substituti onsPCBOSION®011502

such pol ypeptide is a polypeptide differing from SEQ

I D NO IASink¥ntih aléPim6lullbidh iblak@BoBfpéalid/ShaBinhe g&l'&ﬁeptide is
substitutions. One such pol ynucl eot’i'de conpri ses
pispiddres thegrosp consistige af thel pobpeptides desaitpdibslong SEQ
| D NO -16 WO 2005/.107796, PCT/ US2005/ 011502 The
i nvent T%fe%efg _festgle il?wvfpgaté ?S%FC’?"@&F ap é%f I_i‘éﬁpe_l’tlde having at least
PRO% 7093, 9243, CBMITRVE 7525 965%, P94y 98, 90% 6! 818 ARF! %,

ot des

fromthe group consisting o hée pol ynutle
it &30, 159 70 B8 %1 188 e DO Yee 91 Yoo 92 Ty 03| 93702945, 95%, 96% 97%

[ an J.sol .at lyqucl eotide conprising: 5 (a)
a%ﬁ%’l ﬁrcffféailﬁya@ggﬁ@@ﬁéﬁas’é forth in SEQ ID NOs: 1

or 5 (Ohe such ROk L : b

Chat hone SicHOUPFEADS L gBLPRs FABRHRE fBnPY BN Foy no
Mot 1By 26 0oIRTHMANBLTAVBIUB LM BRI 83% 84% 85% 86% 87
% 88% 89% 90% .91% 92% 93% 93% 94% 95% 96%
97% 98(‘3%le %FKQ’Q?%PCP‘&%HF F‘W%’Pﬁ eiffering frgm EQ I3 NO: 2 by no

RabxrrR i 616 i inbRci 2 10 (c) a
pol ynucl eot i%?@%ﬁ%‘?‘#gggﬁg%étg%%ﬁ%e of SEQ ID: 2,

(d) a @ud suchpobpeptitie aniprises SEQHP NOnpl ement of any of
(a), (kfé 0 g_? Therefore the invention also includes

an i sol ?fstofé eyHYFé’iﬂeB@Jr%aéHCéWﬁﬁraPéw@t@d polapepiide having at least
Bioy 1} ' H-@&g t. ipy. SEQ | D NOs: 12 or

13 (bg&{ﬁ{ga&%@?got [ gfo?ﬁélt]fsg%odlgg ggpol ypepti de

t hat Hamse suchipelyptptdR%is aipdypeptide differing frohSEKD D IND:i 4yby no

to a polypeptide,.set forth in SEQID NO 14 (c) a
ﬁ‘a‘i’%ﬁ%ﬁ gﬁ?‘?“&%“’é‘iﬁ%eoadmﬁa agid sybstitetiansde of SEQ ID: 14,

d) a i Whi LS f
(2, (B SRMPRBBEARE LR polobhide ERIPLEITG B AR gy o
amorke sidnatGecbnpertvytivecingiab iacid sabstpiticisng: (a) a
pol ynu Ieot{lde sequence set forth in SEQ ID NGs: 22 or
23 20 19)sug ;BB‘W%&H%’B{I}P@@CSG‘?E@@%O&%OI ypepti de of

SEQ | I3 : : | [ is.th oo

o ekl by S SR Ml 5l g o
ISR AD N 24l lyond inoteltHes?2 apnsesaliat eshifodidsdsgatibae

conpri si ng: a) agféol ynucl eoti de sequence set forth

( |
i n SEQMURBOlYpeptisie compripys SEQIPYWRCI4%ot i de t hat

encod I [ ; t. | t. 96% 97% 98%
o7 oSSy DAL 08 PGS B R Bt s
96Py PEP 1986k 08 09% ehiityitda ﬁgyéﬂa&@t f8rfh (FSEQ@ ID NO: 27.
pol ynucl eotj de encoding a po tide of SEQ ID: 27,

(d)~ a s Sprbueplypentide i pelbrpmlydgﬁgff@m@ﬂr@m B Ngh 27 &y no

) . . r.e the invention also includes
5?2‘) rle gg) aQtog('r n%)%lllil/tﬁvygas{elgé .g%@ s %Slilﬁl}tfoéllshg: (a)
pol yn@reasuth gelypeaidenc € psi§heftide tdittérth ls@Q\@No"é@
31 30 (b) a gol gﬂﬂcl eot?dgbeta%at encro es a pol ypepti gg&no

e thagsl Ogonparyaiivegguponacid sobstitutomsi ty  and or

il gt 1 tide set forth in SE 32
Coy o it B BuftRigk BERbierd B iy SERLINCSER |
32, (dherefgrelidiagERRni A0 WILE dnSisb1RRd HBIRERITR Hav B at least

an; of (a), (b) or (c). -17
98%, 99% identity to a polypeptide set forth in SEQ ID NO: 32

One such polypeptide is a polypeptide differing from SEQ ID NO: 32 by no

more than 15 conservative amino acid substitutions.
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WD 2005/ 107796 PCT/ US2005/ 011502 Therefore the
i nvention also includes an isol ated pol ynucl eoti de

weowpndzdeg: (a) pol ynucl eoti de sequence set POT/UR200$011502

SEQ I D NOs: 33 (b) a polynucleotide that encodes a
ol t %
G00d | aont o RpePEt: B poREbditelil £30 SR a2 by no
fprertham 1 GE@seiDatiic arﬁﬁo&c{cbs)ubmtpﬁbwucl eot i de encodl ng
a pol ypepti SEQ | D 34, a polynucl eoti de
b o BE8bich Bebingpathdng rob TP ORI S5 QP NG) 32,
Ther ef pigerbRemk rlii@é?ﬁloﬂ AR 1ﬁ81(1&%§cajnli?o€i§te&1 g?géﬁicfe%avmg at least

pol ynucl eoti de conpri si ng

SEFo. 68 956, 98 991%| mexﬁlﬁﬁ:tol ipd}@repu&sse( Byrthéin SEQ ID NO: 34
pol yn él eot de that encodes a eptide that has at

| east 9BRSUSEROLPORIIdegs doholypentd egi;g rmgjﬁmnu SEQ dRANQr34 by no

dhin SEQID NO 36
?hgﬁeatﬁ%dof%%%ng @gﬂ?\?@ e enco%lesﬁ%&gm{l&{ ypeptide of SEQ I D

36 (omnasmhlpprympept&mls d@olypiesiid diffefise HOMBRIEDINGS 34 by no
(c). Therefore the i nventl on al so

eGEF@'S 1(3;\?9113%?! PiaYeeRmine (agidumbettions. conpri sing:  (a)

?8') S e P BRMEE R B Bhrpdin Srl s B RQEPG s,

has atTheeefsie tHSMvEHGOn A994ncRRWR & isoREDpdlfRptidd Na at least
sim| ar|t§ to a pol ypeptide set forth in SEQ I

ﬁ% % %% & V3G P EBtddE ol yrgpidesst fopdin SE 1BF NQE@é

7 oo s BS503R S

aheie thaic] Licteseramtivesahiab adidpabytitugd ot i de conpri si ng:
20 (a) polynucleotide sequence set forth in SEQID

NOs: d9n¢ girh polypegtifleds a pplypeptideatiffenesiien SEQ ID NO: 36 by no

I 5% 96% 97% 98%
88‘1‘3}%%%{3 (f&%ntsag%% oﬁmgllgr%c’l &Pf’%@ U, ?ool ypieptl deo;et

forth Ome siE@pb de4§)ag§i)yp@ptﬂié| c\bﬁi{ﬁﬂsﬁ%@]@@ﬂ? REpdicNg a
pol ypepti de of Q ID: (d) ol ynucl eoti de whi ch
is th l@dmﬁr@ﬁéﬁisoanclw a@flsc(ldrd P()hpepforde@aymgasleast 95%, 96%,

SPGB deti Rt B Rt pe oS St e bR R

sequerds seh pf)@fpéfﬁlderis §§63yba)d}i@&hffélr%1g( #dmIEQ ID NO: 38 by no

pol ynucl eotide that encodés a pol ypeptide that has
[ne2rs thaysh %%rvgn%anga%wd Sugg%tlollsent ity and or

(o) oo i EpBubial ERbnliprd % (Bt IB I Ny 38y no

%re%ﬁhn(I@c@sﬁ@&%&%ﬁﬁ@hblﬁ%um&@ﬁbdss the conpl enent of
any of (a), h gﬁypor (c). Therefore the invention also
P

i ncl udél‘se %ln eitisle ipo pylypeptiotcotprisimgBHGIMKO: 40a)

p0| y %%:7 St el qgslgélggset : %B%ngélgteg(pg ;pgptli\d%ﬁavﬁngg at least
@g%/ 96% 9¢%I o7, { a
least 95% 96% 9% IGREASS Lpob ngttfoﬁﬁ il 388 Do

si mi | &metspch polapemsidg peppokypesie dﬁftﬁasrtﬂg ﬂmsm SEQ IIDNWO4044 no

nucI eot i de .enc pol ypepti de of SEQ ID:
i‘lfzfe?tf?‘ F?ﬁﬂbﬁe@&lp‘aécaﬁ}‘%‘rmﬂ@“@he conpl enent of
any ofoaeam h pOypGHtide s RS R0 3
i ncl udes aﬁ ?%P 1ed p%Pélr‘{g%Fggt &lﬁg}ﬁprl Si % 3 %91110
padry thaol datonstevabgueeanne add tsubsititionsn SEQ | D NQs 45
(b) a polynucl eotide. that encodes a poly ti de that
has alOnesHel PYyBEPLigeds 2 polypensitocomprising 560 BEN0: 4904
98% or 99%, identity and or simlarity to a
pol ypepti de set forth
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in SEQID NO 46 10 (c) a polynucl eoti de encoding a
pol ypeptide of SEQ ID: 46, (d) a pol ynucl eoti de which
wo gooshe77eonpl ement of any of (a), (b) or (c). PdNES2005/011502
i nvention also includes an isolated pol ynucl eoti de
Corrpr | Thétefore {Hd £ '
| D Reaore FRIRALMIED BRI o SAREFolprig2 ok B 0%
pl %P W30, 1M G, 9b%s 96k, VB I8IB.V Rikity 9@ %’tpo@ﬁ@pude 3& forth in

9%@&{ 96% 97% 98% or 99% identity and or

I q) 0 a polypeptide set forth in SEQIDNO

48 (C)Oﬁe&sﬂhwﬁj b 0>

ID 49, (d) a polegﬁ%éc{g%ﬁ%ggﬂ\}\#% eHHé?ﬁe coﬁ‘p erre'n yno
omomﬁlamﬁ censervatiye aminpcirid stbstitefiofise t he i nventi on
alsoin@ L}J{;ﬁOi'i\CDJ,Spoléfpeptldeln which the 20

trans PLPGPEYE 15 ¢ nebypepiide diffsdng fremeSEQAD NO: 42 by no
'IﬂMl%rthhrP![‘O BbRBryafifd é&%n% a%ufﬁ%'bé’t?ﬂﬁ&r?o“ de encoding a CD

163 pol ypeptide in Fansirenbr ane region is

del et e@ne suchgdiipepiide ik @ pohgepiidee@ddipiGing SEQ MDD 40N
i nclu n,additional aspect, all enbodi nents of

the in T’ offnt%ﬁ areatien alﬁ‘hﬂ‘é’é%‘ﬁ& an ioligsl RedypepHdamhavieg at least
VGRI%h, af190) 9 972 @?%Dﬁg%g@%l dep, oL 10QE) eg9%§§@qitb%@olypepude set

Description’o Uence “Li sting
]forIENASEQdDdﬁ@mzbncodl ng porcine susCD163vl SEQ I D NGO

2-pre%5c:t ed am no aci d sequence of porcine susCD163vl

SEQ | [PRgFuch po Yé’mﬁ@esléa@éh’@éptl@eﬂhﬁm fremedHQ H Ny no
Ad St 3K AP 1 BLonsES: ﬂl{% A}Bnégc Eg{ iiGEed amno acid
8 r e%SS| on

sequence derive om acc nunber

AJ 31170 SERpoFpbidideSs & @bl%zp dﬁfﬂé&ﬁff@nﬁg frEmEH ﬁS‘No 44 by no

cont aj ni ng fl anki ng (non-co sequence. -19

J00s/tdYy @WPWBP @qlﬂsﬁg!zsnt@msu D NO:

6-11- -0 r-- uence
encodi O SR e RBHFRER axlyben s mrinpe oMo &

non Cliabireft tﬁemweﬂm alSFRchi@edN& ik
( di nggggl)rem ne susCD 63v2 5 SEQ | Slated eﬁﬁ&’@@d“&?g at least

0% Ptk €aOdt Wa%% 56y 24 5554 Sforicintity SUSCDISER st
6% r%ﬁ@[é% -primer sequences SEQ ID NO 17---cDNA

sequence~enco |ng human CD163v2 cont ai ni ng fl anki ng

( non- Aot sugh ps fieq ?E@gé RIQitF&ing £
encodi ng hurrgnwcg?%vsza 0 I':&)1 ' Hf o pr(%glgmg‘%byno

dPe1H dhascl Tconsefyativeeanino h@ndanbs@mltmz SEQ I D

gl(e)qﬁce);lce_ éhcgafg;ﬁ%ptﬁ(ﬁg?%gg% ltg?jrmgat%‘l’ﬁll$§%ﬂi§ﬁ@ 4§ by no

(o8 tie@di 0 hs&QaUR HEno RE@shbdtiAR3- - - CDNA sequence
encodi ng nmurine CD163v2 15 SEQ I D NO 24--- predicted

am no Qnei ek pglyeentisleds a nulwpwmldemwmﬁmsfsm DD NO: 46.

[PNA ue ncogi ng. mur i.ne
cont al"Tr%lle?]eg tg%%v%rgilon s includ an 1solated poil' eptlde having at least
90%. 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% identity to a polypeptide set

forth in SEQ ID NO: 48

One such polypeptide is a polypeptide differing from SEQ ID NO: 48 by no

more than 15 conservative amino acid substitutions.

One such polypeptide is a polypeptide differing from SEQ ID NO: 48 by no

more than 10 conservative amino acid substitutions.

One such polynucleotide comprises a polynucleotide encoding a polypeptide
comprising SEQ ID NO: 48.
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(non-codi ng) sequence. SEQ I D NO 26--- cDNA sequence
encodi ng nmuri ne CD163v3 SEQ ID NO 27--- predicted

wa@peiose0zes d sequence of nmurine CD 163v3 20 SERTT/DS2005/011502

NO 28-29---prinmer sequences SEQ | D NO 30---cDNA
seq ue’Dl@eEm@B@tQﬂi A6 MERGesl4risSTEE Y31 @%Hl%ig&le’&ﬂde whereip said

f I anki ng, (non codi ng) sequence. SEQ I'D
Hnskoide Wﬂlﬁctﬁgl fraRhelgtouCRIB B8 SEQelpDlyNOcBatides

ttﬁ%) n no aci d sequence of MARC- 145 CD163v3 25
%@%‘dﬂ% eg :cDNA sequence encoding Vero cell CD163v2
Theérofd theinveRtibh hiso MehRfs an Rﬁﬂﬁ%ﬁ%ﬁﬁ&ﬁgg @%gw

sequence of Vero cell CD163v2
@pa pelye@clecrtubchecpgenwm fough in SHIR TONGs: tiramsscr i pt SEQ

app BilyaclegsRe T RbsgeS E pel R B S LRe b 10 760, 3%,
b1 TRBA b Rs a0 k0A0s R h B M S8, BT o,

am no aci d sequencé of 'Vero
mw—%,mlgem@é%eﬂﬁ%dDM Vetop96%| N7 7RPR 30H9%, identity

SRS SRR T, S
-20 WO
SR SRR O S

B epolgmadlecmqle wdiichcis thesoogupienesat oﬂ‘anyeif@a)c@)l) br @5)163v6 SEQ
NOJ;:thiI gNA sequence, encodi ng Vero cell CD163v7
t rans ?}C re @WCBU‘PUIQQLIHCIL}S‘P%@W @P@é?dd?ﬁl)‘mlck@tlde ComPHSlng

%ﬁﬂﬁ?ﬁﬁ‘g"l‘ig&dﬁ%&?‘%ﬁ? FP ko PRAIS %‘? 5 SEQ ID
(ND» p6lynuqleceidie thae dnadeswpagpoptidethaetivg et Rhst©, identity and or
se uence encodlng cani ne

63v2 SEQ -
%ﬁggﬁ?\é@ ?P&ﬂEWBFeth@EQSEQ 4 predicted anino

scription of
Fre ﬂﬁﬁ%ﬁﬁgsﬁlﬁﬁiﬂq@%b@{?@%ﬁé\éﬁﬁ?ﬁ&pﬁ. son of
(s ERyRHRIcbtide thichis ht Edplngur 6f o M‘(zl)o(b%t @).Sequence
al i gnment_ of susCD163vl (S IDNO 2) wmth AJ311716

( SEQ Tsralese thy ivegtipnealsy Nghideven elasdqobrueleatidegenreprising:

Pl Bogirdietts sl TN UM R0 ) beni na

(bba pbﬂgnﬂfﬁébtﬂi‘e@ﬁﬁcbcﬁng a Pbigpéptids ofSEE) M:gasted with
either Dralll or Drdl, followed by a bi unt i ng
(Frpalymisleptide wiichinthe éﬁrziyleélenwfta@y of(@an(tlp, the

I
Vi o ok e SRR Ere Mehuled B et pobibe 5o i Pyisine:
(u)apcblymmedtﬂde sequRasd 3¢ fdve in SEEY I NOs; £5 eppg ers from
(pRSV) and SV40 (pSv40) are indicated with

(h} 3 B%ﬂuch\?tlﬂfb hat @@dmtﬁypepmat his Bt heast OPBriB1% 98%, or

Y2 PRS0 G MR YT bOletai S ot R RN ek

(CFd polyrteotide @ntddli ip?@i_}é@%[ﬁlﬁe Bf'@ég sgyate P129 and

st al ned wi th SDOM . Pan shows a
AbhrgEtielessiy whighiethe @emplememmsf anpahel), (B) shiows
EE*“ Waafbr i, BEn st atcarncs i 0 Bied mohscleotide comnprising:

(a) polynucleotide sequence set forth in SEQ ID NOs: 30 or 31

(b) a polynucleotide that encodes a polypeptide that has at least 98% or 99%,, identity
and or similarity to a polypeptide set forth in SEQ ID NO: 32

(c) a polynucleotide encoding a polypeptide of SEQ ID: 32,

(d) a polynucleotide which is the complement of any of (a), (b) or (c).
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Figure 7 Three BHK/ RSV/vl cell lines, #2, #3, and #4
were infected wwith PRRSVY isolate P129 and st ai ned

WORaE18D@M 7- FI TC. Panel A shows BHK/ RSV/ vl cl peiBUS285/011502

10

15
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Panel B shows BHK/ RSV/ vl clone #3. Panel C shows
BHK/ RSYhatbford @R6Gnvehtion BlsgY Bghd ' cell o
l'i nes st abloy exprrl‘z%g%gi Sg?f?@f%@ a@gfgg?/dib &ig OC\}\%OEl&egﬁmpnsmg,

PERIpIualzotide seGaticel senfasth i BRQAMNOs33D 63vI - GAF and
passage 4, were

N EK- - susCD163vl - AL, both at

i h’g @&chg“ﬂ%??tr@et% epausigs p gelyatnaide thakBastah leapiS% Q6. 97%, 98% or
PhSV ' . : fi,xed

o KD BE Rk Dol BB BRI SEOI 0t Mhoay
SEpdbdlyrudientidthemsediag atpoBpbptidelof WB@ADH41 07796

PCT/ US2005/ 011502 m croscopy gright) shows | ocalized

r €2 BRynp¢leqtide ayhickHs thegomplesagnt oy &f (DA er &t i on

(left) - ' . Viral ofapsi d antigen. ..
i gur eTERH BRIAERM AR enl R gl GQF ARG fifipisine
e poliynfidedtioid sequidncEsIREdth inSH@IB NeJs295and st ai ned

wi t h npnocl onal anti body SDOWM7-FI TC. Panel A shows 5

F0) reolynugleotide)that enendes a pelpaptide drabhas aticaROIu 96%) Bive, 98% or

# P . . Viy | clone #3. shows
s R o P TS polipenfis B iot R m SERTRASOCH 1 S

afc) ppsBageediAe enobdinf & Gol gﬁnd@%ﬁﬁ%m@@t e P129.

Left: The nonol ayer was fixed with 80% acetone and

stdap pekynygleqiide mlneh is dhe aogwieseentofanyl af i@l (et (dody

SDOML7 | . Technol ogi es | n which is 10 specific, .
For PSR REEERAG- A Eheh el 4 BBl dlu I GRGE pombrising
ba) pélyndidi€dtidle sbddenbe S For@in h Repseey | di stribution.
Figure 11 BHK- Scri pt-susCD163v2- A9 at passage 17

i @g a pebygudlpatide piRiReRcodes o pelypepride that Miset teastSI55y 86 %y@¥%%, 98% or

o] e SREEP e ReruBtg LR frariD No: 38
Teyh @@lyﬁ@él_é‘&ide%bodiﬂ@bgbl_}rk%tﬁ% o2REE) f:asf or PRRSV

nucl eocapsid. Figure 1 ree representative exanpl es

ofd) & pelyBrpgatidymiichcie Hie dompissnenT biganyesif (&), (bhver €).i nf ect ed

w th PRRSV. i sol ate P129 and. subsequent stajned with, .
SponL 7B ERES O EhEntas S e Eey i o ealyplide gamprising:

NEdlyRucHHIEE sédilehcd ded ort BRSPS X@s#3¢, and panel C
shows cell |ine BHK/RSV/Iv2 #47. 20 Figure 13

Fik) & DhiaBud B tide HEDesRes A\golypeptids thatjeas hblenstios i ¥ao \i79% 98% or
P AV I RP129.. Th I t fixed with
e dsb R e S P BRORSH o ahin S50 0 NG: 40"
;ﬁ]ggb@g@dm&ﬂfeieﬂ@&&@%e iaero@FEbeﬁj!rA@! ogi es Inc),

speci fic for PRRSV nucl eocapsid. Figure 14
Tldpa polyourieatide phichas theRBRBIEnENnoOLEg @f ), MY ur (c).
r ecomhj,na cell lines . 25 stably, expressing . .
G s oo Bt ftore it inygnRingelsd sty pdisS e RbtroRieptidecompprising
i [ \ 94-3 isolate
U PYSInuchiive sCHRAES JE8 R 19 IP;& VL

RRSV. Sanmpl es harveste our intervals were
t (b} a polydudientiBREGt tddodesd polymeptitather isas aFlegdt 96 %196 9| 9%, 98% or
cytonetry analysis of PRRSV infection in_the presence
ﬁ”%dd%%y ag‘@ 8%?11’4118“%(&? ABekypeptidpgetfarte i FEQ AR NNQLAR ng
= - ' fection were
(67 pord o {daat Geddind™ @%@éﬁgtﬁggﬁﬂt Y22 Cbody o
nd) apblygeddotitig GhichNEGHe comglenithesitg o) \bior (c).
G-P-expressi ng PRRSY. Each data point represents the
resul t'Ehe@qfogertgﬁ [nventien 3lag ingludepan isolated polynucleotide comprising:

(a) polynucleotide sequence set forth in SEQ ID NOs: 43
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cytonetry analysis of PRRSV infection in the presence

wo@R008D1B%% specific anti body. NLFK cel | s st abl BCT/US2005/011502
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expressi ng human CD163 were incubated with either CD

1 béleGtidRNhAR d
L saomab oL IRl pIGRIRC Bl AR 2807 9% o

p8%%., identitytand or sildlapityr toarpolypeptide seFiRrthup SEQIDIYO544
i pfected cells was determ ned h. data point
B REERpERonk dHESding sppbmraidaardiR B4 Por "cel 1 5
Fiadmel i &F G j | her ive
sglgi gg r%ﬁegﬁ%%g&%% tCD16 %1;%%&8{? %@cag\;% gﬁ OF ?%’m Ver o
cel | s. Thdrefosd the viavention slsdifcledes an isohedpepnttide comprising:

f 1 . desi gnated E6, EL05, and E83.
423 RE BelentisReeGisnra g RGO NOSAS 10 mul £ pl oo
ofv) ta_fﬂbfy%%lclé&fhetﬂ'ihfi LEERESa ?&yﬁefb‘tidé B'hds dr ﬂaaglh%b/?@q% 92%, 93%,

reading franme when absen n contrast, e ‘dbsenc
094 %8B % 86%| Y57 8% 05 B9 %t, édbntigedidrog sintikiiey @rcholypeptide set forth

alt lve am no acid sequence at the carboxy
t’é’rﬁcﬂﬁém:“phe protein (indicated by a hatched

p ' ' ).Cit ransmenbr ane
(g PRk aebite b BhEh mo B e Lo e 1,
P RpvIFandlgitids wdhlie hexotfplaadnt 6f anyfECA)ed) of {d). PRRSV

iiol ate P129.  Undil uted supernatant from PRRSV
i St myventoncpiso ineludesomn isplpied walynpdleetidecomprising:

L R e R ot MO T 0, W T

nibh a polynadlectitk it dycoBX W polypeptide tar hizedldast 96%a9YEL 9%, 93%,
Figure 19. FK-RSVScript-susCDl 63v2 #51 cells infected
m?%, PERERTo; L1850 pn I, aentifyand ot signilatipete naobpeptideet forth
EE%@&/?NI@QQ P201 i nfected PAMs was used to infect

- C

ript-susCD163v2 #51 cells. Two days post

| @) epblynoclédtticentdding e pelypastkle @i SEQ Ard9and st ai ned
wi th npnocl onal antibody SDOM7 as descri bed in

Eida Apprlynycieotide gihich is the coptpaspandf @y of (a), (b) or ().

ot T e SR
| tidre mieaBrant tdpid?RRIleRA01 at  passage 1, twenty-four

hours post infection. Panel B shows a nonol ayer of
cel | s Dherefatesthe instention elee inshidas & polyeudletide encoding a CD163

S J . 01 at passage ., Figure 21. NLFK
SHABERR T R0k RO it

FK- c DNAddittoh usrill6idm@bthe WeveaitiB 1E1UMRS ok Qh alilligiofd aspect, all
163 expression. Cells were fixed in 80% acetone and 3%

reakadigenip phthedatentian natiemerin GpPEES afREBy Siesttharvadtations
X or gne hour follow ng by washing with PBS.
Fkal Ae e 1

rvI's Vci:Onkey anti - Goat |1gG conjugated

with FITC (Bi agiasl Béschiptionlof e OQuehBd Biskngs: No
specific fluorescence vvgs det ect ed ien thleS -g3 WO

/IDON Q9 d—RDI¥ AS2QEBLO dik®dihg puidike paCBib3ekl | s as
| Q~Fl,oure 21A. The jority of the FK_A6. A2
SHROT S0 2l EiCrt aminy o seiende SipaiepsCRIBAR i ng
t nac [ Enlok .
DeeCR P AR &@C N N?/%E{WCI&%E\)I 5 @esﬁlé’r aﬁ%*z Sk 138
GHQsIMNOcket-preflicreds ama bed eletjingice \derived PRNMGESbYE' accession

or "vir on- perm ssive". For exanple, a cell or
d&@bqrﬁﬁélﬁwlgt is virus perm ssive is capabl e of

ST SN g CERRNTELof b B0 coane

requgnee.n ssive i s incapable of allow ng virus
i nfection, subsequent replication and
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10 virus production. A cell line that is already
sonmewhat perm ssive nmay be rendered nore perm ssive

whyoosher7aet hods of the invention. Arteriviri darCT/ESBOF011502
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to a famly of envel oped, positive-stranded RNA

VSEQ%SH;N(qu_ppg bAfhet géq{lgl% gr der Nidovirales. The

i ncl udes™ I act at'e ydr ogenase- el evating virus

(SEQ) IBf NODdJ2, -eddiNAe sequentd tdngoding USorcindViusCH MY containing

Ag?r}gﬁrl &%I Cc fever 15 virus (SHFV), and PRRSV.
Bx8ding) seapensel y of i cosohedral , envel oped

| SEOINGI < oROmRn EIEARY: BB Bl TR B ©f

NSEQdM N2$4 H-oprediciEh @nﬂ@j&l@ﬁecg cﬁgJolrdiné Susdey1icyes
fromAfrican Swi ne Fever And Relet Viruses. African

QslS %TIKW%WHF@ the type species of the 20

Vi d is the sol.e nenber he famly. )
PRI NORPLP R scaleeX e RGueck RS £ 1650, et lanking
amdnNNoding) sefjiidecan PRRS virus genotypes. Wthin each

i sol ates typically share 85% or higher

genot
Qelﬁ) N@s13-ceahINA peqRacaemodipgrinmapedD 168odever , t he

I I uenc ,dentity is onl bout 60%_25 The

SRR P NGRS e it a8 o A ol e

T%QWN@Z@-@llJﬁm@%&ff h¥dgr uses i s single-st randed

RNA of positive polarity between 12 and 16 kb in

I %E@t 13 )] N,Qpﬂie-dcl)NAt tequéiceendoding motiya dB1YBeR @On@inidd Elanking
er two-thirds of the genone is dedicated to

o(ﬁgﬂ CP@&%/WQU‘FIICSHES (ORFs) la and 1b, which encode the
L. b is an

O T N AR AR ertod g e 1 6 2

r$IBQIINND:24-aneadicttd amBRRFsid seqabtel df murthetCRIGIvat ed

pﬁ%&é gnthe genom ¢ RNA. These Iar% .

p%‘?@ Py FANAL sequence gneadiag 1yring CR163yhcensiming fanking
Y, di screte smal |l er peptides. The
r@%?ﬁ%ﬁépg%‘g&emm ch encode viral structural

BEQAIDNNQ:26-6 (DN esfirtlcd ¢rRbtlidg SRIHRCDI 6333

co-term nal subgenom c RNAs (sgRNAs). -24 WO

Xy M@w-e@wdﬁz@@wr@lmsequmm Oiglmnme GP¥3yyBoduced
%@ﬁlﬂﬂgﬁti %rlgl{egnscrl(%tl on of negative-stranded

such | eader sequence becones
fSB@d IDO Nﬂ.‘@b thNACEéq%nceTQﬁcéﬂihQrMAﬁ(f g3 UCB|163 3 containing
prote| ns are the nucl eocapsid (N, encoded by OR ‘S
@p&*cgdlog)eaeque(mp encoded by ORF6), and the

ﬁ%@?ﬁﬁ?’ﬁ# PN SRR Conporiardig RRCER" Loty b

(S}RﬁaE)NOam--%lécﬁBE@Qﬁnnoaic?d BollMceMISREL Y5 CD16 v3

components of 'the virion, whose functions have no
IDENQe3 3 el 0NA sérqmenarmémoduhg Velod od:lb@EléBv%‘SMlﬂstas

50 1D 0P G aish Ao Big seisnieret Ve e NEH Ba2, 4.
99D X6: ﬁﬁebmrs%g@a nct Eﬁcotdﬁ{g%e&feeﬁﬁ% %%%g@%?

means a proteln enc

i@ 1D NOE3M: prgdistddahiino ued Isa{ﬁeﬁcé:@mv @bRENTD163v3
conservati ve chan A cDNA

ervati ve or non- es
sﬁ%‘ié OGWat cRNAsgauenge priodingsVap cel @%1&3% pnicdpt

Ao R ObE B R e SRS VBRI cilvad ™

(SEO Ilwoassceastsebpwncé\EMﬁﬁgS%m%énYﬁiﬂssa!? trafekipt P! €
human vari ants, exenplified by Genbank access nunbers

AR IDENQerd)-- msdm&aﬁm; amd\éequepcrr ¢f Yiap eklh CD163v5
(%gih CIII éhat encode i ne, . human,
‘ﬁﬁ@, §n "a ' a*ﬁqwseﬁnm% resel] 6D 1081§ Hé‘EﬁCFlHFes

and which conprise the sequences set forth in SEQ ID
NO 1, 5, 12 13, 17, 18, 22,"%3 25 26, 30, 31 33,
35,
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20

37, 39, 41, 42, 43, 45 and 47. A "CD163 pol ypepti de"
is a menber of the scavenger receptor cysteine-rich
w@ 3RER)779@mi |y of transnmenbrane gl ycopr ot ei ns, P@ntiS1085/011502
t hought 20 to be expressed exclusively on nonocytes
: ' i 4fd I IS to
"SHOMENOA0S %&‘é@f%‘éﬁ‘éq‘%fgrﬁsﬁ%ﬂ?g |°Fg%on‘§eﬁrﬁaé]?’rg G s by
cSHQUR N@:43e anIA)kriqneﬁtﬂ@o@im@NBrd:@HlIﬁIEE_X@ﬁWh}ians?(r_ipt 10
i nterl eukin-

e tosi s, The_ subseguent rel ease of
aﬁ@&%&@iﬁ PEdidiechamineyigiditageante pg ¥gra eellj GD163v7

hi t t . f .
CEROIE N SDK A Mg B AR Elle BB Gansers,
5 THEQDNO:26-- cRlfdeDania o%@i@%é%&ick Bf &higCDIESHRE 12,
and consists of 17 exons and 16 introns. A nunber of

i SBRIDN Q47+ DN sa@Bneengpdingicdeine IGA163d3 rgnsveigbr ane
1 [ | ] d ted t - t
oSO NP PR B0 S S M Cing EBAST "l

1999). Isoforns that conprise a transnmenbrane domain
are particularly preferred. 30 A transnenbrane domai n
is characterized birief Pedcyiptioniofi¢hesBgawitgsof a | ar ger

T R e
SPRar& e Antio atid §<§]%Tﬁn r %éﬁ%%ﬂ@%ﬂesﬁ@ﬁ@@éﬂg( @;No: 2) with

that traverses the hy environnent "o
| A 1d 706 [SERID N®ed)menbr ane- spanning -25 WO
é%%S/%ig{QP P&TéUSZOOS/OllSOZ segment is. conposed of
HEE ADUalePEds eencs alignmsALY supCRILaRv Iowith Ad3117daal | y
[ [ . 0 n, ..
Dgbies, SR ATne) PBmDs gt BRI Rk L COREY behing
sthaRSY prentotan @lamidswere pligested vith eithieel Di fBYordMILIbN&Red by a
ﬁ identifjed by nmeans of a hydropathy plot. The
gtf RN sac o aHEh B e faz s e Abehfleapup,te plasmids weridigasted
andi . I 6l NG At chfication To. ..
Qe Vo, TR By A el 8By tgatea
sitilizirgy the echesiveeVdrb@iming Ponedss fvniREVT(BREEY ahy SV40 (pSV40)
i nspection of the sequence or hydropathy plots. SEQ HB
NERIndicatefov i aIOWepr esent ati ve of variant CD 163

af & i i : donai
b S ARl DRIy Y ADE R AR ScP™ ”
Heigeir a6 Mhece BHEOCYIWG! el AR, #3enehml #12 4Rl Bhch-pd 2 Ye BHK

pol yri bonucl eoti de or pol ydeoxri bonucl eoti de, iC
e} live Weserbieqte bW itiRRRRSYV isphare BE2%andi staiwsadl WIASBOWDRAFITC.

Y RILEh BREperdilye Rt tioe, PRI 1105 BRIIGMYA 1
lors #39| Feme PO Shekos BHEY/CMV /RN R e B8IIPARS D S BHKAMV/v1

doubl e-stranded RNA, RNA that is m xture of single 15
bl e- stranded regi ons, and hybrid nol ecul es

R T a R BRTRS VRN Gl AP 30 S nfeclevi PRRSV

Shalake P120R8d sEepilvathsDONEdrITed BRSH AlsRoRYBHK/RRV/v1 clone

"pol ynucl eotide"” refers to triple-stranded reglons
c@wﬂ?ﬁi‘@ﬁ B ghaeaB HK/RBI/vd rel ot #3. RdAcl@ dhdWABHRARS Varlrolone #4.

é§0|%ﬂ§%4 otjde" also %@giudes DNAs or RNAs )
AYER i slne kidngy ¢ ReS FEAIY L SHAS BCHIBRERY lophonsing
' - I— -l r—
PRI puineh cenrhy M ALy o ShABN LNl e Y
tsuis@Dﬂ@&\delG’éh,stgﬁ? ainghssage éuwhrehg&e&d?dﬂhtha?lw Q;‘égat@of Morth
vari et L fications may be made to DNA and RNA;
t@@gr’lca)rlld)j{.%%%p@ g @e(? B daye sMoaplayets ayerg fixed with 80%
i d d Lcal i of
SERUREIE ik raRORRRLAE Ko SO PR 8L e
as the chemcal fornms of DNA and RNA 25 characteristic
of viruses and cells. "PonnU@reotide" al so enbraces
relatively short



pol ynucl eoti des, often referred to as
ol i gonucl eoti des. As used hereinafter, "polypeptide"

WO edoene’7v®© any peptide or protein conprising BOT/N82005/011502
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acids joined to each other by peptide bonds or

Magébic® t) $HovRADG ized 12 hictep Rﬁglg-]g :
short c gg?ﬁgsn ) commonl ylZ? e% ?Hrlﬁeé %??fgblg%ﬂ% g‘géﬁé@é , %ﬁbdetecuon
o(lpfjophepisicddecabizediirgamelescapaiticthntiged.onger chai ns,

generally r to as proteins. Polypeptides nma
OERELE R Yo FaORS A o RizRi and My Wi infeseatioih PRRSV
e . " o . . . .
sggﬁ@%%%§q%ggF?§%ﬁwg$?ﬁ@?aéﬁﬂﬁ@ﬁhrgl proceé@@gg P%ﬁ%ﬁShows
aEKRSYvt # hodl dononBdnepBahess FRERS Vivl kjore#@mireatk! C shows
gg%h%é@pgifn %échni ues which -26 WD 2005/ 107796
0y slave Fi5o Fangl R shesyy FiRSWVE A4t he art. Such

kb §@t PR1 2 I Sl j g Lexts and|
o 07 PROGMA ST RRPCHO OBF ol BhsBRRS. (Rl RdfekRsv
r selgr R129| ilteftr Thei rnoldyeli Wascfatddarith 80% a0&6H¢ adWhed §ith

i pol ypeptide, including the peptide backbone, the
AT CofN ghtas) mameakenah aniatingyiSRO WHY KButsl Teatriphygis Inc), which is

t ol ' Jat t hat,, t h ang e

0 e%%:f? i %%?Wnﬁuﬁges C%’gpdp ?Iggggh tef,heoS e %]a%d%B En%lgrft#‘ﬁg

didlyneegiont sivexeg adll Siktridatiom a gi ven pol ypeptide. Al so,

a_gi ven pol ypeptide may contain many types of

BHERrs bt BEh OV Grini st QIR Es TYRyADa: ssago Hddnfisted with PRRSY
t ' LI pat | d.t b icljc,

P26, HRLABLHALAN Rl S0l Y B 8 R S v

beamnedaed myedcichal AAIHYESBDGINS7 (Rivral B&hhblokle®Mhc), which is
ost-transl ati on natural processes or may be nade by

post - | :
1¢pesifigipePRRS Metuelsgeapsidbdi f i cati ons or nodified forns

R TR heu PR AR 8 B e cn
albRANERE waith PRREVIER1ABPELY anE QA fRbRALLACH WEH SIOHWA 7-

nucl eotide or nucl eotide derivative, covalent
a4c Hrrapt A shows £¢lbline BHKVRPV &/ 2dE; pareed Bishows colillieat

ChRISSEI 2 FUCRBREE Bt Sblen RS Bty ot Don,
f Pigipd 1D "FRICDNA 3. 9P BAEDEERDSAL ia{‘éa%s?gfe% Rl rﬁ{h PRRSV

cystine, formation of pyroglutam ornylation,
gapdaie-RI2P b Bvg/inatdloyer vwsytoanshiteatwitn$0%Rtetane maf stained with FITC-

formatjan, hydroxyl ati.o i.odinatjgn, nethylation, .
i els el aioany SRoW R D (e, Feebnploeict s5d rghich s
PREIFD P65 PRR § O ThuBleB8EpsRE | ON, racerni zation

sél enoyl ation, sulfation, transfer-RNA nedi ated

aEiﬁ:uré Zlb‘h beIE: amdunbofalrpgial_thRRﬁ‘@pﬁidlug%csbgt:fa)uaﬁicombinant cell lines
arginyl ation, a iquitjnation see, for .
il B SRt B fed by MARG- 168 cebsives doieopineding growth
Ny o ratsindibF Ao 3 itotte o ERRSY?, SRERBRRed a 12-
Niohir friteraralis ovese tifPated pe MARES14n@dlihaspgetss, pgs. 1-12
b& Post ransl ati onal Coval ent Mbdification of

igyes by Flagv cxtomgtiy aaalisis ePRRAV dakertion inpthe presengewnf CD163
Yor ke 1O I . [\ o5+ t ei .
355 8y S 8 S TR 1 PORSff o
Erangfeotion d/820hcubd@d6#ith biffer @M 6BRpécfic ititRky or n&¥nedl 8bst IeG

nt hesi s: Post-transl ational Mdifications” and
%@@'@dMﬁctWA@@oG@iexpmm PRREY: 4Barh)dataypoivisepresents the
q§§ﬁ%Q@Eh$(m&ua§#ated" means altered by the hand of
man fromthe natural state. If an "isol ated"
conmposition or substance occurs in nature, it has been
30 changed or renoved fromits original environnent,
or both. For exanple, a polynucleotide or a
pol ypeptide naturally present“in a living animal is
not "isolated,” but the sane pol ynucl eotide or
pol ypepti de separated fromthe coexisting material s of
its natural state is "isolated", as the termis

——r I
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to mean separated fron1the ori gi nal ceIIuIar

ePiGurO 1B bwic c %&%‘t&% %@ PRRGR in@{cﬁgfl ?esg{/lgecédeD 163

is normally f ereln ere

ofpeei{mmplibodyn| Y1 FI& cb]ﬂmslgy kare@ihhgmimzﬁf CBIB@ GRInBHed with
cel.l ? i e co structed wth a énucleotide of the

i Fiheh ogy of parmal geatalg dNGS) aafl énfectad with a GFP
I d.
S SR b 8

cinfertmiseiie svab dewrmiatd VEadhOddta p6iht ©pfds@its WRirsdult f6n a single well
pol ynucl eotide was originally derived. In the
d? dsure to follow we will often nmake use of the

X rit lied t
cetete 1 8hphtol Bbicd Bt K bt FDUCRE B o g miva
mcdveraiemma%eo tdldemhé bix' vaﬂaﬂtb difRP RAGE pleSeree by Qf?seﬁdeCiﬁ%ree
is defined herein as the percentage of  am no acid

r @ongy fissignaed Ke Bl9Agnddiss. JizgueRe end K15 kave lingthstthat ate
RS E o Ul A o R SRl ke e abent.

nElQﬁﬁ&@tM:he aisenRWTESY eesti@inBehifdd e RBAE Rikhe SRIMEAESative
identity, and not considering any 15 conservative

sUB@pacidiseaeacea ﬂi@ﬁafPalbeXW termangsenf Wleareteind@ndicatgd by a hatched

RGBT BEHEC 8 S5 M s i

[Beysusova TA and TL Madden, BLAST 2 seguences- a new
tool for conparing protein and nucl eoti de sequences. "
(Higgog 1§-ERK-RS ¥Sasipt-ohisCRTG3v2HPoelld if@sal WitBPR&RIV jsokse P129.

t above am i.d .se ces a igned to .

ST LS 35 1 SR oBEPIGT ) Bl
P g SN BT 0 v
(ﬁDrQﬁcandemedAmld mose¢lonal @8Hb @Y. &]D@Y\EI 71:3%ecribz8 QQExarinle 11.

tafife - EET N cindsost 2581 T Bl eorich BRRS peplate P12,
S@H&iﬁﬂ&?subeﬁiéf%ﬁfro&me@V isd1&t pogy g?gcﬁé@PRMsh?asl B4 ﬁf } infect

sequence to align the two sequence ercent sequenc
EKfRSqutgPSus(@ 1&3n2 |#éil ecliedwodas pokiontdctigy the dallt hfere

res ti fthelnventlonis, )

ShEdhe ped el P epackmebnstbofy SHORL 4 described in
r@@n%lgqp n the candl dat e sequence that are identical
with the residues in the target sequences after

aFiggre 29 Infietion QI EKRSV SaibtisosCOUERN 2 Gor@¥¥5cellks fwith PRRSV
t he maxi mum percent_sequence

, h
SURRIED! | Rave 25 diorseamamotsy of GHll IBiess IQUHITRRSY d201 at

e B R P o0 BB shehe hifio RS TARfs 2

rdaybpost@tﬁfectﬂiﬁntllth: adll ﬁ‘&t alpetmatint PRRISSEPYAL At passage 10.
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reacted with Goat anti-human CD163 (R&D System at 1:200) for one hour following

m

by washing with PBS. For visualization, donkey anti-Goat IgG conjugated with FITC

(Biodesign Inc at 1:100) were used. No specific fluorescence was detected in the
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contribution to secondary and tertiary protein _
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Table 1, 2, and 3 below.™ Tabl vative
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[(Benﬂrhbﬁeﬁmt;onsSecond Edition; Worth Publi shers I nc.
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UHORREEBRILYS 3P Hicapakle W’é]roa&% virusrigfection, agbepggent mcplmgtl@ and

Ch
CHbE P BRI UGy B O a0 S pgere
shotel peanissive by ahd methadd ofthe exenpdm@ry conservative

subst i t ut i ons are set out in Table 3, imediately
bel ow. Arfeibrigidae refesn int {amilnel egueloped: mositive stranded RNA viruses

belonging to the order Nidovirales. The family includes lactate dehydrogenase-
elevating virus (LDV) of mice, equine arteritis virus (EAV), simian hemorrhagic fever
virus (SHFV), and PRRSV.

Asfarviridae is a family of icosohedral, enveloped viruses whose genomes
consist of single molecules of linear double-stranded DNA about 150000-190000
nucleotides long. The name of the family is derived from African Swine Fever And
Releted Viruses. African Swine Fever Virus (ASFV) is the type species of the
Asfivirus genus and is the sole member of the family.

The term “PRRSV” or PRRS virus refers to both European and North
American PRRS virus genotypes. Within each genotype, isolates typically share 85%
or higher nucleotide identity. Between genotypes, however, the level of sequence
identity is only about 60%.

The PRRS virus is a member of the family Arteriviridae. The genome of the
arteriviruses is single-stranded RNA of positive polarity between 12 and 16 kb in
length, capped at the 5° end and polyadenylated at the 3° end. Over two-thirds of the
genome is dedicated to open reading frames (ORFs) 1a and 1b, which encode the non-
structural functions of the virus. ORF1b is an extension of ORF1a, and is the result of
a ribosomal frameshift. ORFs 1a and 1b are translated directly from the genomic
RNA. These large polypeptide products are cleaved by viral proteases to yield 12 or
13 discrete smaller peptides. The remaining ORFs, which encode viral structural

proteins, are expressed from a series of 3’ co-terminal subgenomic RNAs (sgRNAs).
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perm ssive to the virus. 20 In one e[[bodl nment, the
vi rus Ahaedihgrein, thersamn @)]ﬁﬁémb’@ﬂi)ql@ﬁ MRGABR ﬁ\Pmtﬂma@aCQﬂed bya

e Qm t he consi st
A’B%}ﬂfn%hénﬁ ggﬁ 65 gu nencgé E ic Varlal}t gor& %R%g cogﬁefﬁv%\ﬂze Or non-
heasdrvitagichah @Y A cDNA! §ec§u \hat JREERY aQforsité 08188 Polypeptide
ASFV of swine. In a erred enbodi nent the virus’'is

ApREen porfpb(Gapbanie aqmssmmum@rer I3V 63 A mertiteodDd63

AR S ol B 05 pl PGl et
trh@ltl@lﬁ&ﬁﬁn@fvanaﬁﬂ's Oddethiplified bg €lehbdrdknRcesd inufibbisWAFBH $81and
cell line to express a CD163 pol ypeptide; infecting

SGAAS@%‘}E\ Wi siepori lnqrelmpobgluclgmﬂeg ﬂl&é ﬁnfg)dsegod:lma lhumian reurine,

el S A FS RSl Sl RpeplRR A ik pQoity e
seh@glcasset f@h BEQMOWND:COBs1 513 Ng, §, doDy3 % 0608, 31 33, 35,

equine arteritis virus (EA ., sim an henorrhagic
32’\/@9 44, A2sA, 351m0Yl 47 PARSID B3 molypeetideiis ABFwnlmr of Wierseavenger

receptcgrc(ye/gtg{n%-erfjche(gﬁ%‘ﬂ) I%aerpntly oP t%anvslmreumﬁn elmse g%%%%rotems and is thought
to be expressed exclusively on monocytes and macrophages. One identified role of
CD163 is to inhibit oxidative tissue damage following hemolysis by consuming
hemoglobin:haptoglobin complexes by endocytosis. The subsequent release of
interleukin-10 and synthesis of heme oxygenase-1 results in antiinflammatory and
cytoprotective effects (Philippidis et al., 2004; Graversen et al., 2002). The human
CD163 gene spans 35 kb on chromosome 12, and consists of 17 exons and 16 introns.
A number of isoforms of the CD163 polypeptide, including membrane bound,
cytoplasmic and secreted types, are known to be generated by alternative splicing
(Ritter et al., 1999). Isoforms that comprise a transmembrane domain are particularly
preferred.

A transmembrane domain is characterized by a polypeptide segment of a larger
sequence that is exposed on both sides of a membrane. The cytoplasmic and
extracellular domains are separated by at least one membrane-spanning segment that

traverses the hydrophobic environment of the lipid bilayer. The membrane- spanning
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hybri di zati on by m nim zi ng secondary structure and
cross-hybridi zation to other sanple nucleic acid

nol ecul es in the sanple or 30 nonconpl enentary nucl eic
acid nol ecul es. Fragnentation can be perforned by
nmechani cal or chem cal neans._labeling The sanple
nucl ei ¢ acid nol ecul es or prb%%S may be | abeled with

one or nore
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-36 WO 2005/ 107796 PCT/ US2005/ 011502 | abeling
noi eties to allow for detection of hybridized

waeoayeridcanpl e nucl eic acid nol ecul e conpl exeGT/UI1965/011502

| abel i ng noi eties can include conpositions that can be
detected by spectroscopic, RYgjeacheni cal, bi ochem cal,
bi oel ectronic, immunochem cal, electrical, optical,

or chem cal neans. TGenskmadive SgbstitutionseH 5 i ncl ude
radi oi sot opes, such as (32)P, (33)P or (35)S,

chem | um nescent conpounds, | abel ed bindi ng proteins,
heavy netal atons, spectr REATRRr kers, such as

fl uorescent markers and osy)%sﬁ',g‘)—rm'gﬂ'eti c labels, linked
enzynes, nmass SPTEARAGEERISTEGAQS, spAMINOAGID

el ectron transfer donors and acceptors, and the |iKke.
Preferred fluorescent markers include Cy3 and Cy5

fl uorophores ( | iay 10 Bi ot ech,

Pi scat away N. J).A\;TEBE gﬁﬁ%&dﬁlﬁgﬁ) The nucleic acid

mol ecul e sequencA. oflipBBif@@:1 D NO 1, 3, 5, AZ1VP 17,
18, 22, 23, 25, 26, 30, 31, 33, 35, 37, 39, 41, 43, 45
and 47 or other BDfamalitodi ng sequencesFiY the art
and fragments ther C . used in variQus

hybri di zat i on 12@'t gg{wﬁr]llg oé%iglgg’f or vari ous&gur poses.
Hybri di zati on prDb&w»rdsalnd’>e desi gned or degrived from
any mammal i an CD 163 sequence but nmay nake use of
those sequences UB¢haggedsddari n SEQ ID NO 1, 3, 5, 12,
13, 17, 18, 22, 23, 6, 30, 31, 33, 3 7, 39,
41, 43, 45 and 4 '.I_Iéég%y%robes may be rmdg'];‘?om a

hi ghly specific Begingdesor froma conservegnotif, and
used in protocols to quantify CD163 nessage, allelic
variants, or 20 ¢efulfevirdequences. The hy€ri di zati on
probes of the suRj iavention may be or RNA and
may be derived ;ﬁrgb%%g%ef/lwr?amml ian CD 163 Sequence
known in the artPaitively ORargbid@usequenceskd sl osed
herein as SEQID NO 1, 3, 5, 12, 13, 17, 18, 22, 23,
25, 26, 30 or friiesagselyGhergsdqdeidi®ds i ncl DEi ng
pronoters, enhancers, and introns of the nanmalian
gene. Hybridi zation or PCR probes may be produced

Usd il Aotiedriaienalel, exdnpltycdontdraditledib®Rutions are set out in Table
end- | abel i ng, or PCR anplification in the presence of
thénmsielednbelowt eoti de. A vector containing the

nucl ei ¢ aci d sequence nay b@ #%ﬁ,d to produce an nRNA
probe in vitro by addition Of RNA pol ynmer ase and

| abel ed nucl ei ¢ acCendepvAtvé SdbstiflifrR Ipr ocedur es may
be conducted using commercially available kits such
LrigipgdResidugyi ded by Amer sham RExanmplaiySuBstitution. 30
The stringency of hybridization is determ ned by the
G+tC content of the probe, salt concentration, and
tigapsyature. In particular, st rv{/ﬂggag)ﬂecan be

i ncreased by reducing the concentration of salt or
r’igdRhg the hybridi zation tenpdryt Girg Ashn sol uti ons

use or some menbrane-based hyhri di.zati ons, additions
d%ng(hlf)organi c solvent such as @ %lﬁgdﬁ) 207796
P52005/ 011502 fornmani de algpws the reaction to

occur at a |lower tenperature. Hybridization can be
Bexsf(6) med at | ow stringency witSerbuffers, such as
%ﬁSfﬁ with 1% sodi um dodecyl sulfate (SDS) at 60C. ,

Ad pernits the formation of 4Shybridization conpl ex
bet ween nucl eoti de sequences that contain sone
m smat ches. Subsequent washes are 5 perforned at
lGIgliBy stringency with buffers Agch as 0.2xSSC with
0.1% SDS at either 45C (nedium stringency) or 68C
(high stringency). At high st;oi ngency,




hybri di zati on conpl exes will remain stable only where
the nucleic acid sequences are alnost conpletely

weopherent ary. I n sone nmenbrane- based hybri di R@L/US2985/011502
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preferably 35% or nost preferably 50@6 formam de can
bHisq@ged to the hybridization 1Q:5qk ﬁp reduce
the tenperature at which hybrldlzatlon S rf or nmed,
abel() background signals can be Ladd&&dﬂbyﬁﬂm&&mse of
oﬂﬁf@edetergents such as SarkOSﬁ or _Triton X-100 and
ki ng agent such as sal mont$p alnMeiladgheect i on
s (Rymponents and condi tions f zation are
meY known to those skilled |n'$ﬁ%wgrt g{and are
ret @ikd i n Ausubel (supra) andL&Gghedk et al. (1989)
ﬁg&gﬁylar G oning, 15 A Laboratory _Mnual, Cold Spring
Press, Plainview N Y. Bx@hpiakde I*‘h@hl y
Spiolpgent hybri di zati on conditlg_ are as follows:
hybridi zati on at 42C in a hybridizati on sol ution
coerdB) si ng 50% f ormam de, 1% SOE 1M Nad, 10%
[%ﬁg n sul fate, and washing twice for 30 m nutes at
6 irh a wash solution conpris$%g 0.1 X SSC and 1%
Sﬁ?.th i's understood in the arﬁ hat 20 conditions of
equi val ent stringency can be achieved through
VByri(@)i on of tenperature and LU Bhe, T, Setl t
cggp tration as descri bed Ausubel, et al. (Eds.),
Pratdeols in Ml ecul ar Blology,eJ@ﬁnN&Wﬂ%W Alasons

o Melifbas Difected & die Priducdids Vit a8 Posficells of the,

dinvpnitberi sel y cal cul ated based on the length and the
per cent age of guan05|ne/c osine (GC) base pairing of
the prBlsenvetionpeoyidesa mpthad pbmodiiiak prashistiomn vhras that is a

%@%ecJﬁg?%aﬁg%gﬁﬁaéﬂ?Ld%&#g?g?b %ﬁ%ﬁé?acé&F%ngé??%ﬁkS“W(ﬁ

Hiirebtiiig mwawxpresEam& ﬂ}%eﬁﬁ’dé NChi$arab Molud¥esh i a
(1989) pp.. 9.47 to 9.51. bridization specificity

CUH'S @QHWHPJQ&V@ eelbipte a vius pargrissive deltber iy myplys refdering a cell
SH5k hﬁk%¥e&9ﬁ% ]# nucl ei ¢ acid nol ecules to

speC| P y- con ‘'sanpl e nucleic acid 30 nol ecul es

that dhenad@odin®ng tB&Viplsathats 8 nkeAeR o R YRhily Kl?z%rzvu ridae or
specificity-control arrayed nucleic acid nol ecul es may

Bidae by se,lﬁg:ﬁe@l fremy tehgreupensistion of LEOhplmisd, equiiearteritis

th d I I
s TEANT AN AR RV EpGaR PRI Rk vREr aphagF of
enentary arrayed nucl eic acid nol ecul es are -38

WO 2005/ 107796 PCT/ US2005/ 011502 hybridizing to the
slam%felﬁ@ptereb@dla@nuhmrewuﬁﬁiw whet her mi smat ched

hybri du erm ned
ot oSt RsfoR Butef orldR ARl ot S mutie 4 e gt wrus that
Q§ a eiehier 6Nthe @énnﬂ]‘)&bt"ehdir%fe bPﬁsﬁzPJzﬁE&eSco t11§§ﬁhe ste s of
absol ute hybrldlzatlon format, "nuclelic a 3 ecu
providimg arcell Simapdieccting s#ig beli Hhe ecexpeess h@Dﬁﬁ3q1:xlmm§tuﬂe‘; nafecting
m gﬁra%{&hrnat d si nalssﬂ tected after
ﬁ@@ Pa lun VlE’énffr %@“FIS 1869 RIoq¥es Y RIRECRY-c
aci d '
obr i O St HBodihKE Ui ViR A BbmoLot BE bty AHERLY Bac i
ackeeted fifonythn gsoupmmwstuhg ofl IdgV odilmiss raslphlas artsnta‘)mamSZ(EAV)
nucl eic a

For. different.i bri iQn

E} E %"fﬁl %ﬁé’%e%@mﬂsy@%@ HPEY &f swine.
and | noieties. A
m xt u?gﬁg?a%lﬁ%&%n@ﬁeﬁ{tg%@%ﬁ g?{giga\??d nol ecules is
added to a mcroarray. The nmicroarray is then exam ned
under conditions in which the emssions fromthe two
different |abels are individgﬁlly det ect abl e.
Mol ecules in the mcroarray that are hybridized to
substantially equal nunbers of nucleic acid nolecul es
derived from both biol ogi cal sanples give a distinct
conmbi ned fl uorescence




15 (Shalon et al.; PCT publication W95/35505). In a
preferred enbodi nent, the |labels are fluorescent

woraiokaeIe t h di stingui shabl e em ssion spect r aPCHUSIV0EG11502
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Cy3 and Cy5 fluorophores. After hybridization, the
m cr oaAliayf theabys ARthdd uhiBRDYA1SHRAR YR Tihe & s@i?]ﬁgla%]ﬁlﬁ
acid nol ecul es and conpl ex formation between t
hp®wpentidaFiel 6 may be Fasitisated oaimtrea2a] bhmethod$ tiacinvolve the
I IS detected., .Methods for detecting conplex
BBt Eh drRabPR Rtk g SRehecaliYitha of mavaommrise
| ol @ik be deiitadi HRiHe le&} '
ail?c()eglrll abel ed w ?h a fluor eggfgﬂﬁerﬁgﬁgﬁbgﬁ%&ngfa%%@éﬁgﬁ@ﬁm?’
opolypspsids. and patterns of fluorescence indicative of
conpl ey formation.is acgonplished by fluorescence
m cr osgglgg}ch%llgp%}hgbmpog%mg;mq}q %PE%. g &nto the host cell as
&t O£ 81 nfid i i in-codi
g?(pgeri ment ,ar%)ull;acS ei ’?rg(k:ihggm}é%:og@l? {ng%whﬁ %ét‘g?pmrtr%rrl §Od1ng
diegfomy enin avivll veitoml Methogid fos imtrelutimbekegknoiis hudlaid adid into the
nﬁég (ﬂ)ff@é{e)nt fluorescent |abels with different
eSS EF e NSO R AR Frutingly psacdiced it the prjrgledefranstrsmationd
S@RRttiBh YeldiloBordl; L hfiba &%
det ect 1s p’geci fi g"‘%%%ﬁ@ﬁ%%@ﬁ& #ﬁg‘ﬂrﬁf{éﬁg %tg 4 %ﬁ%%ﬁ%@%/
ebiprses®s,onictlipsegtmsotells handmroloplastsadiodt cadl SeidhRDf kit ihvention

or re 30 sanpl.es are obtai ned. Typically,

el Frsjiehmals o deesluateicliepstonse Hesimppingbidaeut zepot

t at ou vaki at | ' i di . on, .

B GE R NPl rie? ol B Yoh RS el Ol g Tt Riancy oo

wredler svanertesdeulardST) callsd Afrii@nrednmmenkey &idiey eells (MA-104,

g%g%qu;gt i ndi vj dual arraé,ed-sanpl e -39 WO
QBERCTAGOB 5891 Shmesahamsisrovan (CHR) estlsl taby

KR S . i zed usin

R 1Y BN RN 2O TEARS b SRR IS RERBl T ef G08 cen

canitireodysteasnhay aigobeoused doththabesedidpof-CD R pigRiptidss. Tn

Based Assays The present invention provides nethods

mﬁw& ﬁﬁéﬂg@epb theePde3 pplypenides argieapressodinsipg@DIrogPhila

RAlYREBL These net hods include anal yti cal
bi g%:leﬁemhg én'mat hods such as el ectrophoresis, mass

spect rHisc ofipicec fuformt sugtiblphiek preedib dsecitld fof Nexprbdsfon of the
0@¥§i ous i mmunol ogi cal nethods such as
;

RePEBIAdes ayill ki cayrse dengnrhenan thk epedifirhers ol be he used, and
g? Sfithin (tl'r:é-gl?@fc)gl tPé 'SR lalllﬁga Scﬁg%%@%? gﬁéw@fé g{pr}ession vectors

ot t1ng, y capture nass

bincludgipSpbrtasid YeDNAEvREJSAS SEAShan (;B@ra&%ln%ﬁl,ofaﬁai pSVL

aﬁﬁarent to those of skill in the art upon review

t(Fharmypcia: Bideshd.  Expressiomsisetpss foreussr s emmmalicenhossncells may
ravi . s.for, detection . of CD 163, . )

b0 TSR A8 RSOl OBk gived from vira

ehoes yCoRagant wed prdnotet BAUERBS SRY BbAifRS _séﬂ;lfﬁ@f?ces which may be

herein, an imunoassay is an assay that utilizes an

aised Boldy presenttipmsioy intddden bt drenefi limit&l anthose derived from human

e ST -
paYReRI s SN4DPPRIctHdIRYIDRE cBhstMelibs f%ﬁﬁﬁa‘r}ﬁ? %}épression

i mmunol ogi cal binding assay formats suita
piegiers e disclosed, fforvexample, b Okkyenvin afd Bers €Mgl. , C&l Biol, 3:280

P Nos,. 4,366,241 4,376,110, 4,517, 288; and
4?‘%@?2@%@%@ ,“%e??H?l; IKVé’i”ﬁUz58$’ﬁ3$:e(I]IP8é?§op8§§)a1\/(§F ke (Nature
312:788 (f984) el £D3k6P568 hhd Fr@ ai, ed. Acadenic
Press, (I nc.)bNew Yor k (isg%ﬁéggg?eggﬁzind dinical

| mmunol ogy 7th Edition, Stites & Terr, eds. (1991);

Harl ow and Lane, supra [e.g., Chapter 14], and

Ausubel et al., supra, [e. g._,32(_:hapt er 11]. Typically,




i mmunol ogi cal bi ndi ng assays (or imunoassays) utilize
a "capture agent" to specifically bind to and, often,

w0 pawshi17dee the analyte to a solid phase. |n oP€I/BS2005/011502
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enbodi nent, the capture agent is a noiety that

speci f Begdds¥ CPi169 %eci néesGh: M@wdb%g%éﬂ%%’ II:clblgg{/o% Viioys, syecies,

subsequence, such as an anti - ant
t the e@ggmog@g@lepnathnoﬁﬁiedgo paafy eincgeasts epileSon of the CD163
i ndirect [ a detectable | abel. The

di t1) LY.
oBPSPeRildsy Gelingan b madified {28+ BY hpwalosassisormbinaGon) to provide

aﬁﬁ%sé@eﬂﬁ%&%ﬂo??g&@ﬁég&?g rﬂ(’i WiSR ord ggﬁt th Batﬁlﬂglgnc}cering CD163

i nvention, oes not 51 gni

| proenditereitinal br pareofsplegtérblogobs prliniigerfo thhetha RéllxPyes9CD 163
ant.i bodj es ﬁf’gﬁd in the assay. The |abel may be
cBYPRide t higherdmwsds.  The hekerplogpus prompiastis mserged ingnch a manner

LG . ant h t hi
bl PN 8010 en oD 4 AERAH Ko Rplal ¢l o
bexwieple, PEHEntERatidiial Publicaged NdeWo 99/ 19658 T 1hetd R nal

5§T/ US2005/ 011502 The present invention provides
EhlisauonNg- WA ger0808. gnd E6rataratipaaldiuplication No. WO

n | [ 0 tecti CD 163

pgpgpeptq git elg %Rﬁ%‘%ﬁ%@f‘@efﬂ ﬁ{drﬁgoﬁlotgglggg%lo%?% PLumgieL DNA,
| amplifiaitie triaekea DNA(e.0f add K 86l @B aholtifintlidhal PhBg@S®hich
CD163) is directly neasured. One such assay is a

t FREOdes 10T cpABY) Mivaphasnsyméhase. aspartataisansgarbamylasd, agd

' j t .1o t -] feri
oo o scT R IR E NG ik 88 e o Valnh hgipishus
eproadoter TINA3If Unketd the\ED 163 d&find sebbiedR! amPIaGdedibR UPthe marker
information. In one "sandw ch" assay, t he capture

ab)Blat by eagdard sgleciionimetiopisaesudis tin podinplifisatipoinfdhe CD163 coding

d| . olid substrate where it is inmmobilized.
T%eggéﬁée%(#“r%ﬁi%ﬁsz’ed anti bodi es then capture any CD 163

pol ype@Di168 eppresedt mhylalk Be ikfuted By SRIMES trediRfentOMRRFbol
pol ypeptide thus i mobilized can then be | abel ed,

i esiers, egpecipllydihegpol myristyd acasaiel (RM), ©Dvate dnant mooigozymes of

b LNQ.: Al ively,. th d 163 .
R ob B SR Pl xl PR P G kin R BARC Rt By
t refefired HhdaBO B insRAGhE CD 1163 expRbdsRdi GfieOhethD& SRRTLRPular

fromwhich the second anti body is derived. The secon
aslgipayobilizationare aled gorgemplotednodi fied with a

c | iety, such as biotin, to 15 which a third
F@gﬁe . Cr{%Ie can specifically bind, such as
enzymethd mbdlo8éldesstibEPiRVE ﬁia@-be'd@e&%@&d&'aﬁg viES Bfis a
t he amount of CD163 pol ypeptide present 1 n the sanple

i membersefithel famili 4seriisidis omvbsieurinidug fohihe pompont obéacaine
added .(exogenous) CD 163 ol ypepti de di spl aced (or
c%rﬁ'g%ctué)& °536&%$P°§258-m a capt Er eygggnt (e.q. p CD 16(3 20

ant i bogyoneR¥nboBBndAPiHEArR A RER I A PLEHE @Lmi'lyA;tQﬁ%iriedae is

sanple. A hapten inhibition assay 1s another” exa
ofelegteddigra the groep esying bALDM of miks saquiRld@ritis virus (EAV),

R s Ae R o BTBg: ek Rbapd PRRSH et e ne

sanpl em ANdrelRE e SBOBInRnt et : ted with the
i mobi i Zed eCDlgS pol ygegltei e.glslclﬁﬁktgﬁi s case, the

aYianeirte Ribdwatton- CD 163 anti body bound to the
i mobi |i zed 63 .25, pol ypeptide is inversely
pr opor*ﬁ‘%ﬂﬁﬁhgg%&?sﬁ’égmﬁ Ty berysed & prodysseystusder the purpose of

RF8S8B hrddicti The anmount of inmobilized
Tt bo §/ rrgg}&ggﬂgg%ﬂe%%tt%esd by detecting either the

ant |
i mmobi lized fraction of antibody or the fraction of
the antibody that remains in solution. In this
aspect, detection may be direct, where the antibody is
| abel ed, or indirect where t#%& | abel is bound to a
nol ecul e that specifically binds to the antibody 30
as descri bed above.



O her Anti body-based Assay Formats The invention al so
provi des reagents and nethods for detecting and

W(qm)ﬂ)tlimyd ng the presence of CD 163 pol ypept i BET/US20051e11502
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sanpl e by using an i munobl ot (Western blot) -41 WO

2005/ 1R11TfifR QN#%Q)Q w0 %%{’c@%s p%ﬁ’ !)g? qdu?efdo vfherefore to make a

I mmunoassay 1S t

chveovmcmgr apiyl.iSolatn, @ anneBnEAEPS hbtated ViEAR RGeS is grown in
a sanpl e noves across a

a | flow chr omat ogr aphy,
?Faﬁ‘i‘ﬁ virgs s haryesisejapggrdingde n@thoda mlléﬁm@mnn ¢hesart The
”ﬂ?ﬁs‘ 83 fhl@ﬁ InE dofld h{rg}gg}{&&é@ﬁt andbsltc?rgg' R gﬁ é;&a}l ezaec dried.and stored

form ng a conjugate he coh

t #tet°€uBsbr mtmc&nahm& the SR Hs Shiise @At ddﬁﬁppjﬂria?eed&ﬁg‘@ @sR?fﬁch is
yte. Thus, i mobi l

b ds th |
ﬁa&%e& el %ﬁaé‘?r%@quong d@&@epmanb(mmﬂ)bmm .
IS RERRREUN X GoEERAR b o H R skl and amsiomebean

axdjosmt. t he carrier and conpetes wi t h unl abel ed
analyte for binding with the imuopbilized antibody.
The gr B wacciog produserhmigitt alsheompaisy areinactivate Qreklﬁnédevaccme

‘E)er A [S%% 4 b‘?‘h eér%g% e[y Iﬁlgt%gl ag g grgfggtlorgﬁgle 1nafgg)\;atgql vaccine is

ahade by ﬁetthﬁ well NaowR irbthd aé/ fFo@ @Qa sepst
Pat . No. 5,591, 645. Depending up or{ﬁtghe asgdaenVlrdsl éprogagatedto

b Handiswoyld bp gerdily apmeram tgcm skilled grethe aaummhei yirus

Qe[ntlgg{i:ﬂé ngar% gﬁgg ('tg? Pt?fa%@c:l bOd h%dgaagqlf]gtob %ulﬁgh%é)r&arf@? g{sémple the
fritisentiganeinss tRye Bfﬁbﬁh@&i 5;; dantiddMeBRehirZb g oiléxtr(actlon All of

bi onol ecul es to a vari et solid surfaces are
i theserfaethpds hawe begnrmplayssl totdbtais epproprizeviadcetigemic hassto

TG e bt RIS b rhdln
tbﬂ:t@rcﬁ;ﬁio@@ﬁo&r(BP ?&ﬁﬂn&} eth@leﬂbmhé BB SorSthed P‘x?eﬁ'?c;ds khSSn to
pol ypropyl ene, polystyrene, |atex, and the

rieseskd rm mcge@t tTheanacsivated vgtuawhem mitegswitic a bhﬁfhacéﬁhﬁ:ally

| d
ARy SHTRONSD bs E e Gt fsfn arbe?d&b‘fzagr ramgples of
\idfley ad@ihctide, Bht Rt Gahied (6. r!ﬂiurhﬁﬂhgl?ﬂfr és rfﬁr\vc’aterbagltcihva[ter-ln-

nat ural and synt hetic my be enpl oye
foélremlﬂélogb IAMPHIGENCsapohink wedhr @t QuitA ol ypoBpsptidyl ddlevants

| ol | 4- hyl b
IR RS IRy IR RB T B et nyl one
t i |
pglr serlirl]ib?ﬂlvgﬁéﬁ")e by 2%0?131'){?@ is OI%H %h%{)(ﬁ{g E}Y \HHJI Xﬁs%gﬁs%n with 37%

potnyeldehyde tremfioa, foehdlddhyde comwehtratiomsef 0055, alfh% virus-

T 580 B Ll L5 et b
I

s opdBaL T P RO k0GR vins

Sy ebsaamgoogeints of e suigable gl lad. ns) ,

ol yn iRy Igﬁﬁls PR DiRRS DY RE S Yiabushersicroat he present
%Wéﬁfl@lll \xfi‘tﬁ@PM’" ﬁ%moséfﬁ@ S8 17%;’@}\1 g?—ggg lalf%lﬁlglgﬁl

gl ycol's or sur nts s phos

chmientratich @41 mAf. kildre vatoe/BHI raiixkib isamiRen by @onsta: krrdedor
the |jke gerS al so suitable. Wiere the solid surface is

B?f%gnat?} dQursig Feom gqrrmatmyfq@@wﬂrﬂoy dyecailditeomentdi. Oy

R BoPt | Ep Bharoale b bro Loy s einted for an

nDIecuIe frequently can be used as an identifier of
the nol ecule. Therefore, nethods of mass spectronetry
can be used to identify a pr%aein anal yte.




Mass spectronmeters can nmeasure mass by determ ning the
time required for an ionized 5 analyte to travel down

w@2dosigiwe t ube and to be detected by an i on deP@DUS2005/011502
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One nmethod of mass spectronetry for proteins is

NRAdifi A 854 ive, vi
g RE SO Ao el (B Rk E o Ty iy virs by
wasshying fargeowth abs aritablegelldimer i x mat eri al t hat absorbs

energy.of the wavel ength of a | aser and placed on the
sur aCXHBF P%\“‘BF%B%CCUU haye paen siroetRe thewnress GAP 163 aanalso be

R, AR B oy s

Selalled mrthe xangt ehe plididel asslyan tl&ilnﬁitmg dq—luﬁon Bahy.
5,118, ag O her et hods of mass spect rometry
pr ot ei GP187€xmesting erdblines ofithedneses mamtlom Cpm b@l@%d fPegrow virus

5 B B0l TP i e

stribindnfebedechs (Wit 6ptldnﬁlagﬁ'ﬁicat1d5kﬁbf ﬁtaﬂ 1cliR ot ex@itdioy be
speC|f|caII or non- speC|f|caIIé such as an anti body

otelectadbyigal Pr%ﬁmS)l gay eepated o Peplates freordamtioydetect arshquantify
oMH%r d{ggtt(g{hgquu%s LD mgg | e. Then the captured anal yte

esor rom t id phase by, e.g., laser
ener gyLive@f hIZaedvatadlﬁlr@ngrﬁﬁlh@ﬂdMGBféﬁpregﬁhg Géll%rcan be used after
Nucl eic Acids of the Invention 20 The exanpl e
d?@hqné%@%@ﬂom p%tbewerﬁl/pr@fen@eto emmunwe\ﬂeim@irﬁ@der to generate

ent.i on incl es ese n
C%%gg éfrl]gsg)?celg{; glseno ﬂléal Sppl%Oéﬁes %e]ltn] i can%e used as the
PRIk df&ﬁag@l@h‘t@f @kaysTot At eeteBLAndRRINIMICHBR OF 98Ss ﬁles'vxgne serum
DNA sequences and RNA transcripts, both sense and

cHntbordielagigalasnipiesnse strands, both single and

tr nded i ncl udi ng spllce vari ants thereof,
V\ﬁyakggiﬁ@o ﬁ%‘\}%‘f CD 163 pol ypeptides. 25 W report

her ei fTThésihlvéﬁtﬁﬂl peviaks PethbadHor %@ﬁehﬂﬁlﬁlg‘}"ﬂle @Fbﬁ% ' an animal to

porcine, nurine, human, canine, and
m@t@}’l’%@ﬂfﬁdh?tpé ptme@dmr aﬁﬂhe\fﬁmﬂhAmnpmc&e or Alsfarvzrzdae or

@qa Zlchegdcs) gltippo:gét&le geiéphc%;?o% 0 sagvnu& f&at 4§a néélb%g%tﬁé farmix

shaeirie
Ay é rizs e gg&gg;gﬂzﬁ&@ @&ﬁ{gl&)frdi{ﬁ §f€l%é%§bl%l%e %%gbltag%&%g absayed

4for exygessi®), of£Hal6 The lpved wif @& 68 rgens kigrésatbni can bheomphred with
s of obtainin hese sequences.

of met hod
% %9% %c?nl{ré)isamwél nqt?o WReH rfﬂlcaﬂ%%gf %F" &Py generat e
pr obesInfth®Bask b af kil
5, 12 13 25 33 %%mg%lgle%%blg?@ D5 “?g&d:#’&%g %’ip,le
agicleiGacid mplecnlesrod pseies rang obtzined fromi am)nleod&yét&sﬁwxpressmg

AP B ARGy RtsR: GRoYaHBATEDHESH it 4ok, biopsics
tcmi'tl‘i’é?%lss&kﬁr%ﬁaﬁzdg’ﬁ. ggé ﬁéévgl &%%pfegggpgg}b%%seség% %@EA‘Z{I%ISOI both

4iB¢ leysl efimiess@ngen RNA sr petmpodecpd. IahendferrGhembaiientethe
A Laboratory Mnual,

d}FI&b‘Sé;ﬂ(} “Pf)g"lﬂg/srbﬂ{fg %yré?rfgf?@rl%%wf@w aiaspSr selgstesl from the
e LIV OER o b R

devarrvitus €SHEHWLEARRS Viof swins eghd AnSEEQf b\EBinN.O 5, 12 13,
23, .25, 26, 30 31, 33, 35, 37, 39, 41, 43, 45,
loio Acid ba S&§ssible to generate the appropriate

Pri mer frfask P%et%m%lﬂgoéﬁﬁ é}’aofevélg 113 tb%'(glglg eiq agécgtt)ageg as noted

sequence represen ese seq
RBBvE e D@ 3adptivedinudeic Ebidb @by bRAn soli O kit 6Ha SYIRBSp d)l@ In
New Yor k, 1989; PCR Protocols: A CGuide to Methods and
Appllcatlons M A Innis, David H Celfand, John J.

Sni nsky, and Thonmas J. V\hite 3sds., Acadenic Press,

I nc.,
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New Yor k, 1990.) DNA pol ynucl eotides of the invention
i ncl ude cDNA, and DNA that has been chemcally

w@shespeed in whole or in part and is al so | PCEOS®AS/011502

to include allelic 15 variants thereof. Allelic

Vﬁfﬁ@éﬁ%&ﬁ@nt@%hﬁ? bk gﬁlgﬁoyrg&e 2 u }J eqel#'lgrgg idfittoarrays alone or

sequence, the catl

r mamnﬂmrrmbn ovithosthérmgrag leleniigns ﬁf&éculvb@g NegRid #0d b&d methods
ex re to conditions which ve rise to genetic

nﬁ’f fiequpie tag fselafign AR of é fipmdhe samnde gedabsequent

BB BB BRSPS ks BRBSE e G prmamaonn
vCDﬂﬁB afamdmgl saqm@aas maae BNAr m@w@awﬁaﬂm@@mg&i e{shéfEQ ID NO: 1,
novel CD 16313?08%23 des are set forth in SEQ

NGs% 15, 13137, é 2680, 31633, 36, 3h 39341, 43545, and 439DNA or

wor ker. of skill in the_.a
AéNA re agqtf()l&g%ﬁéélctlhgts %m? Isapotine Wyo?t] 3 pmber g mﬁ‘ﬂms well
Clatomi t8@osa ofl Skilllif tHsd 4rf e Sk 116 GidiBods| F rpu?iﬁ%ﬁ%neot{ﬂﬁ%lelc
mol ecul e havi ng the sequence set forth in SEQ

sacidsarg described m3lijssen, P261993pLabpratay, Tegbniqads maﬂpctmmstry and

T T L I
hsivdleig ARiGPRPEALEn, daiGdONew YRR N e 1§ Sﬂélﬁxfé?&reefen%%@mem
ID NOs; 5, 12 13, 22, 23, 25, 26, 30 31, 33

Jotal RINA nsssolaltsd usma the7 TRESH it RN A 1M1mneagént dlifehase

REhIPgi 158 GBI Mo 308 e Kol Psvo 4 column

RESihaBgraphy dBadtdady, 'Wliéfi‘lrba& RETCTROKSEY s
CD163p of ﬁl‘é%t{%es of SEQ ALY Y eé:yleg are éggpllfled it

38 desgr@blegg amphify the sample m,lelelc aﬂ:ﬁi wholechlesafid swiritain the relatlve

g%%&(gan%?el%cgtr tﬁén 9%1;?1?}%1 %Qé)rl] uel c% eftbugg%clg?ralr\ll%mtg g{NA can be
Smpli#Rd id ¥itrot $h sift oﬁﬁldvﬁg (@é Eﬂef\’&lﬂg 0§ J‘atﬂ NY $14,

degener acy of the universal genetic co as I's e
known If is alseeadxantagephe to malmam&m W@di7d6e sample to assure that
therefare

TSR 481 R g B e A M Ch RS e e tpet nucloic
;Hélcﬁﬁﬁﬁle&ﬂ& i saﬂgﬁ@ IRy EH?@PﬁgbééogQLt 1]p§s ﬁjlkﬁ?igtil B MRbunt of a
a"@)n@‘o];'rggle&m@l@ qulm:nbepred&tmnbd tbé)emletectabE L@Bnh_@Bndlzatlon to its

po tlde th the kno e of all triplet
Ty éﬁéﬁﬁdﬁ’\ﬁ'{%%ﬂl plongi# f‘dcmsmpél ofjnuckic agid
Hﬁ@%&@éﬁn&lﬁ%&%&%&%&@ nﬁkl'em ecu es ot HwB% ?qn%bridize with

sequences
shecdnfiot aﬁrdlxeddluslcimuﬂmbmce]em Afirahybiiéizhtiecarsl prptegsiby, the

c:ha e i.n odon_f.or articular amno acid, are,
dbidEats gl S%&?@%s?t aefifrately the amopeis of pontrol arrayed
tRblef £4d ABlRRAGH té"ﬂ% representative

abbrevi ations, synbols an 0 codons is set forth

bel owPlrra)r tdwlfyb‘rmlhiaﬂmngm'ﬁybb dedlrableab Ifeigtheliniin g Gglgdmclem acid
@‘5 nbol Codon(s) Janine Ala A GCA GCC
s Fragmeptagipn approvey lﬁybéldb?@tlan bxpnmn@@gmndary structure

&4 SRR el P B ey e R R e Gt o

noncomplementary nucleic acid molecules. Fragmentatlon can be performed by

mechanical or chemical means.

Labeling

The sample nucleic acid molecules or probes may be labeled with one or more
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soleucine Ile | UA UC UU Lys eLysKAAAGeucin_e
Leu L A JUG UA UC UG UU ethionine Mt MUG s ara ine

WASWsM7Z94) roline Pro P CA CC CG CU d ut am neP@/OSIQ0F¢1 1502

AG Arginine Arg R GA GG GA GC GG QU Serine Ser S GC

Iy U S G0y 5 e e

. Amomulwom@quek Adedatiching tmla:es ca ogthris conpstitibig @at can be

f n mRNA and their
tgcéeq:) ﬁtenggisﬁﬁol?hﬂn %@%’ya&r@e‘ém& erized
{
o 83l g 11
(myludp eadiqisaepast stich aDNB2)PA (QBJME(%D&@enﬁlﬁn@nds@ﬁ@ Bompounds,

d d t hi
BT e A bt
p ar
ekl 1 90 B I e SR A

rtags, epinilakels elpaor garisteraiotefsehd aaceptda et @h}é mte Prafeged
0 d| naril|y skilled 20 artisan would

t he
afi Sﬁ’fF‘%temi“ =y HE%A%% @G Buygpeiarereaertkam Ehamacia
[ f articul ar nucleotides at issue. By
V\gisﬁgg? %1)%(%%{@%\1 a particular three-nucleotide -45
\Mjmfdt_rb_??% PCT/ US2005/ 011502 sequence encodes

bl
o A IS LS b K 1
i3 DAAYG 361 ‘3@%”%‘70379 '4”0113“19%851? ?‘é%fgggfl% LAl S

pol'ynucl’eoti dé conpris

mtlymlaed mahé are amiaftugnexﬁs ﬂf&eo‘f@ﬁﬁ he u@d%%ﬁ&s%rldﬂzaﬁon
a pol ynucl eoti de that encodes a

5
%gﬁlqsg@r Yahious Ruposgs. Hyhddizatms prqll%mwl% demgng:d or derived

Z;W B T AR R PR BRI AR 8506 D00 87

91861 @8&Gin SEQIDNOL Ut 19, 13am¢/ 1®; 231 T8, Qstrzd 30t331 83, 35, 37, 39,
pol ypeptide set forth in SEQ ID NO 2 (¢)
Fob ﬂ?nfﬁﬁ BT eSuhauebesgnay hromgdreiemadigily a&@ﬂmeg@n omrom a

(éé%]séi‘ Yﬁf llnx{]iu %111§ Bgeﬁiﬁlg PWQ‘%?% {03 t h %%e Igg%ségeg%llghé/ variants, or

.rs}ateatsequqnoésy The hgﬁtdmloﬁqmﬁds $>lf ﬂﬁ subfear) 1n§‘erﬁid>§%§5§evﬁNA or
pol%nucl eoti de sequence set forth in SEQ

FNRsnd angydieyds H@%ﬁ@!ﬂo?émmmélm@b@@%?asqqumq@dq@pmmn the art or

s oS85 B L0 B T ) 1
mjl, 926,861 @dtdnd @rﬁﬁﬁ@@é@ﬁn@esﬁﬂélﬁﬁﬁ@btdﬁ@ot&fs cARGhdel, atd introns of

a polynucl eotide which is the conpl enent of any of
(ﬂafj mapyaligp gere.  Hythidizatipnor PER probes majchemteduced using

Rt A ST N—
kS 1abelad aticléstide( R)Ve@top @J)]iv’t&lﬂﬁlgecﬁé hlgeie @&ﬁ@bﬁ\%n@e may be used to
'%%3’ %g 2}1 IdeeNXfprﬁaEe?n vitro by addition of an RNA polymerase and labeled
nucleic acid molecules. These procedures may be conducted using commercially
available kits such as those provided by Amersham Pharmacia Biotech.

The stringency of hybridization is determined by the G+C content of the probe,
salt concentration, and temperature. In particular, stringency can be increased by

reducing the concentration of salt or raising the hybridization temperature. In solutions

used for some membrane-based hybridizations, additions of an organic solvent such as
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20 (c) a polynucl eotide which is the conpl enent of any
of (a) or (b). The invention also includes an isol ated

w@oiogherbeot i de conprising: (a) a nurine CD163RGI/US2005/011502

pol ynucl eoti de sequence set forth in SEQ ID NGs: 25 or
AR RE 0 05t S0 E3p e L IRBBLL o
qulrfdrlalﬁd ag/lotmstnngmby piéthtbiufferss atchfa@ 5kBSCrwilEd0|sBdiNe detiecyl
DA ER ol o f S L brones
chetv%% Afcl ﬁ F&ﬁuc et ontmesohfévrﬁﬂlﬂaf)c? ?lﬁgseﬁgﬂ}tg\g&ﬁﬁes are

an | solate eoti1 de conprisin

greefonmed atdagh@@trilrfgﬁn@ with pofiek eodh £60. 3E3BEWVGB SBA SDS at either
f‘ﬁ{ath in NOs: 30 or 31 30 (b) a polynucleotide
Bﬂ%é lélgﬁtﬂymreéﬁ Cobighrfigingeney)apit h@hsﬁrlf%%}m

ptid t
B FRPAb lmpBRR P Shilld RIIE Yol S B B MRS Bt Efenpos are
padiny gephipdeclyfcofip@uidatard 2In s(oelﬂe Iﬁelﬂﬁfa)‘lelbﬁéﬂq{ybﬁﬁlzﬁhd)lﬁh
is the co%l enment of any of (b) or (c).

ZRT plisrabhy; 7 OPQWSLE?@@@MQ%@&HWQ eanchetadded tl tb@ hybrldlzatlon

|
SOFAT5 Bl TR L BE oS KWRERAI SR pafaldieatdly )
abaphgrymmt hlgﬁ»éls den Eeh@ﬂu@ﬂ@d%u@ JTQheR ABfet &itstsnah adi@srkosyl or

at | east 95% 96% 97% 98% or 99% identity and/or
sHHPD 2199 andba Bloking pegnt isach asealnheyy speri rDN;EQSbchm of34

rtpnR g BAHEH RO R BREREL R R PALURRE i the ar

afndany reviewed)in AuBibed (supfa) -and BEmbIHORH: | el 98'9? Mdlé&haﬁ“@ﬁémng
an i sol ated pol ynucl eotide conprisin

dﬁ)ll?h@ét%bMWalsgqlﬁéRI@gsF&rb‘ﬁ 1e$5, Plansmz N:)YNO 35 (b)

| i tide t
T e By S0 YBhe SR TR B gt B R A b S vt o
SiyBtilaiidy at42°€ 1ﬂ@|hy91€<ﬁkétﬂﬁ1 s‘éﬁiﬁoﬁ%ﬁi@rﬂsﬁg%@% fo@nﬁﬁde’s@%

:ﬁ% a pol ynucl eoti de encodi ng a pol ypeptide of SEQ
S,(1M NeGhol O/h Rskisan swateland waslung heice furﬁqo@mmmes af 60°C ina

B b0l e T DU, A 5
A bR
C

tead baffer, o1 8alt 0BYeBELON AT YescoiBed Ausut@d s ald @dsi )t Progeowhlin

SO Bt BaRERL SO 35%0 [81 by S0 Rbbons

3B brilhtich &ﬁid&’t‘iﬂiﬁ legobé Qlﬁll)_ hiE ddSrntiféd él?él? Blic@bted based

any of (a), (b) or (c) he 1Tvention al'so I ntludes an
|cmdhalee1@tlpandyth@ péreattagierfiEpamrsimei/aypsineAGQdps@pairing of the probe.
cl,eoti de uence. set forth in SEQ
PRt Far S At he St SR Ao iSHethd Wcabipoih b
9 i 7
T B O b SR e AP SRR oy
(ReyssaCplal Spring] Iémrbo@Newnﬁémrltn(m%% PR OyYaptdizle of SEQ | D
nucl efotl de i s _the conpl enent

40, ol
any o%%do 236%51 SpiciiiGity cap ‘Pﬁ ueltﬁ%}ﬁe@@aara}gstbe hmﬂl%?é@n of
3PecifAL R ALUBK SR BENERRbLAH A0 cor it sRpple pyelpic acid

anqziemleumame adiiedttb atsampledd aknawh @monan The epddifadityhastrol
at | edast 95% 96%. 97% 98% or
arrayed nucleic acid molecules may have one or more sequence mismatches compared

with the corresponding arrayed nucleic acid molecules. In this manner, it is possible to

determine whether only complementary arrayed nucleic acid molecules are
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99% identity and/or simlarity to a pol ypeptide set
forth in SEQID NO 42 (c) a polynucl eotide encoding a

woologppepbé de of SEQ ID: 42, 30 (d) a pol ynucl eRCT/tig2005/011502
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whi ch is the conpl enent of any of (a), (b) or (c). The

| RySeiziap t@{h%%aﬁnﬂfé er%Fe? - & c in%ﬂilcgfeg dr DRLENGLS attl?hd ?thﬁzbnd

conpri si ng: eot I de sequence se
i duigexgslabe fcﬁiml@lsdét%rr\rﬂﬁeétOOS/ 107796 PCT/ US2005/ 011502

(b) a ucl.eoti de that_ encodes a pol ypepti de that
has at Eﬁ%égltzafgy%eg@%ns sanbe patprgied in Qb/m)(lﬂé At dtf§¢rfa1ﬁldl or

SE | D
Sh?ﬂrgﬁipd(t) eg% Ei? eeoagygélllélgenrﬁﬁ&zgffﬁgﬁ %{z} &8 ag%xplﬁcules
4from(ahe wmptd yra hgbrditédie th\é‘lmlkculés iﬁ@nﬁ@ﬁ%maﬂfnd signals
(c). 5 The invention al so includes

f ,
gﬁgtfﬁ‘gtﬁil g&ﬂ?%rdlygaﬂvﬂ%n esnpleefarmatien somejate t¢ aycleic acid molecule

gfgg)é 3% hg?&l Dlgi %@ﬁg Eg‘f&gnﬁ%g%%grﬁ éalagb rf‘%r&?? tb% d{}géqn%%éx;?res sion

abf 4 sasf gS¥in BldbiokHieal %ﬂ?les ﬁ‘h%ly@e"—zf/ﬂﬁaﬁfe%%l BHdization,
or 99% identity and/or simlarity to a pol ypepti de set

f BYeleic apid maplesyles ixgmn hoth hiplogicpl WW@I ofepotedded labeled with

eﬂﬁ{%gédlg ?a 119%11‘}6? “?f%% " ?rgg{uﬁestﬁgg%_gyo %@ﬁ]{&gl g?lclgwc@f m?lgj:ules is

( b)ddedrto a@licrohfigy. i TheatictRfrafistBen &@dnﬁﬁ@cﬁumr cSRliBéR%n which the
pol ynucl eoti de conprisin (a pol ynucl eot i de

segijsionefropy the yve ﬁlffeﬁetg elsgrmdl\ndue(l}y)degectable Molecules in the

PR R S bl SO BT BB Gvoipoas

OmoRQ ek derivddt ﬂoxﬂ%@ﬂp&oﬁiﬁhﬁi S%Eriﬁléé dite é‘dﬁﬁh&’t%ﬁfbﬁrﬂ:ﬁ ffiftescence

forth in SEQ ID NO 48 (c) a pol ynucl eoti de encodi ng
a(ﬁiwloylﬁéghla@ @ﬂblsE@onW 99/35305). In agubfemed embbiient, the labels

ke B b G

|ﬂu@ﬁpmﬁﬁsnakes 20 possi bl e | arge-scal e expressi on of

t he encoded pol ypeptide by techni ques well known and

r out i nAftgr hiyhaiskization, the Ht1¢realairytls washgdntoatmove eshybfidizédnucleic
entjon als

B iRt B BER R o BB s i g B zeblEcsthy <fements and

PaiehRERId #RPmoRERs ﬁsde@éf%nl\@'tﬂo% &y dé?erc'nﬁ% fe‘:ﬁ formation are
speci es honol ogs, by well-known techni ques dm‘n

Soell kaewin imthose skilded inghaarhy bird phe&zmted@mbodnﬂertthhe nuclelc acid

RIS ST B e R b i S tereange! Buelyand patterns
hef BildlescBh@AndR4 SR &%ﬁfp@x@oﬁﬁ&ﬁ)ﬂqp altdtm fshéﬂ’é‘ Jr cgnce

hybridi zati on or pol ymerase chain reac

i eareschpy, aréferabbyf cogpfonahfleorBiénsanicerscegy.enco d i ng CD
nces, such as pronoters,

opor at Brdieiy ﬁﬁ@y%éﬁl%a%% SSORSR ZHeie e bbleryles fing o or
nﬁbfeddlf@rehhﬁoﬁ%%aﬂ Slaﬁ)@%e'dt\te | ndaérsrﬁgl% £t CIIEHIZ yorescent

I nvention” polynu es 0 ventiron are
uksbéls withrdiffgdent e::lnusabn mavelss@lys Floodsdent ilgﬁdleareQEtbafédt y

o o b i S S oo
Pl%iaYNE’ Gh&Riahds? %g;rﬁstsgns 1hvAY f&tthg RudlBY aRlaSR0B81EE tRES: Shore

for diagnostic use
samples are obtained.

Typically, microarray fluorescence intensities can be normalized to take into
account variations in hybridization intensities when more than one microarray is used

under similar test conditions. In a preferred embodiment, individual arrayed-sample
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for determning the susceptibility of an animal to
virus infection as descri bed above. The discl osure

wheositor7ed the full -1 ength pol ynucl eoti des encPdi/ng20as/011502
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CD 163pol ypepti de nakes readily available to the

V‘&Iéf&é Ql nR1EHNEE 36 iREhsifes

full | aengt h pgl ynuc Ifql é%%l #b H}Z#‘Eg @E%/Se%si &oﬁgﬁ%&? (%Slhg the
pinteniities derived feom imemakmirmalifationeofiibli 63nteimed dhr@ch microarray.

pglgnuclegtigei conprising at |east 15 through the
I £ ength sequence (|nclud|ng each and
every i d
of & poryRaars Bl BoUERD hu P SRElhiE: R Rehi R

hqiraatlfymg BBdémpelypept;desxc'ﬂe@é megedoinclude analy8edl ib@dthemical

(in fragnments) conprise sequences 10 uni que
@Fﬁi‘@gﬁ%ﬂ& g E\CSVO@?“‘:’LSG% ST SRECHQSCABY RIRIM i egaplic methods and

SERYUREE valibEY é%ﬁs‘iuMJ fafloffiitd %srﬁ?%,h

strlngent or no erat r|n ent con

(énzgme-linksd &ninfih ok bent hsshys @mﬂ&ﬂ@gimﬁn@fﬁ&rﬁ§ﬂ¢b§h@s western
the varigus CD 163 pol ypeptides. _Sequences unique to

pIPRgcatEBity gapursmmasy speopmsty drioleeical @c&wgtw anglsitkers described

ool R apFRIEES BokaBPA A0 b BOR R R Binisdeoue

oImrﬁim@mmt programnms routinely utilized in the art,
, those made available in public sequence

dH@ealﬁa%eé\E invepiégn @&can@mﬂ@g mgthods feraletestion af €BBH3 pplypeptides

SRR 0 S B v
Pledryin ] igohirdRassalylid alydssy thiaZi@ilizee hiy w%e%aﬁ%m? dfi€ed herein

i nvention can be |abeled in a manner that perm
t Hl speeifieadbytinelndes fragnigsith ghimesdsad oithes bnfdmgamstsé Htaf

n r_nmore uni que fragnent
s%eégg%lﬁp%i{{f%éeglﬁ(lg? pglylggﬁld&grfgg poI ynucl eoti des as
di scusAedmdbpyeyeltagtabigshbd fhideslo glealmlﬁcﬁng hahy %rﬁla\ekss%ﬁable
to detect the presence of a polynucl eotide enhcodi ng

ffor thepragige op theineantion asretnesin (vem; ﬁ@t,lU.)ﬁsPatn Nos. 4,366,241;

ORI SRR 8055 09, SRl SAER 00T Vo

p&h%ﬁd@és@ﬁ’UeﬂQﬁoIo@éltAﬁa@ Ce@gnbxcenﬁ@ ory, llﬁé dNZ® &f&k R (1993); Basic
pol ynucl eotides encodi ng CD 163. Ful I Tength

f arndgﬁiemal Jmmung@ngy & ﬂpBﬁlylnm,(ﬂté@ﬂ &(TQSr edse (Y Idlmbw and Lane,

(PTGl 130380 e 5, Shagtle 2o S o iy
tﬁuﬁﬁiﬁ)l@a@ Bindaid /94yE (6} fﬂ‘ﬁh@tﬁﬁgsapﬁﬁﬁﬂﬁe ﬁaéafﬁl?ﬂe%?gﬂtmﬁﬂ

by sequence conpari'son of ehcodi ng
eﬂp@@ﬁp by luncth@q arih often, 3@nmbhlmuhea)a1yt¢ themsalid phaké. oin amk

to t | CD 163-
SRR e s e e bR aURict A sPeasAly rndide a1
p%&wu plide &V@nah@%ﬁceseﬂ%%ﬁ anﬁlgﬁtlﬁl?@gntﬂﬁﬂ /or through

Se of commercially avail e sequence conpari son

pr ogr ddsnally e UDIl 6 gereggodifct beihg atsaykdsie duienied irect]yaor
ent.ir enone, can r 49 WO 2005/ 107796 )
Ry O SR GGG RO PRy TBEP N b oF SpPGADIBRER P in the
Afst ey inbt £
ok b bt Skl flcd AR CRLERS, SETUTIS e
amgmfléandaumterfemsmmgtha Byedific bindingaf kiemtibpdy ynatidséies used in

ainr ct | on techni ques wel | known in the art can be

f pS5P abel mayhgrexalpeiiy #iachesipithrocapiyre agent (e.g., an anti-
[ S

I A A P U s o
/Aspé¢1ﬁeﬂls€31ﬂdmﬂoehélcml66§)o(ypé}ﬂfd%r ably 10 to 20 base pair
ol i gonucl eoti des) capable of specifically binding to
CD 163 expression control sequences or CD 163 RNA are
introduced into cells (e.g., Dy a viral vector or
col | oi dal di spersion system such as a |iposone). The
anti sense nucleic acid binds to the porcine CD 163
t ar get




to nucl eoti de sequence in the cell and prevents
transcription or translation of the target seqguence.

weh@spbmeo©t hi oat e and met hyl phosphonat e ant i sePGEUS2005/011502
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ol i gonucl eotides are specifically contenplated for

t her apgpd p{éséﬁ% ﬁlvgﬂtléﬂﬁrg'\f@% Hﬁ'ﬂ'ﬁ)@ls a.g(!ﬂfe g%}h%?&%ﬁﬁlpetnwe and

ol i gonucl eoti des

pmbrycompbmvenmmdrrcmmyﬁfdrIdetepmhg/CDSBE PolypéptldehW@&b f@htlve
noi eties at their 5 end. Suppression of porcine CD16

eNHPRAUPHRS e 285ye iR wéwhtth%amwaﬁ@é Eapsuicd ﬁa@l}’@r(ln this case
Leph 6%)% 'dﬁ@&* Ih?a Kfiled! &nkS&iYs a§r s 50§ AL nl‘gﬂ;
% r éb

ani nma node i Seases C acterize

pmmmumc&lsﬁ@ ulifiBing>oporesbinaladibodies ?eacﬁif'@tb&%lﬂthnterfenng epitopes
@@(ﬁg As noted above in nore detail, the nucleic
163rpolynspids. iSepr 9-.icMadédox Qﬁé’ét 1983, JoFpi Miedg158:1211 for

us é;%(gﬁléﬁh@ ﬁffbﬁ‘r?at@h rb%e'" a%nl):/h?'n ssatyh %c\éﬁt@% o{ﬁ%&@{ & &Pl anti-

| @DH63 hntﬂmklf/)slsﬂﬁuﬁ‘d @mécelyu@ afsulid SiuRihletviRse {t EmeAdbilibdl. These
ot her enbodi nents, the vector is an expreSS|on vect or

veﬁ@?l%blhzqdr?émb@qilyﬁtk@n @@mtu@eanafCDmepqlmﬂ@ndep pieseng in the test

R HE COITERAbBaFnBR WM ZRS (AR EP EP bRl hy bindin

ftora scesaiditin@D 63Jamb¢ay fb@éhrigfa RBELY PEREARELy, Bk sbhdCD163
i nvention. 25 Also as noted above the invention

pfr‘Dék‘PP@DéglaM dpsk adabel.but g bowmrdby 2 labsled thirdlansibody specific to

I
ARIEFLER: LA RSl OBR T i B e g geeond
| ANEBOY ﬂtbrna‘fﬁlel%i@hfb@ rAORNEd with alichefblceafbibs, 8id dé%%tiﬁ to
for the production of virus and the produéfion of

vikigh adkird ipheled modesuieoranaspedifigalylintk suitsad czgoie OBbAIER
p %&%ﬁflﬁ des encoded by a novel 30 polynucl eotide of
I'nverition. -50 WD 2005/107796 PCT/ US2005/ 011502
PO' y peRtcoaPsti@fe 4s88s! ¥ @R o IS 1 63X 46} fe‘é!:rﬁgif?
our dlscosgfy of s@@eral novel CD16 pof§%ep I des. ﬂﬁsmmpk
i if eeasyregindire¢tijlessmedsusiog tiwashou@Doban adsley emgedanshaiDde3
19, 24, 27,

h
Pt ld%gir tlﬁffdrkﬁﬁcgﬁﬂe%f?%aya P8 ChmsirEipgt o @ (GO
| Agibo@e Dy CEN163 ?ZD fgéépti&@r&'éﬁﬂnﬁﬁ’é YAsé eRHaBfn inhibition assay

conprising a sus pol ypetide wth the sequence
seengtberndxampleIEQ dopupkidtiveassan elni thisestay @D Hlgmlypeptidelas

7‘?@“}%@ | d%@ﬁ%%%%%ﬁ%"@ﬁ%ﬁ%?O%é %ééc;s%oﬁ%yss%@é to the

0 0 0 % 0
ORTEST0 880 50 o8k + Do dentty” andoieh CHCH sbeice

dh}ﬁcﬂaw dhstanatming ef arftio G G3ranBEG EuN@to Fhe ifmeotiliadrCD 068
I t her ef an. i sol at ed pol ynucl eoti de
E!@%Pﬁﬁ%’j lgver EBE%%\?%%B?%@?& %@ﬁm @@élygeefu@.ﬁr@sent in
?ﬁ% FAUABIe Rk bEbniffed o PHRY bE RBIBEA By detepting either
ahci immobiized fractionyof aotibodyus: I rdddvw I pied Apiepdy that fatains in
[ %% ID rjg 14. 15 The invention al so incl udes
t %6@?2 ricrepey de diss Whetetke anibgdwisdabaled, or
&ﬁ?‘.‘%@ W%%%@%%@glaﬁég‘éﬁ% KB Bk RS RiGalbHEE B0 e antibody

fasrdbimnbadﬁ‘x’ﬁ@el D: 27. The invention also includes at

st a _pol ypeptide having 96% 97% 98% or 20 99%
Sigﬁ!i—u—\mboﬂ”?} sd AssayFermaty to a pol ypeptide set forth

'ﬁe%nltlgn N pgc?wdes reagents and methods for detecting and quantifying the

presence of CD163 polypeptide in the sample by using an immunoblot (Western blot)

-41-



The invention also includes a pol ypeptide having the
sequence set forth in SEQ ID: 32. The invention al so

w0 p@baeEss a pol ypeptide that has at | east 98% PCT/BSHN5/011502
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identity and/or simlarity to a polypeptide set forth
| forE) Ad3tNPimArinoABayT ehd B %Qltlédo@at@llfa?ﬂ %ﬁk&fgg@%y "Ina
pol ypeptide having the sequence set fort

3a0n-gprapetiiverversim efl lateral Aowudiesmatopably eshingt: mbaés doBRs a

95% 96 97W 980 99% identjity and/o
i‘}%sgéﬁbéfye Eocd lgf%vl i |%§Qpngem wome%ééé;fl Eg;@ﬁg that
e bR e PAF P i MR R 1B Y substrate
i andegncoumters| @onmnmhlmédse@)npahyb@m thatebihdwathe h@y’c@t Thus,

9 % . 97% % .99% identity and/o
<Pl iyt s ffssi ot dibotig tegRbaled antibogy i aompetitive

iR bE RO ERSRoe ity isthlal PR R ik iyge moves acros
sthquemipe and torhpeteswitnuBERe1edanal 38 for'ffhﬁidlhglmtth@ﬁnﬁbﬁﬂzed
i nclu %/Ip ptide that has at |east 95% 96%
{ € DIndin
AP Bop o e Y ey Belgs i eyl st inding by
t
P%b%“ﬁ? RIS o8 olrBfohe ek 1 i, 2, G iy ol US. Pa
quuénﬁaé 8§’étand Bobdnsicin, BEQ Il’a{D No 455915&5! nvention al so
i nclu pol ypept i de that has at | east 95% 96%
97% %ef@g%umaé‘?ﬁ 1563y, yAdpUSCOInenFal. ingludipg she antlgen target

' . Th vent |
KRR A535h 8t Sl o E L Botlad b 1 R BEELb Rron
f @et, la sitbst@EQmieMbrade) odflter Paper) VIaRY inethodl &2 inAIbues

pol ptj de that has at least 90% 91% 92% 93% 9 A
oY %CS sy pf sk sugfacnsiarsknaver iorthe prti Etunnstqnceothe solid

?S#@%‘ﬁ% R b AabapOlead difamioss b daerlfir 45 e PVC.
sgdyRopderss or f)@l_ryﬁt_brehél) SEe) iu@e (gla& Aplastibe a'di})éﬁ@l% geogl glass,
also includes a g pepti de that has at 1 east

/% M%roggl%le @Zﬂ%ﬂ YOO, la%%ncbthe/alk%wng@%mdﬁxgmm@c ora

epti de.set for i n .SEQ
S T b ke g LS R B et v baBaer e
hasncogaléhly Sechwdni®usehonspetific bongRR | D 20 46. The
| nventl on al so includes a polypeptide that has at

| east A0vigle yangty oboxgamig %ld 9Wygangbelyiaes, bal watugs Wnd 9@fhetic

R RIRL Y RS ot S AT SR S e

mﬁlw}gpéned BolyBGpHRné, %I}S@q HRAGSL &) fﬁ?ﬂ}fslﬂyréﬁb métﬁacrylate,

The invention al’so i ncl'udes a 'pol ypept

my(aﬂlYIe@aéqre@m%latgnwy@Q wlogspxaly@mbwm) q®YyvisyTiiene

d/ | t t i de
SHftorddt VRO uliorit o alocsop e RSB aBetie
| HitrecHlinfie oM theliks @tﬁér@ﬂatéﬁé?m%%@ bEEhPloF L it BRile Yaper,

nmay . . . . . .
glasses, ceramics, metals, metalloids, semiconductive materials, cements or the like.

In addition, substances that form gels, such as proteins (e. g., gelatins),
lipopolysaccharides, silicates, agarose and polyacrylamides can be used. Polymers
that form several aqueous phases, such as dextrans, polyalkylene glycols or
surfactants, such as phospholipids, long chain (12-24 carbon atoms) alkyl ammonium
salts and the like are also suitable. Where the solid surface is porous, various pore

sizes may be employed depending upon the nature of the system.

-47 -
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be chem cally synthesized, but are preferably produced
by reconbi nant procedures involving host cells of the

w0 pooenoi7ec. Use of manmalian host cells is expeCr/Es200011502

provi de for such post-translational nodifications
(Magys SpeptveRsyl ati on, truncation, -52 WO 2005/107796
PCT/ US2005/ 011502 |i pi dati on, and phosphoryl ati on) as
nElE 1Bass b adralequde freqifently omt beradediais ah ddpn€ifibr ofthé imbldoyile.

' i d f the i i .
e R R B o e isp Ko P uestalyte
QDask 124 ' Q‘mi XL ' [ ..

i spenRiRat bulifaAond IF‘;ost S algﬁgglgcrl gg@“@%ﬁ&@% ag ionized

eukaryotic and prokaryotic
faagaivid todrayel daven 4 Sightitiberndto BDIdEGedby ypRptdetRfor. UM method

[ Lon therefore includes. isolated CD163 =
pog?ﬁs%é E)Qc]cgggwgg fQrprotgins is Rat-pssistaddaser desorpfiontignization mass
2pectd s ("BIRALDBS, th ; variants _
agg _cg?%éey((vat ive gnﬁn %g%g)l%éh esaél)als}? ?%Sulﬁﬁgggg (il iy absorbing
iTPRITiE aateyial &mehlauwrMMGt%rgﬁ C%hblggbﬂﬁlgﬂi bﬁ@l_ilger'ﬁhﬁ laced on the
i_nvention includes nove |63 pol ypeptides that are
Sflefic o gproe, ﬁ%é“ﬂ%‘i‘%ﬁf’el%ﬁﬁ aith the laseio herpaplstais desorbed
'tRInE thel RobN\Qirfaedi ' t: Lng of an

sui t abl Igo det ect étl)dlﬁg%dr’ (%%%?&Fﬁg?% ?dr%gl 012 ﬁ%g%t@g S((%‘é?. f‘é? ;anmPle’
HHewkaay ethl.pdrSoxRatldée 5, b8, 387~ gl ucur oni dase, al kal i ne
phospgﬁhase, aéld bet a- D- (t;al act osi dase), fluorescent

| abel $hgremethodsqf taass spectmemetny dor pipteins)are desgribed in Hutchens
Ladiyeh.absl Pat(RoGs.; and .35S), to the

co rrplygﬂl)md bz?tnlgo ?5{1%169'166%;? I%é@%ﬁcgil?é%g%g?efﬁ% dP AR guriaces
Fahpued feotfimity Captire ¢ISBNTY a%b1iQ phiseiaMnityReRtdnf 89t binds the
%giﬂ ant i bﬁgl es, are well known. See, e.g., Morrison,

KiGBeqiHcalky 0 RRpSBefjticly, such3s an omidhody Sy wamesal ien, is used to

dpar ' 73) .. Balton an .
Riperas el SR P Hnerilo 5B Tt Ao amayee i
Hedvebaaidrorayhepdodid phesenypas Saser ORIy etizde aNDAGEEREy the
aoval ently attached an amno acid tag as discusse
EFORF- 20" In additi on, the novel CD 163 pol ypeptides
?\fucfeerAEﬁ‘é%?EﬂeoﬁlvPHﬁ?lpe indirectly |abeled. This

I nvol ves the covalent addition of a noiety to the

pol ypepihedramplds distlbseasiiy @idco ey bf éeﬂ&apﬁov'éhéD‘i‘éﬁjEQ ucleotides.
to .a | abel or |abeled conpound that exhi |%’%

t
!%teﬂw%ﬁltaonoipﬂa‘ikﬁ@h% npyRd CRIGS pohmielegtideroThe pickért imention
: i ng_incl yde. . bi ot t] f th
pRividegSeeEisch A0PH R b igel [ Phn PN trsRenres anpRaia
tréinschiptsabri 8erd6 ah@ bethplefeHsy mﬂ%@ﬁé@%ﬁraﬁd&aﬁ&h%%n%@é%ﬁ Rtble-
r a .

[ ncub&t,i ng.a radiol abel ed anti body speci fic
Hrandedyiindudiag splicetyagaptisseofpwhicheptaddacven@di 63 palypeptides.

LSt di . t. ef t,.is to bind the
P BT b LT o R nel o PRl it e s, Brrinme
Iansi, defiab) ;d afridafigieenFhodke @ﬁéS%%eE%Festaﬂg v%l‘?&{ %og&?rise

I nvention al so enbraces variants (or 'a 0gs

thevequeneesisetioghdn SER ID NO: [ln3 olfel 23544, 85, 26)S013t| 88) 35, 37,
i@ ar.e ovi ded wherein one or nore am no acid

?g’éléild%ézlssgljnpdp énent a novel CD 163 ami no acid

sequengRould BS &icbp ARG YL Eist10GAL S s i

ternmni of the pgotei n, o}trj rsray b% pgs]ﬁygﬁég%rwl?l%?’r%’%’zs’

26 B31aB3.r38g3 B39, 61, 43t #3 andvidit BOViHESomy ekikddinahe A0a

BB 50T 78 obens hese paroieesoB) s aseEplaL would b
1IsEiBRY to Gendtale otk Font th%%@ﬁphe@% Hﬂ@lo&%ﬁn%ﬁ‘gﬂ §I§)sz g% 99 13,

roteins and proteins 1nc I'ng am no" aci 1
2821 35, 26n3(e31,i38n3% 87| 30t4d, #BvelSuaiel 40MRI scfden Poreine, murine,
pol ypepti des wherein one or nore am no acid residues
are added to a CD 163 acid 43,



sequence, or to a biologically active fragnent
thereof. 5 Insertional variants therfore can al so

WO pbaes9d usi on proteins wherein the am no anPDUS2005/011502
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carboxy termi ni of the novel CD 163 pol ypeptide is

f hi%ﬁﬁh tcQniRB bl i ic gré/eﬁq%ﬂlg DX Lo gesno ? libragies, and thereby

pol ypepti des an I r respe tlve an

kotam thmenttresmn)mmses 1ont3, udgelmlzyzjnzst p6liznes1, 33, 35, 37,
Cl nhe

S oI hi sti di ne
B B o o eyt et ey Wolecutar

g@izdizs é@#%g@s%ﬁhcﬁhgo@tsr@fng a[}@(gr{tﬁgfe)%ory?@ss Geld Spring

6Habor, CBIbw Borla(1989F 14lsa by g i es ge I sHeQkdIRvAR 1Rt arcaévould
\Ye] e(ﬁl af and _Cellul arBi ol ogy, 5:3610-3616 (1985

eperenizs; tha ziventhe sequencecdisplesediimSEQ ngmap s,algr; 13, 22,

ginggj |2Ete%6r ?}9&3" 1b g%,i%i 5 4,?’?{5 §y43 936;51]47321)%)th ppgséble to generate the

padpyqeiatd piémers ot E(dR flaltﬁﬁl toRBRkh BR dnbRPRqBIncE |represented
15 Bi oTechnol og 4-1210 (1988)]; the KI3 epit

pBpthpssesenanCes. r(vS@@ eal. PCR Serlarndegy, P52 Folich) od., Sfb@%)l]PIeSS

SRR PR BOLUR08 RER L5l AER g b o,
1Dayid 61 Eelfap@Tohal§. $rgkk kyl M'Flm'fﬁz%)ﬂeWBifehe@st @éademﬁrl%ss Tne.,

Nat| . Acad. Sci. USA, 87:6393-6397(1990)].
e t¥osk, 198 CD163 pol ypepti de can be tagged Wit h

phospra eI RaR o e mror i Bde RO, Ao VS fauBs been

cblegii¢allfy sY@thearddSin WHILH In QAR aBY is AR FitHALD ﬁi@fuge allelic
resjidues In a novel CD 163 pol ypeptide is renove

Dériants dhegeefamlisdic vafiinis arsdnedifiehforms o etwild typerperie sefuence, the

t e r. W h r erm | of one

D A e e AN N
SRPUARE o cdaaitRink WhidkOgiVafik e, .
fr ggrrent s of the né%lg%l b éi% B%ﬁ‘{}‘glgg{ﬁlgg Allg%&&ée{ga%tsa hike wild

PBIPS/ ZROGS, ?klj%éatéwﬂb’ @pwrang scaemeniiasarpposad tomohmanegally occurring
uI d be.recogni zed that such

h
?‘&%ﬁ@ “fr'lrﬁ(?ﬂa J‘iﬂ%%&‘ 9 manipulatign when expressed in
the c QD‘NA@egﬁéncé‘s SRbEIE HIROHR] éb%9 F)Blybe%tﬁieg rart?rbe{ i%?th in SEQ

targeting of the heterol ogous prote
i3 ﬂmﬁ d2diBs 2,188, %cz@gaﬁ) 2bB3, BAt37, BOly 4Be45, and 47. The

A S R TS FE
RoRipSisél a d&ﬂﬁe"é‘tf%ﬁ@d BFecgl%l £ SLantiBiE ftl?@ltn% eBlile %Qvﬂlg %lileaﬂz%uence

polénucl eoti des encoding themare o po en
ast farthiiy SEQ IN NEX: Sptui 3,02, 2B25h 26,280 3nBS, 3,87, 39, 41, 43, 45, and

e o e
I“eaﬁpreyrr@ﬁt’%ﬁﬁng a%&gﬂﬁ 'abl%ﬂat %&%u&{c%f ?gﬁgﬁﬂgﬂ' 5,12

pol ypeti des, that ypept| vary
rléf 22,83¢25 g@qa@ﬁwms 3ﬂo|9 efy as; 45e afd¥NOoa@6tding to Watson-

OO R
| t uat
SNSRI B B Byl 05 S A B

il Bpelypbptides of SEQTD NO32,0ei, 9Pt ardies, 30156, B8 o), ugmm 46,
onpl i shed usi ng standard net hods well knownh

h
ﬁg “flﬂgh g’lffﬁgr [reseauence Som thepolynalepddisof SRQ A NOsailt hdutl2, 13,
| t f ||
L P o L Y R i gy B werr-

el ect'roelution,

khown degdnktacy Y thermlivedal génchit BY&s, a@f&%ar khdW¥h in the art. The
exchange), and/or high pressure liquid

chromat ography. In some cases, it may be preferable to
use nmore than -44-



one of these nethods for conplete purification.

Purification of novel CD163 pol ypepti des can be
wa@ewenwi7dpehed using a variety of techni ques. PET/UR®05/011502

polypeptide has been synt hesized such that it contains

TS ) .
SR R B AR BTGy i
Nemexgrossinn, Gwnde Yheopolypeptidésofi SHQ TR NO:QaNUsPAPT and 32. Havmg

%%ﬁ? either its carboxyl or amno termnus, it
%mé@ AEHRQagid f%lﬂﬁeﬁP@@nF%eI&oé%%tpéEmWBd 63 golypeptide,
| wher
s L R A R T s LR
5 f irpossiklepoysoeipe bl sucti emeedllng RNA and Dmmpem@h&@ abNACand RNA
ant bogz pecifically recognizing CD 163).
h“ﬁ}l ofBr i skcsarspes ol s splosed h@fﬁ@a&tha@ﬁfemed iy
I
2B L0t ol e L R copeo

cmlvammm) can be used for purlfl cation of CD 163

/ pol yHi s. (See for exanple, Ausubel et al., eds.
cur r en* {86 Phaming acilsia daqit rgpres@itaivspbresitionssymbols and

0 {ghcbhe BeecR el S TIup IS 0 coarec v thout 4

| abel or tag to faC| litateTapld4 i cati on, the novel CD
163-—of-the invention may he purified by

jATRi £ 1 ni |y ABbP al Smbebhly  To _acconpl Cehn@®hi s,

afllﬁecd: es S'\g@LAllar‘ for m A p]ﬂc\‘ﬂ e Gde GYusi be
pEEEYPed by headeSuel klgn\l\anGﬁ: t ISUs Anti bodi es
g fyggtlggcg aghinsdSPthel nolel 16ACI6BALD ynept | des &f the
i ‘}}ffﬂlciavg 20 r-aG\luha bt &ine AIA\J/ G N erlng thne

'}fegr \_Q&Hf’des or PAIFH tobe- rIUNS § %ﬁ’ HEHI gues
int‘ﬁ?{el s—to—hn aG\l el | pPefe yI08Cn oFGELBSU Ui ng
TJ'CI'L; KRe—protpeo is Fo Erep&égu 5A0af | nonogl ona
RGN by Sehn gud knBWA | RUCKhaAHPY | hat

—‘}gr}edes ar brlﬁYﬁgo rctKuC@éA*Ay AA&I nuouslt celllline
fhfttes—ean be\il\ggcd Ex%tlrrp! DA, p UGy gCUAS CUG _[cUU
2 5JIIPTLL1’P77OG cHt52005/-004 50 UGVC—Z‘. ous-techhiqueg

eas those— okt br o DAG Mlidin o Nalure
SRagitd o 49 1875 Kefper et e Himinofbly Today
e 19831 —Eofe—etials—plp7 A 08 Lin—Mopocl onal
Aot es—apd—aheer Fhtrapf s AR R G5 sC0E QGG ICGU
('ILTECQ i\he et t:lﬁe:rlluv I TchéG ot é I‘IptpgAS UEg UCG _[UCU
AT ed—wit outy, atag—agtac & 1y e [ji bpdi-es
TStGhhaH | 20t Es O gre CequTes

E’Sfrésfnb"d“ o Cary, b uSey: ""Rb gﬁc t-es—i-hel-uge;

rnout ||n| atTom T on—exchatge—chtrorat-ography,
nol ecu e chromat ography, HPLC, native gel
el ect Asplﬁ Wnnm&w ﬁ:gflq)tg;rpoanuﬁ tgjplet gqquencss of mundeotides

?fl SRR AlahY $hdiSQ ?5&&%5[9@4%&%& ules. Codons are. c:]hfl{fxfteng%d by the

| sopri me" mac t echthi que,
daseuracit 63) whe/mpmsenltm’r & ORNA 8RB aUDSra0RYizEEDbY thebase

nbj ned, 1 h d I houl d be
RSB heRProbrl 1LY A 4 D SicHpaaS/p o de i s amino
tid
LA e RO A B R P ERbf 5urd S e

sutstet] otyipeptidel Iedgiapparest HatvisendUgtFaseBYati@¥hkh particular 3
exanpl.e, the nodifications may be covalent innature,

TP seaueca ! - eROPERGS) eaﬂymmul?élaﬂmmldxghwndmarﬂy skilled

an| ., and in an
RIS ioRd Ik Bl tharhe RfiCingRE AN fuc At Of fin nyg%hﬁ
ipaitizolar Qiclediiies at isQRdIBBwh Lo xampR) 9G] Aaxﬁtﬁfée _nucleotide
pol ycl onal anti bodies, single chain antibo
chimeric antibodies, bifunctional/bispecific
anti bodi es, hunanlzed antlbodvés hunman anti bodi es,
and
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20 conplenmentary determ ning region (CDR)-grafted
anti bodi es, including conpounds which include CDR

w@emsremes which specifically recognize a pol ypepuszes/011502

of the invention) specific for novel CD 163 or

f ScRaemBlefcddee iRehi F4Bby bid ) i

t gﬂ descri %e an}{%ieglg 8 ;{ﬁgtag% a{gh‘ééglﬁglg%ts ﬁ%a{r% ?ﬁe Il)ons m‘% g}%ﬁgétesgquences
t ratAGAAUGr AGK] and AGUOACDIf ih DNANt | bodi es of the

i nventjon recogni ze and 25 bind CD163s pol ypepti des
excl ust YeiryeRo éP‘?l“%ﬁmt erf’g’r%}iaélﬂw@té‘ii pelyayslésiie comprising:
i i Mirt

o A BT L PR ARSI e s T S ITD W ., k'S
d@3 pippnudieotide sisit bhavdesa pdlgpeptide that hessal: icastd 0 uen T2%, 73%,
Efﬁg;t,%ét&/ (&o%I 0 or simlari tg bet ween t he novel

RS T8 Yol I8y ot PEs BL% ¥2%; §1% 08RG oA GTcB 7%,
t ol [ e I [ I it h er, ..
ot B D177 20 QNE DSBS MBI oer) Blodfentiy
aamidydyaihnitesity 1o agidlypiptidcdenfatthes SEQIPMOh2i nt er act i ons
V\&qt h sequences outside the variable region of the
a

{ ¢ Bekyadeotide gncoding a prlyaeriide of SEQMD:Const ant regi on
1) PSR GEEY Which 6 AR B8 e T oo s o

ar e welThe kivemtiorpalsb nelitdes e soRtaCidlEfd]dotldd B&inpriding: FOr

a conprehensi ve -56 WO 2005/ 107796 PCT/ US2005/ 011502
diag @ seCo382 pelyavclestidssequense seudpntivin QAP NQwd2 oy 13

' nual.: | d ri Har b
{05 PP3eaE ARPEALAs PTG 5P 5B B5 R fisgunaror
Aninilbdtgtites pdlppdptide sa gtz i SEQ IHING! 14r agments of the
CD163s_pol ypepti des of the invention are also
6t epkynedleniide spendinmal pelypeptideof SHQ Budies are, first

3fs BRI xRS fe cofipl Honlh Ry oMo e569)be
pr oducEsk igdntion Aty iAELAGNISd1htek 5@%@&5&&%@5@%:

practiced in the art. Non-human "“anti bodi es nma
Hahmuziag OB63xA polyentleatiddaesavance settfprth & SEQIIR NDe 22 or 23

. nan- hyman e  inse into a human
ar@ﬁ Fggl’g{}ﬁ%?oucdgﬁ (42 ciglla%a Bﬂin%%g{‘? Offsﬁgm k sequence.
Ruy 4 E@yn@tb@ﬂa@wmﬂ fis thB @BmPRniet sAYSEH) b, t he
anti body 10 framework to nodul ate affinity or

i nrunobReringentipn alatindedisew isflatet golynvdentidewompeisingef ul

B AEER o s BN BERRR e e dEhE et ostMesttud §G: 25 or 26
qQBYR pbiyhitdeotitle Bt ERQEYs a SlyfcpBdd MUK aPRadt 96925 g%, or 99%

%9
t he purposes described herein are al so conprehende
lifentiepnsyer|simidarity to apolypeptidnset fioritoin SHQHD NGt Riddes a

control antigen for which the antj s 15

i (ﬁﬂ%ﬂélé”b%c@?o}tﬁ% epf‘f?gmbgr %'B@P{Peﬂtﬁe é’ﬁ 5#@?& 317*f urt her

, ] X g | .

S AESRIRGAT Uhich )t cnpREentit b r PN G,

por ci needmisgBion alsd éncuqesraniisdated pylyhucledPiRRSomiprisiag:
infecti.on to a non- 1ssive ce|ll line. Total nRNA
LR P HReen 6ty P2 RALGIUS ofigk Feaspsg ackiorthdn $EQ ID
uee¢ F0xrapnstruct a cDNA library in the plasmd
pCW-Sport6.1 (Invitrogen), with the cDNA cl oned’

[k} apelpnuchetife thidermodes aNatlypeptidethat hhs arleise 08 %f ortd9psidentity

liRQrary,. when isolated and transiently transfected
iaﬁ%f Plﬁélaﬂﬁ’ﬁk-ai’?%@s%ﬂﬁf spbiosthdr SRRIRY: el | 1 ne,

: - ] SSi . .2nCells were
P PRI SRRl BN RRERSENRB, 32, oveny
Jdpppapmnicetdevivhith 25th Yoiplelenbsiuny 6f &@GrER(ERS) in a
5% CO2 at nosphere at 37C. Cell cultures were
transiently transfected using 10.0 uL of Lipofectam ne
2000 (I nvitrogen) and 2. Qug of®- plasm d. A duplicate
nonol ayer was transfected with negative control
pl asm d




10

15

20

25

30

pPAMB. This plasmd is pCW-Sport6.1 | acking an

insert. Transfection efficiency was nonitored wth a
w@k@smiexpr essi ng green fluorescent protein PGFBR$2003011502

Approxi mately 24 hours post-transfection, nonol ayers

WEliiniveitiet £¢b Mi:l'i,lbes_eintig@lﬁtehlgbl uclPRdd rfeimo! ate
P129) or European (isolate 96V198) genotypes of PRRS

viiay aolymaeleotifistsequdnon saffofRRSSE@QADIN@L 3N, t he
I r fixed usi 80% acetone. approxinmately

2 RGBTt sEh Bridpenic Bt b 4 ool 9ok 6%, 9779 98% or

PP WentiBt Mld¥or 3i | TRhti ; :

AeTD el or Sty #g@éﬁéété%éggg%% SEGRNG: 34 body

SoDnpolyameleetideRactding @ golypeptite. of SEThI: 34qonocl onal

ib IS eci.fi.c for PRRS viral nucl eocapsid
@E’?@é’@é&éw@%w i S thegoat ant Iafr;@llmf%%l, ) I@bgl)-fTE 300
i nver tegk ik BSERhelfi& ﬁﬁgﬁﬁf;eggﬂpfﬁuae&%% COcéllkl:i %%ntg: ve

was used to photograph a nono containin
pes i polysudedtide saqubnee s forttgai SEQ@ IDNO®r38 nonol ayer. |t

confirnmed that transfected cells becane perm ssive
5 5 GO I8 Tds PR encaiier # BalWpaptide fiat basat fayt SO0, 579, 98% or

. f. .
rrp REA iy a3k S AL BERRRE LR SEENO 36, of
t(apa polansdlentidednBidng & pblypepiitd of SEQUEMB6EYI r US Was
readily detectable .in the supernatant. Control

PR o RyTente (RIGRGS s compIasonips 4t (Dn@SPE (Cbr

irrel ' ' f. 1.$Si Vi ty. .
Sequeni vl RRMSadh e s BELATIINER dbipkising:

u8) mpolyhecl®itigle Byquendeseaviferet arSB@ BN 37. 0 Sequence

action kit, | ied Biosystens, Foster City, CA
iﬁba Pﬂlém‘iﬁﬁiﬂtﬁd(éﬁlpag&?w%& %P@glfmﬁée M%ﬂéleﬁ@ﬁgic( 9@%3975@ 98% or

ool pathact SHARGHp 3 no RO MRS, SR8 DMNG: 38y
1(6) 4 telyinauddotizle ers®iinna polypertiddbs SEQLB): 33 The cDNA we

i aent ified contained additional 5 and 3

A1 3 Belenucleotide ahichrsthe spmploment of anydf (94®) omiedl t he

plole ' ' : (1). a 738
b 1t b éhoh GRTTdthdds bR bRl cobtigfe:
&x) &palyoutlaftide Beguenceeded farth iArSRQED NERMOATG codon, and

(ﬁg si xteen nucl eoti de changes predicted to cause 10
SR hBelypydeatida figbencofigscd ralyneptide beiias ebleas 9% 2656, 97%, 98% or

. . . 4% i h
R AR R SRS R o kP SR TP,
[cevpalymicieotidp endoRithsSepvlopsRidddB SEOUD: 3pe shown in
figures 1 and 2. The novel porcine CD163 variant was

ddk3 pizusipotide wiioh gsthe comgleaigpgRny Df (4D () echat ac

aagaag@t.t: ¢cat aaaacctt at ggacaaa ctcagaat gg
50 searir b 28 AR AR Hn R pOShaEE B8 omgadEt 4 o0
gt gpilgarleotida sduaadekel PIHHNG :SEQ BRNGS: UGagg aagatt ggaa
t gaaatt cc aaggagaatg gggaacaatc tgtgatgatg 180

l@l@g@}m%e%iggt bengedesganalyngytide theft tea gtlaast 05 BPG5, 974G 8% or
. ct tt t it .
e e A B S e G

ERCHAgeleofiab 6AHIRHC 9@@8@6@59 ahgaat g9 ggaaagcat t
360 lﬁgﬂ gcaat ca taatgalg&gla gct ggt thga catgttctga

(Spendyaysleotdeywhish ixthe d@plegant dfaapn gfi(2).qbpgdcRgC

cactgtgct. acagt t ggaaatt cagaaactgg 480 .

{ aguaddsgtv<gias b A5 &8 of folet oolidinierins comgarige gg 1
: aaacat cat

o e R T ot ot

gtttgtaagc agctgtaatg gaaatgaaac ttctctttgg gact gcaaga
660
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attggcagtg gggtggactt agttgtgatc actatgacga agccaaaatt
acctgctcag 720 cccacaggaa acccaggctg gttggagggg

wa@e@btiered g ctctggtcgt gttgaagtac 780 -58 WO PCT/US2005/011502

2005/ 107796 PCT/ US2005/ 011502 aacat ggaga cacgt ggggc

R i R SR R e

g¥% atentityanB 00 singginpiggamtyfepidaseg vt ih SEQCIDINGY 44

aattccagtg tgaggggcac gagtcccacc 960 tttcactctg

c@i %B?]é(gﬂ‘ge@g%ce@&%@% a Q@g@@&i&d&toé SE&H:Adagc agggacgt cg
. Gl t

R R N R ORI o

ct t ggdTlecinvggegiiaciatindégerisslhet poBatdesdcokd#ing:
t(%?aa atgc ccatgtttta tgccagca c ttaaatgtgg agttgccctt
t &1 4P ﬁ

BYeatidssequrage sey domle in SEQ Y M 5ggaagt gage

R I L
1B, 9560964 CSFHE1 9850 6£ 9T% Gllchtifl il sERAGrBPRACHAGRBtide set forth
t,c%ﬁact a tccccgtgca 1380 attcatcatc ctcggaccca

ti8 RNQ‘ﬁﬁatttcaga agaaaat ggt gttgcctgca 1440

R L e R SRS
L O Gut go e D coar ootk cat
1620 Hheggyguggsaodydgonscinied ggbonugeatidraparaaits

LA SRRl P AR 1ok
By g palyaadledtide @it eaRded 4 HAIYHPEHE tHafRBAE [dR1009291 82886C939,,

agcagagaga 1800 cctgtgcagg gcgcctggaa gttttttaca
a‘%ﬁg%é&g o RYJe L5 o1 U déeatjtysand/or 8Bailarigc tt ayppadypeptide set forth

?g%g’@fﬁ\j]ﬁ?)g ggtggtat gcaggcagct gggctgtgca gacagagggg
acatc gccc tgcatcttca gacaagacag tgtccaggca
Q@) ghagsidedtiedat&ihEa %%?eptﬂgto@ KEe) @R 4999acct gac
accctatggc agtgcccatc atctccatgg aagaagagac 2040

t@he Ed@@é‘éeogilg Atidha theaomplpgzntof aytof{gcdrar Craaat aaga

cttcaagaa .gaaacactaa.ttgttct t gt ggaga,

ot g9t Hegy b Reale SShaT e b ionrag ef by FidAtegion makes

?&QEEQ&%&-SG@I@G@@%& Sagé &%ﬁ&@p&?@ﬁﬁg ‘ngecﬁiﬁ 8¢ Q6 known
220 pagctttgga ggcaggaaaa gaggccgcat ttggccaggg

adirge practated guo theear2 IB0ynuategtides afdbe giventimgaigpermit

. . 2340
SRRt Gt soaeR Brcnis Ty dece-ebdege 82 o crssn
B e e R w0 SRR (RRRI B et-know

dedwiqpes inslutiogiBauthero and/ar Noghean Hybe daajog and drqaijaggase
2520 agc C agttttctca ggaggagaga attctgtcca
tcgﬁlélaff“?“g]:?g%gg{&'gggaga 2580 tgaattcttg cctgaaagca

gat gagarpleddAdrane @é%ﬁeﬁc%cdf%%ﬂ? QR HRAGS PO & gexgct%d' Qisclosetdtherein

aagt acaat g aaaaggaaaa tgggaattat aacctggtda cagcc
tedsmgatkes pbsEe throu glatgad Gaathe troig@eididatiog anpgis@erse chain

S PE SH EEO Ee  SaSh S o
%@glﬁato ot gﬁg{gggggélg% aﬁg@gg:&s,iogéﬁto% %ﬁﬁ’an%&tst Iteggegggs, and the

gcatta gct gdaaa aaaaa
dkaaaaaaaa aaaaaaaaaa aaaaaaaaaa 2930 1 MDKL RMYV
LHENSGSADLKLRSEQID 1 )

at ggacdtaRteE iyhe serion dbaveanidad adssevyahthe daeatedct gaaa

%%géiegﬁ%s%f heGnVentich a?e ﬁsc@ué:\éfllﬂ irl% hybr}fdigatgn%ss%y\s/\{o detect the

capacity of cells to express CD163, or to measure levels of CD163 expression.
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Hfot @lgtermining the suscept1b1l1ty of an animal to virus infection as described above.

at gt ccaact cactgccatt agt t aacgccagt gagggaact
Sgacgc‘fﬁ% iC% gﬁiﬁfﬁﬁl thée@gl? q%ne lgugleptiggs@ncpdingia- 59

4
2 P S RIRPALE pficls WA N e R e S ot ondinpry gilinghe ar
afragraentd 6flthi fiFl]l lAh@hl@d'tmﬁcﬁohkkH Mdin@elﬁuﬁ tNeréfdee Pro¥ides unique

g{fl@&%&t@ Bigs Sy odansedins ralyaveleniidgaeepapiting atlgasy 46 shrgugh the
gfg%lglﬁtof tHeAeht- 1§nth lse(ﬁlehcﬁlﬁclt\%lg;g gac% a%d Ielvcg:ry'?‘nteger V\a{lu% between)

goatscagiat angleetaizs 9 g polynadsgdicdasslas 8 CHIE3Aiddsed 4aeh.
gtggag 14 1 VEIl QKLVGKVCDRSWGLKEA
4Bgcause polynucleotides of the invention (including fragments) comprise sequences

R AR I P

4@duld hybridize under highly stringent or moderately stringent conditions only (i.e.,
gat gt tqgt tt gcag%cagct ggoat gt G%yjat ct gcact caaaacat cat at caa
113 1

gtspeeficallyd) o polynucleatigesentoding the warigusCD 183 Golypeptides.

+ Sehwences unigus o polymucleorides of (e inveption e deroegizabie Suugh
g??ﬁ@ice cafiparidonVi6 Bifer KndlwN\pEIyMM e deides, and chh bk Mektified through

t e aligypent Peesiaga autiggyayiligedyin the adtt ¢ agthost gate actilable in
g@_ﬁly%%%eq&%g‘é dat%at!asgs %usch'%eclfllleﬁcerg aﬁ)soRarcla' re\éognlgab e %I‘OIFI?I &)uthern

ORidRAIiLAGKIGR CPANGEARANGIRAIEE FOGEAGH esigéﬁﬁt&t
T Y S S QHGDT WG O ©

7whic a polynucleotide will hybridize. Polynucleotides of the 1nvent1on can be

G AR R AL
78l enzymatic labeling.

t ct ct ggaggcggecagegt get gt gcagggaact acagt gcggeact gt ggt t
t ccct cOnPGIMOE uBigueHraEn@nEpGySiaieafides Wt AttEr ETA6® C

3?%&55&32&%% A TPRg 2havg Sanht Bisdad it Kityhgcrg usagdadetect the
g%?éeﬂbe of3Ppdtyfaditdade ehbddil% for €016Y, & RedldddtPviridtions in a

gla@gglgleati@e@ﬂqummoding tar TR HScA agdaactitbtCist e tg@dtion
acatﬁ;[t Sl § (P GVVCSRYIT QI RLVN
-sense polynucleotides thaf recognize and hybridize to polynucleotides

chlgg%tﬁgq?}%%g %ﬁ%l_tlg%%l? gh PG Fg@/&@%ﬁ@ﬁ&ﬁ%@8@&@&@@@&%&%‘%&%@(1.

1@agment anti-sense molecules of the invention include (i) those that specifically
caa acc aaggaaga tggagctcaacattcttg gt cct gggg
UECRAC 456 DEORFIES 1 S OTAE BANBOpoloses ol ssaacrained by

]SQ ot Corpartson of DN Sacosiine CR1G3s to DNA epcoding other nown

trgolggﬂeijs 1aénAifitatnl of Regheticds idueto hemove ECR1§3-¥Widdding

&%@%‘E’@P&l@%%{l be dgdiepsd drgeah bewse g@@w@@g@agwée@@@gumce
%%9& ar%CQMhlegh'_heCuse & cgnﬁlel%ﬂa_hy avmlDble sequence comparlson

cghghkl ThaohigoaseaoatdcitRaeasrinGaeagat eabﬁl%gﬁ Bélﬁtrther
ggtctg 421%ASLCSSG@%@VASV NQS

1261
ggcgceat cact ct gt t ct t cagggcaagtfgcct ct gt aat ct gct cagggaac
cagagt




441QTLSPCNSSSSDPSSSI I SE 1321
cagacact at ccccgt gcaatt cat cat cct cggacccat caagctctattatt
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1#édlhtion through restriction digestion or amplification using any of the various
t gt.gct agt agaggt ct at cat gagggct cct ggggcaccat ct gt gat )
glg@g@&%g%%ig&‘%%ngeﬂhmﬂww@g@oqrunﬁ@r&wm performed. Anti-

1&%}6 . ; ) ]
t Sogabdyauclectides are partionlarly relevant o resulating exnression of {163 by
athbsatellsBRARsSIngCD1B MANGS E GT GP I WL DE | N
1561

gccact Hytiscrsgypycleic peify (yefaeabbatl wyliese neir phgenuglsatides)
BLBABR of SkHANFtidng it 18Y Qpfedlon BhioeGidiebt & cpi6a

t RN&adrg gateaiagabingd calls 4é.51, 89 aadaiabedensiiop 3616188 di GRAGEE G8tem
cacaat 561C RHKEDAGVI CSEFMSLRLI
18k as a liposome). The antisense nucleic acid binds to the porcine CD163 target

AR AR AR B G Rl 4 8 Frger

1se4ience. Phosphorothioate and methylphosphonate antisense oligonucleotides are
agt gaaaacagcagagagacct gt gcagggcigzlct ggaagtttttfacaacgga

oteeiigallperntsraplgtediar thespauts yse Ay thevin@njioy. Thr a@igense

1 . o . . .
orEbmesleoils sy b Suhernp i it iy peltda b s T aPgbyipe. o
i%gi{ésgar@l%@eﬁfeﬁt hdt $3 dad! Sepfredsion S Poréind CVH183Rxplession at

Ritheythgdergawintiegygy draslebernt tavgbianseftbtegroaaactyhy beanimal
i%gﬁag fochﬁsle:%e\évcHachtyri%d%y%b%rrgnt%o?ch[l)e EDLI 6¥ve%rgssFi)onSor asa
athefpeeicagedany. gt t cagt gt cct aaaggacct gacaccct at ggcagt gc

ccatca 661S PWKKRLASPSEETWI TCAN
1981 As noted above in more detail, the nucleic acids of the invention include

t ct ccat ggaagaagagact ggcc cct cagaggagacat ggat cacat gt

Rt S S IR R R SRR S o A
24 hmplifying the polynucleotides in host cells to create useful quantities thereof. In
aaaat aagact t caagaaggaaacact aat t gt t ct ggacgt gt'ggagat ct gg

t etbefppmboddments thy @ctoris an BxeSioy Wetor Wheretn Qe\polynBeleotide of

2101 .. . . \ . . .

gtéﬁ {LELY G5 oRetag ey Jinkad i Polytusleptide coyRE AL R CYRIGHIeR
gélcg%ﬂP seq(éddd. Qukh EdiolPare yekul Fortelorthikarf p‘f‘b(ﬁlc@ogo%olypeptides
cefdbagueggert gt ggct caget t t ggaggcaggaaaagaggccgceat t t gge

41T GRP | WL NE V K N E L WD
ggg%ggA so'as ncc>;ted albove tlﬁe invent\ljon pr%vﬁleg;host celTs tlsqat are transformed or

R S AL G s o

2h8 invention. As stated above, such host cells are useful for the production of virus
t gt cct gccagat cct ccacagt gact gt ggacacaaggaggat gct gct
g*g’&&gagfoﬂgg@@fégﬂgge%SRESL HATGRSSFV

2341 The invention also aprovides isolated CD163 %ocl:%paegtides encoded Cz% novel
I AF

t gt t cagaaat t gcaaagagccgagaat ccctacat aggtcgctca

t pdlgiucldd@idéof tha ihventienV | L L A CL LI WT
2401

gcacttgcaat ctttggggtcattctgttggcctgtctcatcgcattcctcatt
tggact 821QKRRQRQRL SVFSGGENSVH
2461

cagaagcgaagacagaggcagcggct ct cagtttt ct caggaggagagaat t ct
gtccat 841Q1 QYREMNSCLKADETDMLN
2521

caaat t caat accgggagat gaat t ct t g&tt gaaagcagat gaaacggat at g
ctaaat 861 P SGDHSEVAQ



2581 ccctcaggagaccact ct gaagtacaa 1 NMDKLRWLHE
NSGSADLKLR VWDGVTECSG RLEVKFQGEW GTI CDDGADS SEQ I D 51

WORMAWITHE)L. GCPTAVTAI G RVNASEGIGH | W.DSVSCHG HESALNY005%1 1502

10

15

20

25

30

-60 WD 2005/ 107796 PCT/ US2005/011502 101 HEWGKHYCNH

%%@W GGSHCAGTVE VEI (KLVEKV NG 2 151
SALKTSYQVY SKTKATNTW. FVSSCNGNET

201 SLYRCKNMIYSERREDRREsodErTCBAERK RRAIGEIIER E)lypeptides. The

|
SGRVEVQHGED 251 TWGTVCDSDFE SLEAASVLCR ELQOGTW.
Liarpptongludesthessnest CDJ63 pelypemtide syhdictrazaetfpxtiTo SEQ ID NOs:

R SR PUE OO R VA Bk HRESEQWIR. 401
HVFHCTCHE veRMidaGEMTAts GBS IaR01ASY ttdblcaRipgNSPS a

451 SDPSSSI | SE ENGVACI GSG QLRLVDGGGR CAGRVEVYHE
16Brspolypeatidarwifiheveauercy St i SEEEANCEEG

TGPI l. 551 HN KE |
Correr i iheicamr e 2 o R Tt e ek er 7 1%, 72%,
ATV MAIRAS BCHEIRCIIIE P 845 SOHT WOR13 MBY RN R BYE. 365185%. 86%,
GPDTL S SPWKKRLASP SEETW TCAN Kl RLQEGNTN CSGRVEI WG

781% TN LR €3 RPBIZGCIATE 9 A OBPIOEHI8 %, or 99%,

TGPIW NEVK. . 751 .CKGNETSL CP. K VT
b Rt RS S p oA B AP v
QKRROROIY i v RAAGaLIRNE kb0t MNIo1a18Q holyKdREIH M dmprising a
PSGDHSEVQ Exanpl e 2: Construction of pllasmd

pN/E 687 BalypetTsryeith ihe sequenes set FathpingHQ D NO: 14.

pCWSsu, 63vl s perfornmed as. .follows. The .
Punot | SRGIeHipretio BRLAR LRPIRREHEtaF P g0, idgntiy and or
NERHIAIA0E sEIND 163 flybedbde Rt FRRFSSEQ® RBREY

perm ssivity served ‘as tenplate for PCR anplification

of t heTlBpDmE8ntiansalsa inciuded aivhiurige ORH 63v2 polgptide having the
untransl ated, r.e ."E Aysing the priners 5 DS- CD163
(ERH1D SRB%&P 1‘(‘% REEAAT TOOGOGGAT GTAATAATACAAGAAGA-

3' ) an | . K . . .

(5" OB A AT AT TATEAA GBISP G el yrgpicg gy e
Sseggence@etdorthdd SEQLID: @dr at es a Sac][[ restriction site

at the.5' . end. of .the 163 insert, ile. primer
3 creBh SgHsG i Belifesaldrest astyieat o pind WA DTgas s, o
3599 ety bAfol AAGty td ¥ jt1d8 St ' :
cont ai %i n% 19%ng of %J’| asPrlglgﬁ%ﬂélﬁglg%attf%ﬁ?mglféeEg%H(%'izgd
usi ng T avemtion oinEMdepopolypeptide having iterseqesmce adt férth in
%Ig@ﬁpog@) followi ng the manufacture's instructions.

ons were heated to 94 for 2 mnutes then cycl ed
15 35 ThdBShdtuedy 0530 identi
secondirt Eeh R gLl el B B s E1ch YO8 #or 9%, identiy
t andiorsahilaiy enspdppeptidd &t fath id SHQUD NE: 3ZThe resul ting
P roduct we urified using the Q aquick PCR
p'@:\:? VeEHANASINE u?%ap BpRRPePHde ﬁavzea the)seqiggnge setderth i $EQ ID:
restriction enzynes Sac][[ and Xhol, and the resulting
fragnents were gel purified using the Q aquick GCel
EXlhe metntiom dsd inClidesxepolgmiptide 304 at 1ed95ZDEG3 ORISR, 99%

fragment was then ligated into the plasm d pCW- Scri pt
(lé?l%ay aylipesimilarity to 3 polypgptids setfartiain SR He NGyt3% he

S T I it TR )P L P 080

I3qyated material was transfornmed into E. coli strain

DH5a and reconbi nants were sel ected by %r owth in
5B ivention also includes a polypeptide that has at least 95%, 96%, 97%, 98%, 99%

identity and/or similarity to a polypeptide set forth in SEQ ID NO: 36.
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kananycin and identified by restriction analysis. The
resulting plasmd, 25 "pCWsusCD163v1", contains the

w0 nioenerbé y del et ed porcine CD163 insert descrP@EUS200$011502
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Exanpl e 1 under the transcriptional control of the
eTkemwehtion AAVinRRRIEPS 8blyAdSide hvin Rérkd

PCT/ US2005/ 011502 thg n rr1y0| n/ g\%wgl n régllg[{sé{tgﬁ%gEQm
géhe under the control of both eukaryotl c and

R E R BPBIE 8 poljaGTr fabes oy sidensle D17 06%, 99%

THE ARWHE :
t errgtlﬁ)tgt e f o?lﬁggégsgng’lb p*%@%??%&%@%@%\ﬁ%r onot er.
REke mventiareslseimglvees 2 pulypeptida having themetjiérite set forth in SEQ ID:

P%?l eotides 209 through 604 of pRc/RSV. Forward primner
RSVLTR (SEQ I D NO 8)

(e S A TR BRI AGFRE 3k, 4, v, o

( ﬂeﬁtﬁ@@ff&éﬂi@@l@ﬁ&@&&(ﬁ@l@&‘ﬁﬁé@&tféﬁﬁm@% NG: Jo.wer e

sigthey zed. Resé1 i ction endonucl ease Pci | and Sac |
SUNFPRIWALS] Ingludes 3 pelypsntida having the seauence setforhl in SEQ ID:
5' and 3" primers, respectively, for future

cI oning. PCR was performed using the Hot Master Taq

DRke iﬁabmrmrzdmnkluﬁes( &pplepegheitié thaf indsla0Wasi®098, 0€%, 92%, 93%, 94%

nt%fS‘%% er's | nst ructions. The reactions contained

%% QWWYFBWPEW@F@ ta g@obypepiidstseicfagh in SEQ

?j@*’ gescrl bed above. The reactions were heated to

94 m nutes then cycled 30 tines through 94 for

2Thesmeenits), al GRintdesl polgperide Baviag thebd Lflé?fce letlfbﬂh' UESEQ ID:

The resulting PCR fragnment was di gest eg

r‘é‘%trlctlon enzymes Pci | and Sac |, gel purlfled and

PRI 5 RS R BSLRy bR i v
295%5%%:9:7%, 9896, 9996 Rlentitg ABA/bLGilRKBGEd pbty@e;lﬁﬁ\n! set forth in SEQ

pronmot er i medi at el y upstream of the multiple cloning
s ¥0:4hd was naned "PRSV-Script". The susCD163vl

' f.ol
| PBEh{ B A CAPRORER e ESHO L Bl iR Bk S
pdB8WsusCD163vl by restriction digestion (Kpn I and

Sac |I1) and gel purified. This fragnment was |igated
mf‘ompmwn@ésoseﬂug@s apelEnepHdeithal hes ableast 9a%g as%eaz%a 3%, 94%

pu The
0SS0 0 By B8 S b e ot n s
tIaNek ag.mant s sel ected using kananycin at 50g/m . The

cl one contai ned the correct insert was designed
'Eh@gvg@;ggg alwgncludes Exnelppaptdehavihgthersgquende set forth in SEQ ID:
%9racter|zat|on of a longer variant of porcine CD163
30 "cDNA Based on the porcine CDL63vl sequence, a
f I)Iid/\iillif&ltﬁihl A indlu
ﬁ&l@%ﬂmﬁ Ha%@,ﬁ#%%%%% é%,)%%, 94%
a?ﬁﬁV 596/73\95%@8&,.9&% identtpacdepin{8HEQtd Dpdigpdtide s@FoMiOin SEQ
C@jﬁ@é&?% PCT/ US2005/ 011502 (5
ACCCAGCAATATTCTTTTTTATTTAATGCC- 3' ) were

desi gned wusing the Lasergene PrimerSel ect program
(DNASTAR Inc., Madison W) for

Polypeptides of the invention may be isolated from natural cell sources or may

be chemically synthesized, but are preferably produced by recombinant procedures
involving host cells of the invention. Use of mammalian host cells is expected to

provide for such post-translational modifications (e.g., glycosylation, truncation,
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anplification of a full-length porcine CD 163 gene.
Restriction endonucl ease sites for Not | and Kpn |

w@ eovdaoi7vdried) were included in 5 and 3' pri meP&T/US2005/011502

10

15

20

25

30

respectively, to allow 5 for conveni ent cloning.

G L T s

hamivuﬂyy)npecgmblﬁﬁ%emlemmﬁromﬁbts vihe GOREtIOE lGchdsS}Fﬁted and non-
R asy mni kit age Val encia, CA). RT-

eesviied fpppgof Pélsm eféD E@ynenadgmmsbmcfzd
t p] |
o 1 o TR RTS8, ol L 08 o

f falcllivmes the &oldtion 03 DM 63, @ﬁﬁpﬁ@f{s 1ﬂlezln%ﬂhon(tﬂé}€fo'§9mcludes
sec, 55C 30 sec and 68C 4 mn) for 35 cycles, 72C for

1i50ka#ed. CD HBmpqlyrsatidessasiser eutam SEQABINGs 2 1894958415 A2SHE 36,

agargse I ro ucts of. vari.ous es. Wer e )
2900 99 J 4B1id Wifionfl BRISRRSRRvE BB STSEIRER gherein
Gaok@irgAabdiéd d@g% e fﬂf@se RT- PCR products were
cloned into the OPO cl oni ng vector

(I nvit Tb@g@ﬁyntlca leﬁ@éewel @Béﬁij/p@ldpmldc@mat aretlabaled”. The

f f
Bt GRS igmf b © (REFETUETaRie S Phping gt oy
DyigtabRIdeteRbRY grdf@s, Shélidihg Enz3Rd ?é‘geh&%@t‘éﬁisﬁggfﬂxﬁdase beta -
plied Biosystens, Foster CGty, CA)

(
%l@gb}rgmén@, @lk@m@h@splmaspzm YerpPlgadatt Bidasg)s fleomsjcent abels

R ACSERIE R il il 52 R PO PR S Rro e

PEBSUNE bEIADASHEAR. rBehniqddd b SIkIRb variGiie:
ch?ﬂ;sa | arge insert vvz?é desi gnaté\g aISCRsu 0%163'%&@1@

(Ipigteznsmqmdﬁauand agtibqstiese hreevellkib681. See, icagnt Marrisoh cMetheds in

c AR a2 e TS B Vet s, L Wigh Rt ea ok BN

| BolRniagd #Mudebr HRChdPNO133 5209 BN C ThARRNKS 14b gi%hq}i‘%ﬂalso

that this porcine CD163 encodes ah am no aci
S eflmemp@ss @fPOMEU@TWhmh da$ devaleily attacheth an amiies agjd edged
4 When 25 conpared to the porcine CD163

% V‘GenBank (Accession No. AJ311716), our
CD163v n I
| evel . gl(%?%%\%&g ng) gel%%%ﬁg%%h&%oog a% %anrrtl%r?oﬁgy B‘&in%rectly
rlebelad e’§h1aun\tolh®s ¢het coomtenbadditiah ofexheietli toghd pﬁypqs;ﬁtde and

din [ r.amne ugstreamATGlnltlatlo

o om0 e g g Mabck B e cHBE e ke exbibits

oty QST ED] 816 Bl o o

T8 otiaglatthendf] th@peptxde ifollseedIR1ifidding (eaidinkcodpied $¢ badlofMBe above

QIF 74883% hhe am no acid |l evel. The predicted
é flagrou eé‘a%t X ARPIS WA be iprubaing ?ébaidtﬂ%a@ﬂeds@@bp@ specific

2ohe 5B ER RN SRR TRty pihistidine g, The

r e pEfedtiivel hind Fe rddibactivienativdistth eie giliRptidbddAdse of the
sequen aﬁ% contain similar sequence features is easily

iRty ofthe antibadyder thaéagsequence.  SEQUENCE | D
NO
at ogac e e eAERT s SRR A R0 R M) crygprorein

cihgmegaahple! dgatgavgiant e pedaddd Wwiaeh oae bl mbidatiiobiid
cacttttgct gt agt cgct ctcagtgc ctgcttggtc actagttctc
tieggagganplemsot %@%‘@bg@déé a@ﬂ@%%@ sesicatsg duggicga may be located

8%% g%g%%gthg %Crg 651210295 agé%@%ﬁg@?@{%ltraglons of

386 notg0D %%&eﬁﬁeﬂﬁi&l@ &Gﬂtse éfl@@ k& EohAVaAARY K4th additional
actggatggg ctaattttag 360 gcaggttct ggacgcattt

ggatggatca tgtttcttgt cgaggga%tg agt cagctct 420

Q

(.Q



15

ct gggact gc aaacat gatg gat ggggaaa gcat aactgt actcaccaac
aggatgctgg 480 agtaacctgc tcagatggat ctgatttaga

wWQ@2i0§geged g gt gaat ggag gaaaccggtg 540 cttaggaR@EUS2005/011502
at agaagt ca aatttcaagg acggtgggga acagtgtgtg atgataactt

6&@. d § @ t d . C 8 . .
SRScuacacah o9k 0L Ko A Bns nd o

giagiding aneino ggid dagsatr dabetpyt Tnisérsibg vatiaits fichidg n62& CD163
caat at gagt cagctc tctggaactg caaacat gaa ggat aa
AR MEAEE g5 oI nprg aTg.Ashics Kb i grda DragCD 163 acid
cge@aaasegg%%ocﬁaegﬁmgmﬁetf&g&%ge hE&fr 99tagatgga
gt cactgaat gttcaggadg attggdagtg aaattccaag gagaat gggg
59 too a?)saﬁbnalgdarigftt gmrtfg%¢m@9@?hamﬂ© tﬁlsicﬂlf}ir?téﬁ@?i’herein the
ca agcaac J. a ccaacC C cac
gcag'%f‘a Qgé@f 8%??’%‘6%%%1 alythg a9 @&W%zy@gﬂe i@(fﬂsgrsd to another
tt 0 . t .ct.ct ggca
ooSepHAC VAgioRs bap tolyr b G Ah AR TR RN OR L bfes AR°0A
t dmwt igche ??tﬂgdag@mt tincgﬁde:pcgﬁmgﬁdlt:ké:tgoltyaﬁ@aﬁ @b@{-lﬁstidin?-
gaact.gagac !taaaggtgg aggcagccac tgtgctggga cagtggagg
T ARG Rl Ehy) Thea e nlea 2 hbin G ROINPeD R angabigmiibody
t 9O aagGt 2 . gcagct
10 gat gt g ggtq%ldt% g%é g\?@aggué% g? t%i? g%%g géastg@? g @?’%@e %ﬁ%’g’gtag and the

C 8192 8CAME 1Y; 6dcBAAS@IB &0 getiHodids theiétadBea0& A IVRAMASRAnd

at gaaacttc 1380 tcttt ac tgcaagaatt ggcagtgggg
t égﬂw%rﬁg%logsgﬁgﬁéﬂ@ééw g]t%géﬂg@mb@e s ngahvatvgm glycoprotein

| S 5PEE B RERRRRE SR ARHAS B, HARERNRER L SRS APSS:
FL b AR e Sap Ol
?%égﬁifg‘@%@gﬁ’eﬁﬂ%bﬁ@ (gg@%hélgﬁ %3 &pitéq?t mp@tge tﬂﬂa@m@ aht
 SEAdbAAS. 1990, IO 15900, RFAECH oo SR G er .
9dcBiot g0wen.| 24K: 13166115 16@ UBNATIAGR] $RAH £hEGD ptA&hIRAk@tag

1800 caagacccca tgtgaaggaa gagtggagct caacattctt
gdbetedirexssmyd @b,tlgrpg M@g @\CagaﬁgmtTdSAaW 16363/ HP0)]. In

¢ SRR It b GRRTRC bR B st i s s

t gega@ee and M&Rinecptlodptatma8C t gcact ggga ctgagaagca
cat gggagat tgttccgtca ctgctctggg 2040 cgcatcactc

t gt t ctinc@agthgyesmegt Ggdnentog prrides dgletionygimtawhagmginear
A0 o 6 g L 95D GBS HRESER! Btonsca e

GFRGtedat 6@c SICHJHE MM of iHARNINAD 163 9&&%%%9, ith rémd¥hl of
ga a gtagaggtct atcatgaggg ctcctggggc catctgtg

ANGHE Fefu'e esrge withBythe\@o %) O 63 7ngi6o RGT/sefRACS/ DGR

I { t. t,0.1ggt gt tgt t
SRR 20898 8HaE D ettty B R BT G B Septaie. 0
agggcacpl 3 %)(tﬂ 3 pRided BnBeRh A3AGhENBAR0or heRALRRE ARG or trc%%on. It

gaat ct cat a gcaat g ccactcacat ggttgggggc ggcacaa

Zheuld beaeepeaizad thay alg;dpatzegél;glgn@m}pb dateing acd eR@AgiHen expressed in
tctct act gat ca t gaapacagc. agagagacct .

RS ESRIENCh A e G P tPina Ee e et ing g e diruologous protein

G GBS, maamaﬂ&%etaé@%a%t %ﬁg%&&ﬁ;%n&ggg{:s% 46Rte

ggcagctggg 2640 ctgtgcagdac agaggggaca tcagcc
abuettzagacmanga daghis teedpgcahapu fitQiondirgglubiyRef the protein.

t gt t cagt ct aaagg acctgacaca ctatggcagt gcccatcatc
g marttansdelelnd daimRigyl Casraliueanssqugediag them are of
t - - t ¢ agga
é%%‘ﬁ%ﬁ\‘?&ﬁﬁe g&%@ﬁﬁ%ﬁ&a@%g %ggl?(%:hta@agﬁﬁ S are s}ggﬁ‘lﬁg@}b&sclesed here

actaattg ttctggacgt gtacgg
as SEQ ID NOs: 37-40.
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ttcctggggce actgtgtgtg acgactcctg ggaccttgaa gatgctcagg
tggtgtgccg 2940 acagctgggc tgtggctcag ctttggaggce

wW@owaaerg@ag gccgcatttg gccaggggac 3000 t gggcCREI/HS2005/011502
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t ggct caat g aagt gaagt g caaggggaat gaaacctcct tgtgggattg
3060  TREHICGRUNhAGE A %&d@&@zﬂﬁ&?ﬁﬁhé RRGARG R ed
gaggat gctg ctgtgacgtg 31 ct cagaaatt gcaaagagcc

g dghattidest that &t pagpepiidggthagwry fbnrthe réfaitchgCsedidite by
acttgcaatc tt,t%gg tca ttctgttgge ctgtctcatc gcattcctca
ttctoﬁg“élﬁ‘tbv& 233N ACIY SURKUUIIWS, cagaggcage ggct ct cagt

fttctc : aat ¢ .
cgggagat e ap etk e LRI B il hue H AT Pamgpan e
336biorcdtoag gagikal ‘Mefinitigrag t acaat gaaa aggaaaat gg

D Gaag b GHURBEOHi™ § AgREiRgiHe (RGOS HENCommBORl isolate the
tcet ctat tcc att .ccaaagact
HRE] AR pa AT SR AR LR TPl by E RO hanos

t weldBgéwgto thegkidlegatisal.t S@ogetads3ivORde Willaak Badtion,
aagaatattg ctg 3623 1 MDKL RMVLHENSGSAD
FSepanatipn gggepigpp};presm followed by electroelution, various types of

T e .
t megaecihdiid ar@hiedrighaC Th bdBe tabaat Iﬁﬁﬁ II)?Q Efejflg?r%ﬁ% EcgéﬁéﬁtrﬂK@re than

ttggtc NO13 41T SSL GGKDKE
conpof these methods for complete purification.

aagt oo SHirey o7 BF A AT REN S AR B GHE ER
Wally of techniques. If the polypeptide has been synthesized such that it contains a

t ct ggaagagt ggaggt gaaagt gcaggaggagt ggggaact gt gt gt aat aat
88 seh aspiey s%gme%(?@%g Xhegalifis ot otlErGnR Tpeptitle Kich as FLAG

ctGt tttgtaggcagct at gt cqaact gct at
RS S T SR S e R S A
3ther its carboxyl or amino terminus, it may essentially be purified in a one-step
act ggatgggctaattttagtgcaggttctggacgcafttggatggatcatgtt

treeass by passmathaselugomthronghn@fknity @lGniwheke tHe Molimn matrix

R o RiY Crghe tect Soighe PO ReRide el g danonestsuat
Z%fiﬂb@&y spediitalty Rz € 68) Fop IS, RObhiRidthSoids with

aared atldnibcanggpegficigy togticket,dhgrearcatfiaity geinnmgﬁtnﬂcﬂ?\l};agdt g the
R
A %%érgReg]igt%Xtd%ﬁ nclackléll c%hcl:mILls)%arl? b!a usEedeo}lﬁpErit(lgcact;‘ion of C%163

; .
e R A L

SRiplogy, Section 10.11.8, John Wiley & Sons, New York [1993]).
acagt t at aac cat aagt.cat gcttct gt ggttt gt aaacaa

ot t gaavesdh acoRcl & pohkgtas & miepares Wi s tag o
&Qdilitate purification, the novel CD163 of the invention meafatée a%urif%ed b

t gt ggaagt gct gt cagtttctct ggttcagctaattttg ggttcrgga
ciomamaffRA\bhEorbatDlaphy. CTdadBohipEsiSthds, lanlBddi€s dpetifiE for CD163

?%WBQ?%BP%@F@FW&@&&’@%&M&@PW%M‘& @t-.ggaact gcaaa
cat gaaanihdhick endafea'schind fe Ddl 6063 pélyg’e%/ticles Gt bhehhRntion

721

oathg b gaeaidneiadhisgeiga tieaidnicpadgairepltggablgiag fiagaehs,
aatgga 26l1ADL KL RVVDGVTECSGRLEYV
Aaqlogues, or cells to an animal, preferably a non-human, using routine protocols. For

SR RS R AR s
Shlibodies produced by continuous cell line cultures can be used. Examples include

aaat t ccaaggagaat ggggaacaat ct gt gat gat ggct gggat agt gat gat
gccgcet
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30lLVACKQLGCPTAVTAI GRVNA 901
gt ggcat gt aagcaact gggat gt ccaact gct gt cact gccat t ggt cgagt t

w@2wgae’79821S EGT GHI WL DSV S CH G H BCBUS005/011502
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961 a tgagggaact acacattt ctt acagt tttcttgccat acac

a%cr:f&éls Elécﬁn%%{clvy\@aép %%&%7 ﬁﬁ%h%gé Uﬁéol%gét%]nl 0 2I\Iat§1%]25l6 . Yds.

C#%’l (9@ 8y Kyzhoeat at. ¢ g asdl ggDaRg e 61121(111839]0@@1& @ﬂélg @ggﬁﬂ% in
gajgct. 361GV T CSDGSDLELRLKGG
1 oclonal Antibodies and Cancer Therapy, Alan R. Liss, Inc. (1985)

agccac piens e PR AEBIARARE LRAAR A PRI ea. and

1ddlantibodies are available, other well-known procedures for pur1f1cat10n can be

t gt gct gggaca tggag gaaat t cagaaact ggt aggaaaagt gt gt gat
asggg%uc s 1pC E? A Withquilingitation, IonGxehags cArdmatography,
1

N algg%ahggmé%oga%hyg%%?g%as Jg st e gnhes dacureaion
Ctv(itﬁ @al eldzdn( afd SréRaMtiVe Bollediri féubin (Ts¥YrkméE nYacRine/technique,

aHﬁPf@aS@m%@t Intsemecasesatreragec 24 dese tesbaigyercmngy be gimbined
agza%ﬂl%v““nlc%asea@punﬁ TSLWDCKNWQWGGL S

t gt aat ggRaAl B3 anddrsobs tat ARAREhHAJI PBL 9%?&%9 SHR9hE8on is
cttagt 461CDHYDEAK I TCSAH

1®¢gnded to include polypeptldes bearing modifications other than 1nsert10n deletion,

t act at gac at t c cca cceca
PogPr i elor EBB M RARS B0y Sl B ES i uay e

1éc4¢ltlent in nature, and 1nc1ude for exam;tnle chemical bonding with apolymers lipids,

ggaggggacat t ccct gt ct ggt cgt gt t gaagt acaacat ggag cacgt gg

geiberergmog\ang imprgarmic maetlesE AASV L CREL QC

1
g?&%ﬂ?@lﬁh ctgacttctctct ggaggcggccagcegt gct gt gcagggaact a
gggtlg CAlseZbfaplehéndedby-thb pleséatAntdnfiofPate e@lti%o@e@(é. g.}%onoclonal

ggukralyplonsd entfhndiesc sigglg gg@ia gnﬁilmaﬁetSt tljgrgaagibati¢sygacag
a@%ﬁgonaﬁﬁmpemﬁc antﬂ%dC ies, humanlze anlﬁb%dles I'human a\rlltlﬁodF;es and

g&dasege hiihigl 9&%&%@%9%‘51%@@&1%%%05 fudl ﬁ“%% Bunds
gcarg%0561 PDG VGVVCS% ﬂ{p
1WBi_[:h include CDR sequences which specifically recogmze a polypeptide of the

Bt SRR DRl P R oy 7L\ 0

1741 The term “specific for,” when used to describe antibodies of the %nventlon
caaat ccgct t ggt'gaat ggcaagaccccat gt gaaggaagagt ggagct caac

atntlizates B0 theGaBable@Gohs  the Stiodied obite ibvehtidn Vedoghiize and

g%é?% CQ 1§38 goeertides grusivdy Eotalfdadistipguish SRG3s aplypeptides
t fr@ﬁgﬁhe@%ﬁgvgp'ol})ﬁeﬁic@s%y’%’iljtue%f |ndasGaliedifferbns &nding affinity,
Cdﬂ}pm@ﬂmtmsmblgteggme gﬁlmaltztedtseqwﬁ@@ﬂ@ﬁ@gammegy tot gigiglarity

641S E Q1 HCTGTEKH
a]@pi\%/een the novel CD163 and such polypeptldes) It will be undel stood that specific

S5483052 40, AOGRIES5 G PR QELORRERL SRR A o

1&8ér antibodies in ELISA techniques) through interactions with sequences outside the
tgttccgtcactgctct % gcgcat cactct gttcttcagggcaagt ggcct ct
gYakble Tggiprw obths aq !gp@e@arrd in mrficytan\inghe cansgbregisn of the

Dldfecule, Screening assays lo determine bindine spssifisii,qf 2 ptbedy el ghe
Civ@érition af®Well knbwh aid Fouftinbly@ractibedin tha®. Bofh boliplehensive
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agct ct att at tt cagaagaaaat ggt gt t gcct gcat agggagt ggt caact t
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2161

odiceRtion 3P AU &5 L BL PLHIAAR IR IR AT AAHHKIRLCR ;
tggggc 741T | S S TR P I A s %gﬁ&%gﬁ%nua]’
zégl_ﬁ Spring Harbor Laboratory; Cold Spring Harbor, NY (1988), Chapter 6.

accaft ci. gt gat gacagct acct gaat gat gcccat gt ggt gt gcaaaca
A B R IR AR Rl ety s (B 1RO E5q s hides of the
2¢:8dntion are also contemglated, Provided that the antibodies are, first and foremost,

t gt ggat gggccat t aat gccactggttctgctcatttt ggggaaggaacaggq
cipeaific for@mal CDDOE pblypke;itidss. GAltiBodied bl thd\ir@eflidh &ntbe produced

Bk egdme bl spyn dad aupinscprentied in e erigtemigevnc
;ﬁrfoff{)%ﬁieé; %9b\évhg‘rrﬁnﬁe3‘|b§:aﬁsr Hetholts RodtwPindnt aft. ¥ Fnd method, the

ggin-yogyCHRs aceiabdrgdd ggeaivaggagivad Y oeaagsgisaahaitgal ca
gagttc 82IMSL RLI SENSRETCAGRLEV
2& ework sequence. Further changes can then be introduced into the antibody

R b e A S A S

2521 Antibodies of the invention are useful for, diagnostic purposes to detect or

ttttacaacggagct t ggggcagegt t ggcaggaat agcat gt ct ccagccaca
AHIHHBEINOL. &5 KoMt PELEsaoDORCD 163+, SKits gorEpiisiny an antibody
o e gation for amy of e pureses described hereln s alkg compygpdsd. T
t gemgent, a 1884fKhd inveftidh dsdindludeDa boirdPakiigEnkéofSwRidR e antibody is
2641 .

aayaenspepilic aggcacat gt gggt ggacaat gt t cagt gt cct aaaggacct
g?gic aTheg&ééeanQe&itﬁl 1‘? fl?ﬂl%rmurgtrﬁecpf, llo‘ut'?‘loﬁirFr)litgd,EbyEthg following
céxabglsagt gcccat cat ct ccat ggaagaagagact ggccagcccct cagag

agaca 921IWI TCANKI RLQEGNTNCSGR
2hixample 1: Transient transfection with porcine CD163 confers permissivity to

t t. caaaat aagact t caagaag C tgtt.ct
RGO ARSI BT
28btdine alveolar macrophage cells was used to construct a cDNA library in the

gt ggagat ct ggt acggaggt t cct ggggcact gt gt gt gacgact cct gggac
1 PG YESpar®. igogen) witlethe cBNA Aldne&bgw@ek the EcoRV and

s PSR bl iR A e A esien g esisgnto the

g%%i[agl &R PhAndteikifhdy) EelBlifte, lcod¥elrea PRR $<p&enttssivdbhenotype.

dediscugre gryyocngdyhecsoioyeditiad Eeglg ataiam §ANHM pawtpipnaaded with
g%%%gttal bo%z?r?els%ru-l;n %FI%S)Vyn% o Fé > aﬁn()gsp\ﬂ\ég alt_l3§)é.) gel?cﬂtu}ﬁes were

ORI LRI\ OSSO A%

3@asmid. A duplicate monolayer was transfected with negative control plasmid

t t
O 0o A e R RSP 85 £ eney
Sdgslmonitored with a plasmid ex;t)rge%séréﬁ %reen fluorescent I%rg%ein {GFP

ggtcgctcatcttttgttgcact tttggggt cat gt ggc)é:t gt
cApmogimat€lg 2Ahbuts postvitans@ctom mdQldyefd werk iffedfed wRhG@ither North

%%é{iea& Eslate §L2D e Hyronsan Hagjae 26Yd 9@ -gragypec ol BRRS wirgs. For
L §AG%8n of BRRS rEpiflaton, tht Bohofyels Refe Akdd éin% 809K abbtBhe

3241

ggpoagaatelclincspessattimaindd COOIRAEL UMM CIhEEET Ba@avith
gcagat 110lE T DML NPSGDHSEV 3301
gaaacggat at gct aaat ccct caggagagcact ct gaagt acaa 1
MDKLRWLHE NSGSADFRRC SAH SSFTFA VWWAVLSACLV TSSLGGKDKE
SEQ ID 51 LRLTGEENKC SGRVEVKVQE EWGTVCNNGW DMDVVSVVCR
QLGCPTAI KA
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-66 WD 2005/ 107796 PCT/ US2005/ 011502 101 TOMNFSAGS
GRI WWDHVSC RGNESALWDC KHDGWEKHNC THQQDAGVTC NGO 14 151

wERESDYEMS. VNGGNRCLGR | EVKFQGRWG TVCDDNFNI N HASKMUSHIQE/ 6 1502

201 CGSAVSFSGS ANFGEGSGPI WFDDLVCNGN ESALWNCKHE

BT 30 SRS DI R TR R . T

SHOT@HMNAL Bnt8yEFHOHIESAiCLIWPRRISEFG] n33dockpNECbEESIAd from open

vﬁi&s&ﬁﬁ% @Eé 3$€GTVEVE| Q KLVGKVCDgg 401 o
BT ehy R et T Wiltiye cells and a

F!F@MMAEEEWE 551 SHLSLCPVAP RPDGTCSHSR
DVC;\/V LV P CEGRVELNI L 601 GSWGSLCNSH
aé:C %@g%%@ap el SRR ARIGNASiVe fboth the North

A W%@%@%W%@&WW

TEGDESWRL ff virdbgenDAchAITKEIdSeCleMM MATEOS tNelftfal§3E€RH BHK cells, and
WLDEI NCNGK ESWH 801 GWGRHNCRHK EDAGVI CSEF
NEPEFNYSHNS Vs detgciabiqdnissweerngtmt. F@NERAYEections using

(eeaiR: -Gl e SR sehi iy cosve

951 Twmaﬂmgomem%memicﬁm&n%%@lmg Dye
V\V_NE\/KCKGN 1001 ETSLWDCPAR SWGHSDCGHK EDAAVTCSEI
Alesmgtorfergiond i Agquenceiesetiprcivt (A ppliad RippystgnaxRpster City, CA)

RV SRR TN S e L300 el et o

f genentip€R2s hightchanolagésrto tliee[SiUhlstd SRciQ TDBS KRAICHNA
and Not | digestion and ]%1§bpur| fication. Recipient
I

vérenbnk geesasiondiumer fdal El cIWNAHve identifigdecontained

) al,l re ona
BRSSO T ALY B WIS AR 7 MG 2P eating
|ﬂragﬁé didferedf inSuBEN 2631 Pa 748 W Idferﬁéil\déie%h nBhr thé Beend (2) al5bp

ated nmi xture was used to transform STBL 2 E. col

gngion(qf {he §'rengddayn up}i@améﬁaquﬂmmd@bslxmmd@txde changes

el —

Segednteswas 99.0%e#ignnionty T the ﬁewlﬁrd@&@fléfédi ?&cﬁfe @ ¥3\sequence
pronot er based expr eSSI on system by direc ligation

awigh theapierieedly wporied muenc_ea JA1h6H ok ehowigitfigees 1 and 2. The
t t fol
REr B SRR G R BAPT MEBISETE it 1 nes

PENCE CD 163 from an RSV pronoter was devel opé ‘iDNO
(figure 4)  The procedure involves the isolation and

|3 AR B> 9B T NG P B BT RN BHEE GRTE1RINg the | SEQ ID
NegRyet s ageressanc RSV cpluenBiser aagset sgaglbctder i sed 5
far‘a%cgggs g%gdapgtgamgcctﬁggaggagbe ngga%ggtéltrgugn ! he NO:

susCD163v2 codi ng sequence CWsus B3v2)®
EEEH 2D FAERF G ﬁﬁgv-ggé r9E R eSS 95!9F*tﬁé%?ﬁ i2st@eEsiat h PP al i
ng@ctcame@grtc@égttalae gﬂ@@ﬁy@ﬁl gﬁa@@gﬁ&a cabtghuntaggvitt h idae

Igtt?glgcga dJ t;cgggc agl: tagac%cie'o%art}/grgrer%ﬁgsetza t h;/'ssso

pl asm di gest e i
%Wﬁ%attfae%%?gat FFF@QHQS'G’ BB ORI TREt FEIMRAECDI 83V 2
cglaaﬁ&am@g@bg@@stcaﬂgug&gtglae:ay@gat egAbhtS QEHENER 480

qg%?a%t gatm: ataga agct:ggggac(Si:g;arzlalg’;]asagcr Ega\é\étggrt]:t [t?gcclggcag?cnd tzllo unt ed
tgggatgtgg atctgcactc aaaacatcat atcaagttta ttccaaaacc aaggcaacaa 600
acacatggct gtttgtaage agectgtaatg gaaatgaaac ttctetttgg gactgcaaga 660
attggcagtg gggtggactt agttgtgatc actatgacga agccaaaatt acctgctcag 720

cccacaggaa acccaggetg gttggagggg acattcectg ctetggtegt gttgaagtac 780
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fragment of DNA pol ynerase. The CD 163 codi ng sequence
was |iberated fromthe vector with a Notl | ocated

Wo povsdoEbel y upstream of the CD 163 codi ng seqRente005/011502
For each plasmid digestion the appropr| ate fragmants

IWeaces agrar ichdoedader Rtaged O3 ersg@t Srotiosi s e sdeat €810

. o foll
(804100 28, A Yo PR AR 05, L8 o

proxi mat el y
%ﬁ%ﬁ)é?ﬁ@aﬂ%wg@m FICERyAREA tt9tmasycineatrataed | nsa
ng@ne:tmfcc@@@gcp|_cc\MgEc|’¢tgl5cg§tﬁbit§ tejccéEéchlﬂégakQuG@S €020 The
5260100 AS.LACHRALSE. Al Loom.Lemperature for 20
m nu%’es51 Wh legng %tﬁtggagf tﬁlgongvvasccra‘éqﬁ%ﬁ%d ‘4¥d tlhe
r BATEIEN 9Ttr°i‘ffétﬁ %Fﬁgatrcslt 9$@t°%§&F$3@t<ge¢ac@a%kys|134oof
t tveaagabd qcaﬁittfﬂaVHaadagﬂdg& kﬁi&atgtg§IaﬁﬂﬂgéébdieﬂltatéHEEHﬂntlz&y

Ligated empi.ned,  so another 5 15 units of
n%ggaée was a%%A “an ?nc Eﬁ?g U SFOF a0 REr 10 ffiut gs
ate> oot gfaé?Fﬁ%qaaatﬁgéﬁccwaFt@wcnggdcgcga:tal opsgtatd | near
pda@g@&a@tf g@%t@ﬁ%&igfﬂc@gﬁédcag@& t&JggcactﬁanE&QJghgt €350

e W ca rified ar ose el el ectrophoresig.
L%tg%?%%)% o g W W%a?t eAt S W & 978" %Cbheséive

NG#Iopatee F??F“?’ﬂthe e’ﬂﬁttge@ $egotedtes ptacemerrsagbgatdie 1540
Sﬁ%%%%g@iccig@%g@@a@& &@ﬁ@acggp%&arcgc@rgapd‘atgtcpce R&Y
patgtr;ggg ! aaacagg:vvl ng fort di retg:t ed 10 expression of CD163
in manmmal 1 an-cel’fsT % ?g'fc%ola%f%’da‘:tﬁ’ie“iﬂi?ﬁaﬁ edsBNA
VWA EI9grs e 2acpqyater ansbetds araropeeEs crpamdk | amagetd liknes.
Eaeamsgga, &gc&&alce&g@eg Sharact %iglczggxalt OangQLgabgU man, ,CD163

c cht tc a ttcat tchtbtlzrmn Sequence
(GEn AC 8%% Vo) Bﬁé@*@i“zgaffgaa%f%aé?ww prf%ter

Hlﬂ?tmgg §SEG4D gp\@ttt@:@) acdagqtbd gggcagegtt ggcaagaata 1860

GAGCREEICEALGIEATAM S«@g@@gﬁ GAM,
G 3') and a re\%}%e prl-Emsr Hu3" Kpn ( QT%A f6)
(5T FEET %ﬁ&@éﬁ&@f@é&@ﬁf@?ﬁﬁf%AW 31§8°\A/er e

c?esﬁfltga‘a@daassqcmgc tehetPpdcrmtrdSedaac btcpica@h amdaaddgst I k@bi ON
S:'g&c%&_]cécogtcmgdag @EQgénggl catg(:wggaegalagﬁggl c\é\@:aagaag 2100

i ncorporated into the priners, respectively,
O - (S tttghttcégg?(ﬁgt@Fgﬁ?ﬁarﬁjtﬁgFﬂ“%? ERprEE 98Tt 0PSO The
SﬂE{TEQ?HKPeCtéyﬁéﬁbtVwasagéuﬁcheChgﬁﬂggﬂngECdﬁacaﬁﬂﬁg g&fcgldh® D220
QéécﬁiftE ot QLW Gh100ak. &) QNLNG L NEC
S 1D %Jg I sgg‘i?cﬁo vteilg:]‘:’t%of‘:’gSJ %Q&F’& No£ q?&fgﬁmm"
aﬁ%?a%t?%? T2 2LER *TPRITE 6 FRMERACHE639¢ DNy WeTie
anqabagﬁsae@tgtgbaceﬂh%g&mdtaﬁte& &t@ﬂmdahatzld%zgacelzioﬂ i ne
@fﬂtg aaétécg;:éla §QCa E Q:Q Gac te 13 acet at e
Sloggg f%% atyés‘Et T%trt%(ggt erTuI%sr %N% s Tt pr epa' ed
%ﬁthﬁgﬁsggfﬁétW%Vtwttca(tqgaﬁemgaama PERegeezact P8RS and
SEYUR AT RGEtARLH 06kSg8RE Bt c&ARaat BSa ULSEIhdaed,dsh

RAMRLE 4...BR RLoducts were separated on 0. 8% SeakKem
agar ostgg g¢ Qigtgxt Facted TTom the gar*tisfilg tHe

C‘%gﬁéceftéaaﬁai?ﬁaaa PERHTH da??t@t%eqtecae@eh edigatdwrtecnomna |y
|tﬁﬂt®aa§4&ect@£BNA‘3 ga‘hua\;/éé Hb&é%@QtV&gstgi a&a@lalcgé\én ng76$ he

t nstructions. Two clones with | arge
?%ggc?cg g}v%/ét:%étggteaﬁéﬁéaga BNt WG ah 8 3T u%sﬁ%e
aFratyEic st AER 16d 9t fksk e de@éqaﬁdswaqtﬂaa%awpégeawf #Ascl ohe
Widetbadha CRESEGEa adaBS8LL am5aagegsaia%§a@aa 2930
"pcDNA3. 1D- hunCD163v2" and we have designated the
SEQ 1D NO 17 -68 WD

nce of the insert
zﬁgsm@z&é I HRR00500050....Thie. 0183, Topen. | eadi PSEQ D

mél vnVvpCDRAI. T1B- kusCB Jz63v ivs k12D Teesi ues in

| engthZ(aRET GAA 4T TSR e RO gt cre e SEQ | B0

NO P@l 9%%11@%@9@3@6@%@:aﬁ:ﬁ&g&tﬁcc’b%@@b efabdceartg t O and 2

Gen Qaﬂ ggaz&é%é&géét ﬂ&@aﬂjtt@i§ gttg cgccggtgagggazctggagac

81 I W V 8 C H Q C R H
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of the sanme length). Qur human CD163v2 sequence is
al so 100%identical to 5 Genbank BC051281 and Z22969

w@ spbitemIoari ants of human CD163) except that BQI/US2005/011502
nonhonol ogous residues in the two Genbank sequences

I epl a@eattmcﬁﬁmgtﬁ&rth#ggaftﬁéa@tdﬁgdtctfce@b@bl&ﬁga@éc ot

sequéﬂc?a . B K |8 Bue toctHelpFeseRce of [an
- mucé é%tlgy e e%ﬁﬁaﬁtn %éaéaaééafg t%gggﬁtf % EEAqd t he

r esub i §76; FEagres sriofrctapangdigsagicasspritotafcstshesexen.
LaW42183t5§aaath§Fé aﬁﬁbta Saagtg @i%gajg &ggga@}é{}éaag&(_ P.
Dong 181y Vv A2 MasbnT B, ¥, o( 1993) A rew

¢a
hacr é%hgﬂaa%:gg t%gfc g’lg‘eaﬁgtg%%atgt atct caétecglaaa atcaéa asag%tatnenb dr
of tBh yecha?Oeeeeplamgctsmswﬁqsmctgtaat&atlm
Lt %@f@%@?ﬂ%@%@%@s&%ath@ENCE °
a caa g ata Ct a acgeacec
aaatta
oo 4

Ct gchgagt os gacéctc LTI HEERE C‘ECQ%gt ccdtt
caccgglt ?eﬁgt?%Q%Q@%C*t@@%@@gtggwcmcgtsm gtegdk2 NO: 17
b

accagiit &tag &g@g&@@&@@ﬁ@@éﬁb@&gg& baltagiibgat gt tlga

aaacaadglt GLSQ R € B St@ge}aa tgaa BgtCceaggag
020! 000 T BEDT GUat TG r Bl O s A g

Cggt eXlc=gls ae‘tataftchaaaGtc@ag@b fxc@a@@caﬁc griadaddtCaaagcce

500, ek gbeangt chanbota. L abatol 1ot abatgtatit

ggat aa ca gc ctCt ck t@tl; 360 ©Tgl ggaaG gs agt eagct. ct
tt gggat gE " HaK %ﬁfﬁg@f@%ﬁfﬁﬁ@ﬁ@ﬁﬁ GGG e 420

t gt aeﬁtlctare@ctaac@atag@bgz ggaxgi agacoatgebeagatgegalaccaat|t t

ofe) aaﬁlgﬁgﬁcé@tatﬁcg ﬁtﬁ@&ggé%g%kgaggaggtcﬁég%a

agaat@gaga  caaatt cear aggac s ggaacagt
gtg aﬁﬁaga%géf tiPesEs 5395?@?9? 8ia§3f839a?fyf*gfagtfgcg §'§ac aagtt
600 gﬁ bggaatogtogot «:}aggicmcedteattg@etda@amfa@att

tog ai’aﬁamithgégié & GBO°. ALEIBoT (105 a1 gALELE at

at gcemcy Qe Cf Ct Cd ggad LLgCRaacatc o0

Caad é@étﬁﬁtﬁﬁﬁ%@f %539539639’@?5?5%9‘??@?@?@?3%9@99“559@gagt gat
tt Gt@a@wgtgﬁ&@agt afjcagat sodogar g-tatk §@bagat

ggagiééﬂ;&?ﬁ hél@t&@@ggtgé iaéﬁs‘i%gagé‘%tggg gg agattoc

aag caat ac tgfgat gac ﬁacgat gct

000 L Pt At G PR A @fé?ssfawe?@r@a

cageeattsggrdiegagbicancatObcaaGeaadhadg e Sabitbedata

cat qiiéi@@%i@@th@&@t&%&%39%@92%95%% Yaactt® 1020

gct g&g%% aat Q@Ey GEa ta a4t gcaat ca
caa a@f@@‘?a‘@@c e searggeqtes” ageeregat
Ct gg@y Ghedcdastdagas tb@ggzﬁ@ﬁggb&gi}w BLy6t g

o9acHia, g t’;%ﬁ Sl i d. LAl gLyt 9acqga

120064109

t 9ogEt @fif{,@g%ﬁfﬁf;g@Ega@]';g&g%aggag&Mea&mmgcae@a tegt a
ct cemaatﬁa@@g@a@awggc&@a& %gsagagﬂgg&lg@a@tgcl 20

agc aad cttcaabaag aa ac aCct tE'tc a‘Ct aY atl ggcaat g
ggg%%aacitg %%gj Cd??:g &l Gr e ?%f‘% gat EES3TAL t

acceHety crevisecyefgeieeeeicegae Yy tob Aot agggg
acabist C@%g&&g@&t@%@@&gcgritgsgggaéég;%aga&ﬁ@gcﬁtéﬁcag ot ggggc

1509741tchGat§g(tza ot att tC Gt ¢t ot gci grcagceg

Lol Bl e T Tt e S DL D TPeE

PCT. F@SZQGS#Q@%&@@Q@MQ%E@ Eztgz glegdapdet@edegrgggga
o daag

gct eﬁ@ttgltgagg@s%&g@@@cggggg@&@ e et
aat t pedg t gacat gg%tt@ccatlc 1t cact ct g cx:cagt agca

B0 e s L e Ut A A B P 1

gag ta‘rf tceiaggceiae%gaﬁ-angic? 4Qagtacaganabieagal-tgedagaa

t ggeaadase. caalniadbd. i@@g@ﬁ%’bi@gé&é@é@%@ﬁ@ﬁ&%@o

861 P S G D H S8 E V
2581 ccctcaggagaccactctgaagtacaa

1 MDKLRMVLHE NSGSADLKLR VVDGVTECSG RLEVKFQGEW GTICDDGWDS SIE D
51 DDAAVACKQL GCPTAVTAIG RVNASEGTGH IWLDSVSCHG HESALWQCRH (2
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cttggtgcct ggggatccct ctgtaactct cactgggaca tagaagatgc
ccatgttctt 1860 tgccagcagc ttaaatgtgg agttgccctt

W@ et0daeere@g gaggagcacg ttttggaaaa 1920 ggaaatRQL/UsS2005/011502

agat ct ggag gcatatgttt cactgcactg ggactgagca gcacat ggga

193% %\% YCIGH 2 vg gah a‘i.- d g @ & [ LL; T NO2
cagagcaddis dhtct ¢ 3 t o cagtc :
ccggaca%@pgmgtigm % "% S(gaig& gggﬁ%c 2100 t
acagggcchd ﬁ@%?g i = tagagagtigg
t caact t gzgﬁmggmﬁ g%ﬁmggpgﬁﬁﬂc%wt ggg
agafit ag mwwzm gﬁgﬁg‘é %@X%%Wéﬁ‘é Yg%‘}écat ct
ot gat gacag: {w cagacagq

22§Q e[ O (oA RV (o2 19 W= Ve |3 eqget cat t
tt g@ggaasg@m?afs%g@mc g%ﬁi@ﬁfﬁ%ée EGNEQE‘S%‘E@@@ at gaa

~—+

g

e ioat GUECERGENILRR: remtgemeumr ot 2400

caeggct d@@rHEtagtaang ggcac aagg cgggagt t|at

ctgctcagaa 2460 ttcatgtctc tgagactgac cagtgaagcc
caga agg cct gtgca%(% cgtctggaa 2520 gttttttaca
f

'dg@\/léfsgs,@l)@(ibﬂga aaccactgtg

Ret S&Iggt?ta? ﬁﬁ%ﬁ#&&%@‘?@% R AR BTCC S Rws. The

Cﬁh&i(ﬁﬁﬂ&l@n@ﬁi@ﬁ@ﬁéﬂ fnGh@ PSS CRAGNS HHR B%Cc]fﬁgqmr
acgct gtggc a gcccatc at ct ccat gg gagaagagac tggccag cc

ciRsEng ABR3 Vo mltgg;atv@é ag tmgﬂgaé@aP(a&agmhﬁagmn of the

C@’?E@%ﬁg@ AR RS Dot aoptdeletfe damer s

268063 GsEYab 8Wh:6) @@@GMHG@@@GWGT&Q%&@&E%AGAAGA-
cagctttgaa agcattcaaa 2940 "gaagcagagt ttggtcaggg

gHe e A€ dY 6Et(EEQIEX NO: Bt gaagt gaa gt gcaaaggg 3000

$e0aas GRS IRt R A ARG T Bund: s

atbll 62 HcBHoRHIRIARLUGEStRERGPIRIL theSt 20 d oAHRACH 965 ﬁlsert vi(hlle
gctcatcccg tcagtcatcc tttattgcag tcgggatcct tggggtt gt

Jr8ger XEPH O3 ¢ gtcospotrates agXhgaesitittidnt sitetac thHet3) @nd aﬁ&a insert

. cagttt cct caagag
L SIA A R PR e L Sone o et S Y oD litied using
t t CCa
D G B | 900 D Pt a e
cagifagtets iagnctivha dReaatiaeowég abatdd R94fang adatggites tacled

3434 1 MSKLRMVLLEDSGSADFRRHSEQID
135 times through 94° for 20 seconds, 55° for 30 seconds, and 68° for 3.5 minutes

T RepE 07 AR 8l 01 9007 Gt e i b s

:%%%?ﬁﬁﬁ%&%%ﬁ@g%gﬁg&%@lﬁ?g éﬁﬁffﬂﬁ@&%ﬁff{%ﬁ%&?&? %%‘8%5@ %gested

Qvitlpgestriction enzymes Sacll and Xhol, and the resulting fragments were gel purified
acca tetctt cagacaa at t aaaac

Iniibe DA G BERTETIIREG A e et
\Még%ﬂ]ent was then ligated into the plasmid CMV-Scné)a gSCtléagt]etlggene cat # 212t220)

agcgggagagt ggaagt gaaagt ccaggaggagt ggg t gt'aat aa
ggcp@gi toSL&pi/tliEe dﬁgéﬂt@ RCR fiaghlef by digé€stiBn With SacK aAd X241

G B Bfiohel Serpriked S0 Hi Tkt rsienalsyhs transtormed

?@%’g%aﬁosgsg%l{‘a%%?%8%%{658%3@%%%%%a%%ct%ﬂ} g i el

tiehagycin h2d Re@ifibdbBreftrictivy BhdDydfs. HIHR @Wlﬁfg Blakhtl, N - 70
WD 2005/ 107796 PCT/ US2005/ 011502
“pCMVsusCD163v1”, contains the internally deleted porcine CD163 insert described

in Example 1 under the transcriptional control of the eukaryotic CMV promoter and
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cgt gggaat gagt cagct ct t t gggat t gcaaacat gat ggat ggggaaagcat

w@asae’76t1C T HQ QDA GV T CSDGS N L Bo/BS2042011502
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t gt act caccaacaagat gct ggagt gacct gct cagat ggat ccaat t t ggaa

2%1% 386mydifAdandm§EiSrdsistinte Ger? WAdB: theTohtrtt JF bR R Rabtic and

CP@?@@'@@Q g@g@@g@atcaf)gt g}\lt ct ggaagDala_l't 2ggg€/t fa?;afqt Ccz[lagga
gﬂgalggle 31 éonsIruction of Exe plfs&l-slcript expression vector an

g@%§¥§$ﬁ"d¥&3§&t at aact t caacat agat cat gcat ct gt cat t t gt aga
caact t Thoplagmid %@&Vmitrosnmss Gsell a8 aGerkplBteSoSPER

S%P%fécga&%gf PeRA Y RIQte RYYPIUmRET seqrence gy Ganigied srithin

%%?ﬂ&aidegidglthwtﬁh BoR ok pRe/RIV.GdbwarPphmer WERSVITR (SEQ ID

aNEx Yd b-B GECGACHA BHFTHCEATEIACGH T CAGA TATAGGTBI-GY) and
39681 prifidd SRRASAE Ky RSP E DA GV CSK

(amng. e e B SR GRIRERY i

79nthesized. Restriction endonuclease Pci I and Sac I recognition sites (underlined)

agcagat ct gggcct gagact ggt agat ggagt cact gaat gt t caggaaga
LY S Jaco BRI od Pt ts G andyy @riners, gespreb Vel s fuse goping. PCR

8¢tds performed using the HotMaster Taq D i i
Ot GADAt 1 Ceanggggaat 90000 acaat A gt garackase it (Fppendord following
dthe genufR0de’ MngnCtiing TheGertRnE cOniwinkd A.9ngGf BRY/RSV plasmid

901 . . .
Jemplaigant QduMpieach pigst dreedbrabgre g Thaceastions wogthegiad to
?64{6}‘8102 iy fﬁeﬁ(cﬁlgd % Elmles M\llrlo‘ug% 9§f°\for82(§: segonec'lsl,_ISE> tl?)r 10

@ g t .a o [ 3
e A N
Igstiiction enzymes Pci I and Sac 1, gel purified, and cloned into the plasmid pCMV-

S (SR Re A a0 Be el Hta S HIRSEAES Femde s BV Bromoter
18dence. The final construct placed the RSV promoter immediately upstream of the
gct ggcgt gacat gt t ct gat ggat cagat ct gaget aagact 1 agagot goa
guuligls JetiRg Ste\ad] Wayninsd BpRSOSRriptL G K V C D R

1141 . .

cget gt & HEGRLEH igsabvayegacd bebindihe RtV Bsgpseiggfgiias. The
%8?9@63\%‘1 LEulAcNfas xdisda For? p\és}{liﬁ;p&\@/ {usEDY6 R lsofl'elstriction

ghetstigy ¢Ben bambYedicindetbpwifidd giagfysagai 9ogdikatkd gab pRSV-
act c %?hlﬁa]' %YQVYS,KI QATNTWLFEFLS
%ﬁlf which had also been digested with the same enzymes and gel purified. The

IEREAMEAHE EA P MRS B RARA AIRES R Bt using
18dmycin at 50ug/ml. The clone contained the correct insert was designed

agct gt aacggaaat gaaacttctctttgggact gcaagaact ggcaatggggt
g%ﬁ&%{SUSQ%g@Vé”-DHYEEAKI TCSAHREPRL

81 : o , .
ﬁ’éﬂ"@?‘&é‘f SGlopingandshagpesrization.of 3 lnnges yudant of aggsine (D163
apNAg 481lvVGGDI PCSGRVEVKHGDT WG

1441

gt t ggddrsedan dretoedng COI6yheguegtdegafygabyasgt CPd6aNgtllong

| ggB RBIR) COSDFSLEAASVLCRELQ
(Panag soie GRCCS L O RAT AR b AT AT G-

158 b reverse primer 3’°CD163Kpnl (SEQ ID NO:11)

t gt ggcacagttgtctctat cct ggggggagct cacttt ggagagggaaat gga
cagatc S54IWAEEFQCEGHESHLSLCPVA
1621

t gggct gaagaat t ccagt gt gagggacat gagt cccatcttt cact ct gccca
gt agca




56lP RPEGTCSHSRDVGVVCSRY 1681
ccccgecccagaaggaact t gt agccacagcagggat gt t ggagt agt ct gect ca

wagasae’79e81T EI RL VNGK T P CE G RV E RCKUI2005/011502
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, ct G-
SO0 O PR L MAORIEATESL UL Sied
189dg the Lasergene PrimerSelect program (DNASTAR Inc., Madison WI) for

ctt cct cct ct gt aact ct cact gggacat agaagat gcccat
it chion & BT enaticpieine K116 o RetigtR sodanieloase sites for

1 . . . e . .
C0CLBS g Gaderiped) vy neuded 9 7,003 RO RSty 0 allow

gfmaaavenfeht Qohing. QrotaMicRutr KINA WaCpiep@ell florptniyQ@lveolar
1921

gBasiaphcs SRAMD haregee fom ng lavasesfdenfupies. gBYdarreparation
?%’g%%e L@ﬁi’thQRRIC\AS}IIDﬁli lkit%ggn,LV&ieEcig &)Q I¥T-'%5C§ r\éactions were

gpiehgtd atigh dacS et Sdripg gh@etp R&P@quﬁmﬁgmgﬁ? aRAGH YR Rrogen,
tctgta 6811 CS G N S TLSSCNSSS GP.
ogarisbad, CA) and RT-PCR parameters were set as follows: 50°C for 30 min, 94°C for

o ISR IAACSRY I BRUERE GRS SISO A

2PQR products were analyzed on 0.8% SeaKem GTG agarose gels. RT-PCR
acaaggcctaccatt ccagaagaaagt gct gt ggcct gcat agagagt ggt caa

cPHodpgis of7 yarjouy sigesvereGuRirompgarare gels and PNA Wasegratted using the

S Cleen g QBiog TP R T BSBRrRgecls e donedniedheyagR2: 1
;’ggl;g)g:l&ﬁﬁ@vgctbr @ rbhen) WCRnkes Wel? dhalyz¥d ¥y fesBidlohk enzyme
gdicadionter Ge guaseresad @n dergtic Slodeniescontpitiog dupeys wetegeagmced

gg%rié ﬁig ﬂ?g%er%ﬁr?atgr 6erlsiol?|1 ﬁ) geqclziegce'zﬁl{'e_laclt:iorcl3 klEt (gpglieed ]E)iosystems,

OB6st G B2 TRYGHE A pplisd BEFHEMIBY S0 BORLAL Al %%%@ﬁ&gﬁﬁ)‘é tems
ggcccgy;lgjggl1\/\/I£IfﬁiDEI\/?KCNGKESE{IYIE CHS?S )
2®spnfirm sequence authenticity. Sequences were edited and assembled using the

ctggct a aaat gcaat C tLt tgc
PR BIRSY reefiy BRAARES g dP ) O
2@1@dmid with a large insert was designated “pCRsusCD163v2” (pCR2.1 containing
cacggct gggggcagcaaaat t gcaggcacaaggaggat gcgggagt t at ct gc

t RAIgan Faies 2 which we ISvE designdRedESBQIDANG: IR).ITHE coding

: ?egi?fch SPREsd Fethin SEQIPN Qs geaadisat eloreangds designgted SEQ
gﬂslg?l@ﬁliwéeﬁugnc\é aHa@si@sNMv@thhM tﬁisl'f)o%i& D365 edcolied/an amino

gadid saquercsatiddad eminppapitsachigh wgdasa desigrmtabS O ng %@Gxaac When
KJ NP A
g%}éxggagedg t%]ﬂ% })/or\c{ince: (ﬁ) %3Lseguecr:m'eo\inDG}e<n]9ank JAccession No. AJ311716),

R L N A A A

2@vddditional 5 amino acid residues at the extreme 5° end, extending the open reading

caaggccat gt ccat t cccaf gt gggt ggacaat gt t cagt gt ccaaaagga
R Ao AT Weam EGaBayIEqdop (ps I8 tBe porging GD13v1

2¢Qdence described in examcple 1). Poricine CD163 is 84.3% identical to human
acdct gt ggcagt gcccat cat ct ccat gggagaagagact ggccagcccct cg

0@D§63y (G&BEnKVAccdssOnINN 222068, knd 7 E7% iBenftical 10 rofse CD163
SCErBank Asearignata: ARRIARD At s cnrioe aeid sygh Tevaeicergien
o6 e ool Pelon 33 ) FL G ot Bybpdpnine

gactt g -71 WO 2005/107796 PCT/US2005/ 011502
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gacgat gct caggt ggt gt g a

worwaaer79©®8lE A EF GQGT
2941

G
agté
g g:gg&g@m ik @%ﬁ\%ﬁ% 5 ﬁ@t&ﬂﬁﬁ% @f&ﬂ @9@89 g&@&%@g@ﬁ&&n

GCGPALKAFK 2881
acaact t ggct gt ggt ccagct t t gaaagca
I WL N E V K ECRUS005/011502

At + falalalalaXal fﬁf

3eigular sequence features is easily determi spectlon of the sequence.
ot o ot
l A2 T

d in,
355@@‘5@@21;5 El %”i’\“‘A‘v N ?I'Uggl % vg?fiuT PQKA|IDNO

@edtaatac aagaagattt aaatggcata aaaccttgga atggacaaac tcagaatggt 60 H%EQID
agcggcq{_aggggggg &anJt tgtgg a ai tttcagtgc daaacCccccac
haagCC 041$ T ch%gaé: 5(39? %crr-gcica %a%gTCtT_ G V| No:12
3132*1 ttget gtagtegetg ttctcagtgc ctgcttggtc actagttcte ttggaggaaa 180

paAeeagy-agei-cat ©6sted6agd-6aLGE ttE&gaetaggC@g:IgQ&gg at egt t 999
g%%%gégag ;Qg@;glgga% c’%\gtlgtg[t::aa\/ téAa\tngct[;g EacLatg-gat}é tggtctctgt 30? R

C G PTGE CRACIPIE gregesint straeice Prgartbwadasigogaaga@agdga
"‘%%g:ct @&Baclatb{\ gvatggaScaRtﬁcigtMt legaggg]datg JgthchctR E4M N

? Jeagt 1 et e dayaguat g aatr P greasara s feaat adly g dag
afgg%f‘éftgc YPOASAC Lo AIDIDdgg Dy [gtdehie8 BadGedsed] Ss46 P
38:@513gaaga atagaagtca aatttcaagg acggtgggga acagtgtgtg atgataactt 600

L et gcct agat gat ct ggacct aat gaat t cct caggaggccat t[ct
gagcca %’% g%l %g%t%tg(’f%lac ‘% PEISSES RH®¢°

FRARISSPRET B aapy o | SSHREmy: T 8EL-CRTDIKE SEQ9| dDettbiked RLVDGENKC
m@@%tmumébﬁéa@ﬂ G Ao GLPLAIKA 101 5,

g GRI WWDHVSC. RGNESALWDC KH HSN CTHQQDAGVT
1%91 bé%‘ﬁﬁaéﬁxﬁg ISTRESINCESE RIE? REELSIRP CRYCIRIFN 820
DIASYIaGRAIC Nt et RGha - QERAMEF SG+SSNEGEGSERyd WEBBLI ONG

NESALIBCKH %M%M%Q%ltﬁé%%ﬁ @%@%2 VDyeq
GVTECSGRLE VRFQGEWGT| CDDGADSYDA 301 AVA

ﬁ%ﬁamgwﬁ@mtwcm SIRROCK IR 35120
GKEAFENPMNEDsAGYT CSBESEr_ EbdaRlcRRBEES  HCAB oW QR1L LKV DR
161 t a acat L 140
R o R v T e TPt
\féﬁiﬁf‘fﬁ&@i“\?ﬁ?m@j?%% FIPISFCHSERSIE ARSTITRELEO
CERNVShd BE-AHRCEENERL - MAEEEQSEGidoabik aEéSIa&c&aCPVAo

PBE@QE@E@CQQ%M%XtCT Bltéégpa'(J;tE ggggy%'ft( Itc 0
LGAWGSLCNS HWDI EDAHVL STPGCGARF V\RHIVIF

651 HCIGTEAME WWA"L@QS&&E@F’SEQ%&%&‘ | EBENOSQT 280
SSENSBBL GRa207B1 oTIREELREEEAMACEESERIR &INEGERCAGo

LSS G S L ST SR

KEPRETT CBEIRRSE REQF%AWS%@&@&@?EEWWW 83860
K SSMBEST JVa A CREN GG DI NPA S = KA B RV DNVERSPKEPD

RUEPOAGEW 51 "CrUCReTBL DEAWEER " CRBAKALR”
AT P E NEVRERET 1 BB NES SICVIDEPA SRRWEHSECGH0
Kic&ARNNCIDs He BWEIK IS A < TAREREIROERat <3400 ko ftLAVEE LAY

LLALEYALEF. LTKKR  LAVSSRGENL VHOI QYREMN ~ 1101
SC%’NADDL@JEQ Nﬁss% H @tR%E%‘?’g’f: “EF SATRGHnd 1°¢°
c‘ﬁ%ﬂt%féfce?qg%aéf‘i%ﬁag(ﬁfgcﬁﬁr‘igh‘éta@m%ca@a@edia@mglahe pupi NQ

G@iﬁﬁ:t&ﬁﬂﬂd&ﬁ@gﬁg |g£bc£2ﬁﬂlﬁad§;bgaéagga2 Zﬁgeégggg t@tggégygé’é@r g980

catgtttecac tgcactggga ctgagaagca catgggagat tgttcegteca ctgetctggg 2040
cgcatcacte tgttcttcag ggcaagtgge ctetgtaate tgctcaggga accagagtca 2100
dgacactatct cegtgcaatt catcatccte ggacccatca agctctatta tttcagaaga 2160

aaatggtgtt gectgcatag ggagtggtcea acttegectg gtcgatggag gtggtcegttg 2220

tgetgggaga gtagaggtct atcatgaggg ctceetggage accatctgtg atgacagctg 2280
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prinmer Mis-news' (SEQ ID NO 20) (5" 5
CACCGCGGCCGCCACACGGAGCCATCAAAATCATCAA-3') and a

WO 2008118596 pri mer Mus-new3' (SEQ I D NO 21) (5'-PCT/US2005/011502
GGTACCGCGAACAAGCAAACCAATAGCAATATTGT TTAATTCCCTC 3')

Wer e desi gned USing the PrimerSetect program
RESTT7Ct PYACETHE GATETs e pgspade sotfoprrodotatamisc Kpade wer e
fMd:gdd:ed|9¢tﬂat5ttga_;ﬁ§jaa§3aacp5§g§m:rzait thRERAGL agyﬁlagetg t Qs@l | qw
' into o reSS|on vectors. Nbuse
e L e R iR L9 ey
a‘l’aﬁwtﬁa%jg@éi‘tﬁﬁg gﬁﬁcefgr%/eteﬁqaattte aFﬂ’}EHCEHﬂ dapfgprcphe 2520
peribene ac_liagiéa&bit to¥gcadd@tAber6Rbdet! |tafta<BM éé@citgg&f epag.ed
frgm er |at Qaﬂa | maer ggcg%ges usi n ttthe RNe a ég kit.
RT-PCR’t e4ct 1 ons “and PCRIP I HREPSrERere t f&*%arte
QS IHETe? PiretPIich tBcarmyeatsttceme egﬂacatgm @rAIeEht Ng700

t&gmgga& WALEtARS JeEELaS 8ldau B aaeh ENLBASEON 2760
npterature |ncreased to 72C. The 15 PCR Eroduct was

pUT 1 TT 60 0N a 0.°6% SSHKERTEYSP (LB Gal™ Gefgac 200
diatergtrdtb Ambiayaag |agrretht fnt totaopE@DNAB gk BINSoticgdadOP@ss0
RGCaESHE Pech Qe dth 6 cHBIH AL L 8)an si,aeg&%l;grg%%eg@mg §§4\6<€f é
72 WO 2005/ 107796 PCT/ US2005/ 011502 clones with

| Ar g nSEPTS et &7 eI PP eaY FoP F et &9l y&i’s. (A
ptoagsatade c@ntcaitniapgrodnaty rhRgeedat @SEQrED thiIggR®) wbdoh g

maet;ge._eags:weég'gggcb @tag@g;@%d@ggac@cagg gsggwgctgfctséagc sang,J.ength
1121 am no aci ds 24) ffers from

SEQ |
cfetc aHk" AR PAE8 S BY 6 Vatgt"ﬁ%a é?ﬁ"%“aéc‘itb%g%‘g g3’
| gervtiaty Frio@sted esitgrradce ckat 9 EDNASE ddo: daLHt (B 3y 252405
ANQIBaE. Plaagigd ,ggctné;%tét@%;é 6&%@%@?’% %@étgaen%go%t ec

whi ch contained an insert cont al ni ng
TP T Ae “CHre s ébfcﬁ“r?gcts%ﬁiﬁéfﬁeé oSG I:§91\‘l@"at°°2 634%hi ¢h
encwdesc aacprtotaeithcagfgada]l Hasafbch Qaatit g degpréengt R1{oSEQ
lcQgJﬁQtagzgtacclﬂ;ga d:biag%é_:; iacEaQEQaAFga§4a§§a§ Q cg:Q!:ty §4S%m no

acids within the first resi dues 7/o|dent|ty),
bt "EHe" SCEIEIE E5° i VET FE-BHpIrererse tféﬂi“?ﬁ%?tn g3&’
resdaghpet 3kO0Ggtad hk@odBaddtiRadgg@ Rt hghddSLELGLQER 0h6dB2
nucl.eotd des...i the cDNA, and a concomitant shi f£23| n
readi ng frane ~downstream of the insertion. As
result, murine CD 1 63v3 contains 52 am no_aci ds at

s carhol/LerihuS AL ot o vl Fhbupl agbus Fo The [BEQTD
car boxys fermmad ¢ esituesa O v IRITY N &0k FThese

two afit ;éFg?égai:%agvgﬁgncgﬂﬁ?tgwgtagtegqtgtltgﬁ FFSFFCthm!tHe CD | NO:13
163 aneactarge&tctkggk@hgéa@p B RV PR WY OO G 5 W Y gens. and14
as hag hetrk d‘(gE = htman® CD 163 M5¢ %arw

M ckigem R.n.y g%?ﬁgaaa%tgﬁgagiﬁﬁﬁﬁf‘é%t ey V.
W | | Eg gaﬁgtaaatgéﬁﬁﬂ gvaqgéﬂttgtﬁgdégct@as@%gcamwewcwamcophaqe
di ff Nl%tdg&{gb&&amtdggﬁagmé‘ggcglc&t@_ygﬂ@gﬂb&‘:gt@ictgglge

scavéfigere Sy ah Jourmnal of
Soaven sgg% %ﬁiiﬁ%ﬁ?ﬁgﬁﬁfﬁg wﬁ%czgm iy

gct t cqgerge eotayamr gt atct et t ggatct
cct gg fﬁEg&% é’éﬁ@cm%%g gl choat it tgg Gstttgttg

tggcﬂgtgg ?tgﬁggaggtgga% % fet@tgctﬂzq NG 22 © ck gt cactlaa
cgct 6t gaa gam g 5@;@0 #eg @ﬁ&ﬁ@gjﬁ“@ﬁfgaaadca

180 atgtw %y tpgaccedct sdsepa@it a@aa at

gggca&agggﬁ@@ﬁz;%f %G%Q“athsi Qg@h@féga

t ccg@ g% %E ?ﬁ t cm:czatacttt E:t (atlttaN

azazaﬁ e e @?”fiﬁiﬁ @iﬁi@%ﬁﬁ ctooyd
(o] c act ag a @gg

2ct Gdnr, i@;@@gi%cgﬁ@@%m%@@ ca

t gaaam fgac cetget ca ggagat ga

480 9%%%9@?@%@%%@%@?@3@?%@% G test s ategto

agaaed afafodobCc CRAGEED acad - GROGHACIsaG Rt HAC

gacaacttca gcaaagatca cgcttct(%tg atttgtaaac 600



agcttggatg tggaagtgcc attagtttct ctggctcagc taaattggga
gctggttctg 660 gaccaatctg gctcgatgac ctggcatgca

war@gaerpga gt cagctctc tgggactgca 720 aacaccgeggus2005/011502
at ggggcaag cataactgtg accatgctga ggatgtcggt gtgatttgct

780 3112§tagggagmz agat Ct gage ¢l gagact agat guat gyagt

gt cCai é%ggi%ﬁébgﬁéfﬁ@tg%%ggaﬁgﬁéﬁw c%‘g*te*’} 83

g?atlggg?agm?tft @tdagag?gzt:@%agﬂ ﬁa&g?g@;&at t

at gg o s caatl gt€céaet BeReat cagtgee
R R

at t ggticyag
ggcq?ﬁaﬁaﬁaﬁmwgfg@%y@?@@gwmmwe@mwt
gea od tea&ﬁ&ﬁ@:ﬁf‘aﬂ @ggg&aaecgﬁ@ggﬁ Gttt&taa&ggtccat agag

10805588, o g;\c totEt fa¥ a¢ct g

acti1 ag%t%g%tggag 9 %’ac& T %%ﬁg%ﬁ gﬁ
Pd/lgﬁzpeﬁfﬁﬁsgﬁgaaye?g;tégetajtqﬁ %Gccgﬁa@,gt gg
agalib 0 AGaReGEL-GRcT0BAPRE hiththa &g

gac t%gt >ofat ob t2 aca Ett:g actgtggatdtg
0 e

aac gt yezseIagete JriresssBRPoctygageitegtaatgyeaat
gaaae:la@utaag,amtggg@@aiagggg@a@@@ﬁag ggﬁg gﬁfe@o

geetiictty, ta ‘ccta ‘a ta&cmgvctcaggccac
o B S

gtc Geprc et aagayacragdagdea gag ae

Ct gt gt dsbic@alkbioad eﬁgsaat?ggg@&gi il ZA@@&@:&Q igtt%%agggdat

621 T
Ty
cagt gl agtye gctaeatetn;aqaetgbetccaga:tﬁb@eiaeaggglﬁO
{00008 Coem L A e L et el gL caocq
tctget%dgg: A M®R Yot arat ager taty cgtcty gcaggcygceyg
agt Cect 4T GG O GgagercH 7200, g oqs

gcety eg:te@t;e@cttcmag@aaagggmma@tgaggae@t Geaseggabgct cat g

t

tlgggmtgce @%ﬁ;?t@f@@%%%t@g g@gia@g;gsi gLty al
| 00408 A PP O P R D ADCAAL A 1980

ag gfaig algtsgateqstccﬁat ectac t@t@g:gttgt@%e@&eggggccate cgaaf

C ag g 49 &g@tg;@égtaaggézkéggﬁai gﬁ Gig@ caatgccactcacaéa g a

cact%?ttt oC atytragt tca tH gt &t ccag & d ccanacaac

aagéiet hﬁggﬁ?f ﬁ&&g@@%@@@@@cagge%e? “goareggeaagt ggcc
2166461 ?@bt@@@i¢gag %gﬁ%&gwbg%@&gggwﬁa%aag
g

agt gifa $tgcié§gs§@dg£gig%%égcag§t§&gci?@9& tCCt 53

B aatvt
wémw%v®W$WWW$wﬁw?@%@wwwﬂwmw

?;OQ i aggzdggzgzg @aﬁtﬁéﬁiaa%%%%%aﬁﬁg%%$ ct
gcag d ce aa ccagccee a’“"tat“baca

gty ggTC Qatémaaggz o QQ%EE Lty igéc% Yt gt t af ct

246@)321 %’ggtaé?;(jﬁ;@‘i g&‘@ﬁﬁfyw*@a@g@@%tﬂaﬁa@w@a% ca
o e i
gg ccC a (o] ctcage aa.
cca%;gtqug gggfgtt 3 Rg ﬁ%%@f’ S tégﬁ?ﬁc%’@% ‘?f’é%lcggg et
ot g3HaGEEE: 2@&‘{%@9?@6‘?%5106%@%9@& et Tasboeangec
tgt gggtg&g&tﬁﬁggt%ggﬁggcﬁgg&agﬁa@g;céj Q@actg@ggig&
ttt wggcégcgc%g Gt gcf_ @aéctAt &a Facagagacag gccagccpct
2768ba1 GCRCECAGFa v L GL GOaT P eyacs cé?fé‘éié‘@faaag
act i:kg?g@tggf—tgﬁg&;aﬁga@aq;t@%@cwaaqug@tm ga@gicgdagcg ag
at ci:gg @&Q&ca@gggga@ﬁgga&ggéﬁgﬁggcgﬂﬁ& atoodct . 2880
cc t@?éta@t ot datgdt @ g:ati % th Gt at ngtsaagaagt ta gggct gt gpgce
caaget §f §ao29dG NAGUGAG gﬁéﬁéﬁéﬁé%éqﬁﬁéﬁgﬁ ag
gaatygereesseatatggctecasdigaaatisass8{0) agt gt agagg
gaat gagtct tccctgtggg attgtcctgc caaaccgtgg agt cacagcg

=

ga

U0y MDKT, HE NSGSADFRRC SAHT,SSFTFA VVAVLSACLV TSSLGGKDKE S
51 LRLTGGENKC SGRVEVKVQE EWGTVCNNGW DMDVVSVVCR QLGCPTATKA EQ ID
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act gt gggca caaagaagat gcttccatcc agtgcctccc aaaaat gact
t cagaat cac 3120 atcatggcac aggtcacccc accctcacgg

w@eamba017g@gt ttgtggagcc attctattgg 3180 tcct cCRCHUS2005/011502

tgtcttcctc ctgtggactc tgaagcgacg acagattcag cgacttacag

3 WiicT I avaead Crodmgiit Cayt a

Ccoau ki i) Ay L% oA b 003 | O
aaa?clcct akireac JaggRay achcrgagaaggasna 3360
Gt e L LSt Tt CEARE 45 GG et gacadsa

c a ©cag oExESHROROLABE L) ARORRKTY g EvcRErE@6 acgga

Gcac é&fgﬁsﬁgaiﬁiﬁéi' ﬁ@@gﬁg{g cﬁg B‘OEVQit;%ﬂtGF cctgg

aa@l‘tht LEPACICRaArR aR0 Ak v%m Zéﬁg gé{L ccacttagta

%%%us%ﬁg’g%@ﬁ @Q[%% ﬁisﬁ;@ FERR Ce p 6

K E-g F n agVVCKQLS CGWAINATGS AHFGEGTGPI WLDEINCNGK ESHIWQCHSH
1

RHNCRHK EDAGVI%SEF MiLRLI @Iéal?éTC GRLEV FYNg gg{ét ggt t gt ;la\a/
%t Pqmer i e R ey Bracen S A S A
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i}gﬁ ¢ sequences diverge completely beginning at residue 1108. This is due to an
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MWQQF@@FGB@T@?@M@WW@@@AA@ @CTATC

%agtaaatg gaggaggtcg ctgtgetggg agagtagaga tttatcatga ctcct 2220
GCTCTTTGGOGACT GCAAACAT GATGGAT CGECAAAGTAT

THMM%%I%%@E%Q I@Q&%%I@é&c%TW%ﬁ

&&%%@wﬁﬁﬁ@wwmem<ﬂ

AT LA LT GTCAGTT LT CTORT TCAGCT AT T TRAGAAGECTCT

SR SOTAY AL RO CLP TRt PRI RPN [

T AT S R T A T AR ST e LA A T P e SAT AT CAT GT T

%&tgzaaé?_gé%agrégg%agtgtt ggcag%'&ta acat tct a aaccact%lc_; ?EF%GTAAA

ATCTEEF TEFCATEAT GETATAT GCARCTRANMIGAST CAGLTGTCTGRAACTGC
¢ t 2 JA £ 02l glc:!itstgaz 2§9]4o GwW

AN DR OB A oy RN k. 2R

GRS R A T R TRACT CF AT CAT CSETFORECATEETFRSAGTCATTTGC

%&ﬁ&fﬁ%ﬁ&&?&&?ﬁ&f@%ﬁ@ﬁﬁ&ﬁﬁ&ﬁﬁﬁ&ﬂmAGA

%ﬁ%&@@%@t@%@%ﬁ@%ﬁp@w

CCCAGT GAGCGAT T T CGACACATCTESCTTFGACAGHFSTEH

1 atgagcaaactcagaatggtgctacttgaagactcetggatctgetgacgtcagaagacat

61 tttgtcaacttgagtcccttcactattgctgtggtcttacttctccgtgcctgttttgtc
41T 8§ 8 L ¢ ¢ T T K E L R L V D GEJNK C

618 G R V E V K I Q0 EEWGTVCUNDNG W

A\T

GAACCTM S4XALVRWMQVCLK tH HoE sWeGsK aHpY vCrNzH=N E D | SEQID

2LF V N . § P F T I AV VL L LTZRGALCT FJV NO: 31

121 accagttctcttggaggaacaaccaaggagctgaggctagtggatggtgaaaacaagtgt a‘nd 32

-81-




1021
GCGGTCTGGCAATGTAAACACCAT GAAT GGGGAAAGCATTATTGCAATCACAAT

WR2WREAT79861A GV T CS DGSGL EL RL R GETAUR005/011502

1081

G%@M@@?@gb@ﬁ%d%&é&a@&@dgddaﬁu@&dgdﬁﬂd&dgb@#*w' S
m@ 2&@ ggc%tg Ivtyg.tgg w %’Sagctgg lEccaac ctatcaaacg?c[c? R
1141101TG AGSGRIWMDHVSC
CGCT&k RS TR T PR GRS T G FRCOGRAGGT G GT
GACAGA cgﬂgg@abt@&&@t&tﬂggﬁc@caattaﬁggga L Zstigti‘g SAL

141 C
1201 T H Q Q DAG YV T C S D G D

42 1 tgtactcaccaacaagam%gmwmw.ra
(I:Aqﬁ cta?ia(tgpaﬁga?rt @3 'oFt?aﬁqae}ta@g# cﬁéalN cMagAﬁ@gt@g L S

12 6 1541 ggaacagtgtgtgatgataacttcaacatcaatcatgcatctgtggtttgtaaacaactt

e B R e T ||

1 3 2 16 61 atctggtttgatgatcttatatgcaacggaaatgagtcagctctctggaactgcaaacat

AT Anaaiar i T B AT TGt

CGACIT S ABPTCDHNEEAKY TCSAHREP RL
1381281 39 g g S gca;gc; gzgagtggtagatggagtcactgaatgttcaggaagattagaa

Agg(%% gciﬂ;ﬁﬁ ﬁ%jig% @téahg%t;\{ k 34 j@tjé‘t&’aggtiﬁccc

14413211—\ W L D

GTQW@WW @W@TG@WA

T(% gsg%}%gq;ta{gg@aga@argagljghgg@a@gaﬁ;a&gbéatca@a%a&at Q

L R L R G

1501081 gctggegtaacatgttetgatggatcagatetggagetaagacttagaggtgga
CC% i€ T I(é(i( A(q:“(gél i(%? '?GCAGG:—AA
ﬁAg‘ﬁﬁ%%vvﬁﬁfﬁﬁﬁW?yfy FrEeQ |
6 12 01 ggctggggactgaaagaagctgatgtggtttgcaggcagctgggatgtggatctgcactc

TGT@%&&@&@EGQI@IQIAI TEA

CAGKEL s 541’\NGTNEEETFEQT-CWEDG<HIEBS d_de_ c(:% vV A

162 LZJ. agctgtaacggaaatgaaact ctttgggactgcaagaactggcaatggggtggactt

61TCDH3_Y EAKITCSAHREPI&;%@_C-I-(I]:CA
fgg\gg%\ gé‘,%;gg a atté ésgtf L(gg gégtg gt'gé ézaggtgacaca(gggggc
R

ccctﬁ@n@fﬁgm*@%ﬁ@*t@tﬂﬁizﬂ WWCTGCT@

AGAM@ ;—79"5%3-3—9&9 £ ctEtatcc\égbbg@gKt cie tPCgGagEgg@aa:g\;{acEgal;c KT

1743.621tt ttt H E 8§ H L S L ¢ P

gggce gaagaa ccag acat gtcccatctttca ctag

ACAGAAAT ROBCE GA?A‘EC?@%AA @&é&éﬁ?ﬁ&@fﬁ‘rwemc
o}

AANAGTS cﬁﬁ)‘iﬁﬁagf\?g?faW%a§°E°a€?§RFgStgFFgVV§EP3FCtEJtEPKAetFF VL

1801741 acagaaattcgcttggtgaatggcaagaccccatgtgagggcagagtggagctcaaaacg

JI-
g%%r%%g @%; Eg%rg;é@gg%[ E%Aqﬁtﬁaﬁa (%c‘i&a‘i%“r}i“e K

18 61321 ggc;aagaagtt{a}aatgtggagttgccctttctaccccaggaggagcacattttggaaaa

TCOGAAGAACTTAMTCTRAGE oAt I R ACOOCRARAGRAGCACATITT
L S L

%gat@éétgéguagggctgggt\:é@tcathgthc Eggggggggésggg M G
S

192%s1 1 ¢ G Q T L S 8 C N

GGA%WW WW@%@W@@CMC
AT(}@aca@@]:aa@aRc&éga-agﬁa!;tgﬁg&g&tgcagg?ga§g@CQCMC& SV

198721LVNGGGR A G R V E E G s W

é%%taa%éﬁ%é?ﬁégf&é?&?ﬁéﬁﬁwﬂﬁmmcmc
TCT@’Q“Q%’@TE“°§9t$t$“’§ﬁ°g9§@6§r9§9d§at§ccg,aqatqqtgsgcsga@aitge P

20 4bsa ggctgtggagaggccattaatgccactggttctgctcattttggagaaggaacagg

ATT; CFGFCRTCORGEAAT ECATCATCTICTG
m%g%ﬁ$ %% %ﬁ%ﬁ%%%%%@@%mLR

01 catggctgggggcagcaaaactgcaggcacaaggaggatgcaggagttat ctgctcagag

ACAREE G AT CEACAMGIABCT LT AT oo
CTT v VZILNVGNAGWGGGSRVCGARGSRNVM sl TEVG SWwW

2 1 6 gttttttacaacggagcttggggcagtgttggcaggagtaacatgtctgaaaccactgtg
61GVVCRQLGCADKGK

%@MM%}ETAT@ATGACXXXZ

TCBACEABSEOREFGE
Toeﬁiiazﬁggé feofec R LSND LS LA LY L ERQL

GCCCAC

2221
GGCACCATCTGT GATGACAGCT GGGACC T EAGCGAT GCCCACGT GGT GTGCAGA
CACCTG 761 GCGEAI NATGSAHFGEGTGP
2281

GCCTGTGGAGAGGCCATTAATGCCACTGGT TCTGCTCATTTTGGAGAAGGAACA

NN NN NN
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2005/ 107796 PCT/ US2005/ 011502 2341
WOTIFBBTICCAT GAGAT GAAAT GCAAT GGAAAAGAAT CCCGCAT THCIBC#IB0 A 1502
. CATTCA BOIHGWGOONCRHKEDAGVI CSE

Q401901TLWQCPSSPWEKRLARPSEE
CAT O R A A Ao AP g%@gﬂ ATCTE
TC‘A@@ 3@8‘2@@CMaﬁth.aCRctaga'tg%a&aﬁa&a&aEccéct

941 R I W H G G VCDDSW

_?l—_ # gﬁ;_ 21 cgtgtggagatctggcacggaggttc&gﬁ%ﬁ @\ W@F&Amm
CTAGHA S 8810 PP B KW Sy B g ey g T v

252 pos1 gaagcagagtttggtcaggggactggacccatatggctcaatgaagtgaagtgcaaaggg

CTGAAACC
?&éﬁ%@i § \A Va gg} %«% Asgw%gé(?aﬁtgﬂ%%%aé L

258 :ﬁosl aaggaagacgctgcagtgaattgcacagatatttcaacgaacaaaaccccacaaaaagcc
041 T L I A V G T

GGT@TAGE@EW@I@%@GA%@MQMCT CTGCA
TCT-E%GA ttgﬁl@ag a Mg§tcaaaagcgaagagéggaggggégc tgzagztﬁcgap D

081 R N L VvV H Q I @ YR EMUDNSC L N A
GA R AT TETOCATICY @@ éfa@ﬁ@«@f@f@(:AAAAcm
CCTGAG gaeﬁa&g@cmgggt cSaBaRc M EcKoRadcA RP S E E

2 7 O 1
ACCCTFGFEECACGT GOCOATCATCTOCATGECAGAAGAGACT GGOCAGGCCCTCG

GAGEAG %&’Eﬁﬁ?’%’%ﬁ Roko Mo shrtdvenGrbaae C S G | SEQID

27% TGWANSSAGS GRIWMDHVSC RGNESALWDC KHDGWGKHSN CTHOQDAGVT 3
AC@IGGA% ) AN CTTCCTEP:
A%g_ 3? CEDI}SLWT?-IG‘GE(@GP@E \WrEGeEReX, @oddngpnsS W D L
QLGCP TAITAIGRVN ASEGFGHIWL DSVSCQGHEP AVWQCKHHEW
28 GKHYCNHNED AGVICSDGSD LELRLRGGGS RCAGTVEVEI QRLLGKVCDR
%_?'GGQ e RACEACSEICUGK GAGEENEEGATGACTCCT GG
DORIYG D T BRL VG S VKRGHTW
TG obtoiin ﬁbp&sﬁ”@“\/ m@gﬂﬁﬁeﬁ Remotsak A F K
28 ESHLSLCPVA PRPEGTCSHS RDVGVVCSRY TEIRLVNGKT PCEGRVELKT
x XCA X TTGAAAGCA
T gMEEﬁAEIAFIE@Q% @NE{'GG@AP rRIET\WEeEswNeTECDNEWEL C E G
i SDAHVVCRQL GCGEAINATG SAHFGEGTGP IWLDEMKCNG KESRTWOCHS
29 HGWGQQONCRH KEDAGVICSE FMSLRITSERA SREACAGRLE VFYNGAWGSY

EEAAGT GAAGI GC

CCAGAGTT TG CABICOATE
GAA&BGG GiOGEEl HsacPvcgon- Gkt %2&3%?3% Wit ECGH

NESSLWDCPA RRWGHSECGH KEDAAVNCTD ILSTNKTPQKA TTGQSSLIAV

%f@@&ﬁméﬁ%&ﬁwm‘%@%ma@aa
GGACAC 102IK EDAAVNCTDI STRKTPQKA

061

AAA‘ H IA-E(B;EiGILGVVLLA‘I
GCC 1041T T GQS S L

3121 A forward primer SimiamCD163 (SEQ ID NO: 28) (5'-

S LR R PR G ety o 5 A evers

Piiibr HuCD163-3'Kpn (SEQ ID NO:29) (5'-
TTCGTCGCATTATTCTTGACT CAAAA GACAGAGACAGCGGECTTACAGIT
TETECCOIMFCTABTNOAGGFCEICADCA AGETMTICTI AC3D) widreused to

AR CR L3\ VA Srop Sk ARl e RN T e pesed Bomréero

A Ol 8 Bl ol g

TRRQBIPE’@S@SWF&QBEWM&WHNMWM@NAV ITBSLEETRPO

SRR TS P FGEn 1 DI ORess opleing Lirge mserts

NG 54 181" GIVCOON TRAGIERT BN e SARIE A

dwmg@mcmmmﬂﬂzm QGJ\G(HNCDH AEDAGVI CSK
GADLSLRLVD GVTECSGRLE V] CDDG\/\DSHDA 301
AVACKOPES SPIAGIRE ¥ ek % R}iﬁsem O PROCRPIMEW

Q?t %%@Egﬁ%&%mm dﬁ%ﬁﬂ/ﬁ\égbe reading
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421 KTSYQVYSKI QATNMALFLS SCNGNETSLW DCKI
TCDHYEEAKI TCSAHREPRL 481 VGGEDI PCSGR VEVKHETWG

WEUOBRSDFSL E AASVLCRELQ CGIV SI LGG AHFGEGNGQ  B@1/US2005/011502

10

15

WIHEFQCEGH ESHLSLCPVA PRPEGTCSHS RDVGVVCSRY TEI RLVNGKT

g%%@gggs oﬁggsiéd%@%%é 4’\1/%501%??{ t%ﬁ@@éwere also seen in

L BRSBEMABNN, DBGAQERT M SBENIS ShdiReT BRIl PEESAs VAGESAREIRhe
V El YHEGSW GTI CDDSWDL SDAH\/VCRQ
éﬁz&‘fﬁ%@ es Hpy{RPBERIR B RESRpRYERion. These

VFYNGAWGSY GRSNNB%@%BM% g@@?ﬁ%ﬁmﬁ%ﬁ%}éfﬂwsm‘:

m@éﬁ@ﬁssaﬁ@mb%w@%ﬁ?%m@%&tawammmmng
G RVE; WHEGSW GTVCDDSWDL 961 NDAQUWCQQL

oY AAP polecties lagking) aAosmeRBABEISEREHppear

P ki e —

2“;1\["% E{ﬂ;&g@RﬁﬁEﬁhmg@n (irBilds tb nEutMIYinks ahtibodRsP dPas an

AWW&@FMAW@M@W@@@W@@W@M@@A

VNLSPFTI AVVLLLRAC
FV an%l l}@]‘% ﬁésé fiﬂm&'

TTTGT@ME@@WMATJ@@@M@EM@{ET&EM @@@E C%Bd ES3.
TTTGTC41TSSLGGT KELRLVDGE

WWM@MWWGMWO

R RN L ST

ADTES 7-BEny\@id @&fdeﬁ&?lz 98, 4%@&&@2&8%&% 0% 638Gesb ik %22968)
AVSVI CNQLGCPTAI KA ?24
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AQ?%G&]%;IE( EFWA&S% SF he nuclG otide anIcDT anu1\1/(\)/ ?!I\{I:l squugncSes gf the six

APTCEF A AASETARITTH CLASE PG %ﬁﬁ@g‘% GIT
TCTTGT 121R GNE S AL rg@gKHD%% E%T
1

b

R ENCET GAGT CAGCT CTTTGGGACT GCAAACAT GAT GGAT GGGGAAAGTAT NO

AGTAACM IMIIC T HIOODAGY I CSDHEDE £ MR [ s
4121 1 ATGAGCAAACTCAGAATGGTGCTACTTGAAGACTCTGGATCTGCTGACGTCAGAAGACAT NO:33
TGT ACGECACCAACAAGAT GCTGCGEAGT AAGT TiGGT CuAG“ATJC:‘G&.‘\T]EZOE?ATTTG(E@ﬁ“d 24
ATGAGS TTIGHACTIGNTGCBNTMCrEedBeiRadrrdrederdCetertiréacQ W
481 41T S S L G @ T T K E L R L V D G E N K C
CT GACGAATCHACEEAATGATGIGRI Gl GHRAGAAIAGRCATGANALT CCAAGGA
CAGTG@EE s ISIFCGT &V CH D NF Nt NHASVVEK QL
541 181 AGTGGGAGAGTGGAAGTGAAAATCCAGGAGEAGTGGGGAACCATGTGTAATAATCGCTES
GGAAGAGT GT GI GATGAST AACT TCAACGATICAATCAT GCATGI & GGTTTGTAAA
CAACHT ac20dderCrd@eSTd At TETAcBcdteBardaderdorfrcandacG P
601 101 T ¢ W A N 8 S A G S @ R I WMDUHUYV § ¢
GAAT BT GEAAGEGCT:GTHCAGTAAGT Ot oG AT RIS aNaMAGGCTCT
CGACCAR 2 2 e WA DD d CNGCNESAL WNCKH
661 361 CETEREAATGAGTCAGCTCTTTGEGACTECAAACATGATGAATGGECARAGCATAGTAAC
ATCTGGET RGAT GATCTS AT AT GCAAGCGAAATGAGTCAGGT GT GT GGAACT GC
AAACAT TG'B:!&’HLQ:cﬁdﬂ@rdﬁTdﬂA&ﬂAﬁ@rﬁﬁeﬁwﬁA@cﬁr&MmAgsS K
721 161 T N ¢ @ N M ¢ § G R I
CAAGGAWAA&EQE@%%M@J m&;@%@ GATTTGC
TCAAAG: 265 CA D) S d R1L VDL LV T ELS HER
781 s41 GGAACAGTGTGTGATGATAACT TCAACATCAATCATGCATCTGTGGTTTGTAAACAACTT
CCAGLAGATCEGAGCGC RGAGACT.CGT AGAT GRAGLCACTGAATGTT CAGGAAGA
TTAGAA GAATGTGGAAGTGCTGTCAGTTTCTCTGGTTCAGCTAAT TTTGGACAAGGCTCTGGACCA
221 W F D D L I ¢C N @ N E S A L WDNC K H
661 ATCTGGTTTGATGATCTTATATGCAACGGAAATGAGTCAGCTCTCTGGAACTGCAAACAT

-84 -




2lVRFQGEWGTI CDDGWDSHDA 841

GTIGAGAT TCCAAGGAGAAT GGGGGACAATAT GT GATGACGGECT GGGACAGT CAT
wa2mstr779801A V ACK QL GCPTAI TAIT GRNUBS011502

901

GCT GFEGECAT GCAA TGTCCAACTECT AT CACCEECAT TGGTGGA
GI TARE cA3ZEATRCErABEC@riacETeATtaTWrércB & T r S e ridctaalheE P
061 261¢@ A D L S L R L, V D G V T E C S G R L E
CCCAGTGEECEATI T CEACASAT T L GEEEE dGACAETIETcEddadchaREACCGATAT
GAACSE v TA Y W EC K HHEWHSEKHY ENHNED
1021 841 GTGAGATTCCARGGAGAATGGGEGACAATATGTCATGACGECTGGGACACTCATGATGCT
CCCGICTICCCAATGTAAACGACEAT GAAD GEEEAAAGCCATI A TESGAATCACAAT
GAAGHE ccBGiAaGeAledra@enrtdréanSridrdrchctccRréerRaberaG S
10813214 s E ¢ F ¢ H I W L D 8 V § C Q G H E P
CCT CEOGEAACATGITICEEA T AT AN NI AAACI L AGAGGT GGA
CCCAE B8R G A G Tt WEWE It QR LG KV=GD R
114%021 GEGETCTEGCAATGTAAACACCATGAATGGGGARAGCATTATTGCAATCACAATGAAGAT
CGCT &3t GCTEGy ACAGT GAGETY GAGATH GAGAGAH GI TAGEGAAGGTGI GT
GACAGA GCﬂGG&%TﬂACﬁ'GWC@AIIlGG&I‘CEG@?CTQ;AVCT)[AGQ:T&GQ;G‘PG&CQAG@ S AL
1201381 ¢ a ¢ T v B v E L v
G@C{@@@EA@E@@A&&%@&@E@I EI@%SE@@A%I%&E@TGGWCT
CCACIG c RIKT S QY ¥ S KL QAFNMWL F L
1261201 GeCTEGEEACTGARAGAAGCTGATGTGATTTGCAGGCAGCTGAEATETGGATCTGCACTC
AAAACATICGT AT GAAGTATAGT GCAAAATCCAGEGAACAAACATGI GECTGI TT
CTAAGL Aﬂpﬂbﬁc@ANA@TNAETCIAA&T&AWCQCQAA&TMGWTQTWT@\G@ L
13214415 ¢ v ¢ v B T C W G _G L
ACCTGTAACGRAMTGANGE E%%EE@@@&%@Q@A@%&@%MG@E
CCACLT + 46T COHY EEAKLI JLCSAHREPRL
13813¢: ACCTGTGATCACTATGAAGAAGCCAAAATTACCTGCTCAGCCCACAGGGAACCCAGAL
ACCTGTLGATCACTATGAA Geeaapee
AGAGIS orABMad:@rdoodarR T&AC%CCQ'I‘C—%AGVGPEGC\KTJ@TJRICA@A fele cW G

14415OISVCDSDFSLEAASVL

T T A GAGACAT L GL T %@5@%@%@? GACACA
TR SUIS VGBS TR %LAEH/M

T CCé'6 m%%é%%%TATCCTGGGGGGW&?@ &%ﬁﬁf‘ﬁﬁm w BAA

I-Srg\g_;ég‘ TG(?A%QGQAG@\JCC GT¥TG§GJGAJATG§GT§C(§I‘D_'T CACTCTGCCCAGTAQCC;AQ !

?GA;Q ¥ ]IW T E%%@%@%ﬁf%ﬂ”@"ﬁcv A Ul

741 SRAGART T &%‘Eﬁ&“ﬁ CRETCERATRAPPERET cTaorcA
GTAg;,«i\@ . VEVVCESRY

1681 GGATC T GCAACTCTCACTGGGACATAGAAGATGCCCACGTTCTT

%@%&A CACCAGEGATATTCEAGTAGTCTGCT CA
APATﬁ"GEAG\FﬁQFC&"TRTAFCﬁAG&“G@G@CﬁTT\FGE“EA KT
174

H M G

A e %?%&W@WG@A@#C
AAAAGéE; 60T AWGESH SCINSPHWDA VEDSAYH V L
981 GATTGTCCTGTAACTGCTCTGGGTGCTTCACTATGTCCTTCAGGGCAAGTGGCCTCTGTA
A/iirc;céTéeéG& TECETETECAACTETRAGT CGEACATAGARGAT GCCLCAC
GTTEMT %Té"‘icc”f@@ Pc;“cfz’*‘ﬁc‘ESA%C’\?T‘?SECFC@G@PATSC@C%CW%G@% K
186101T VA CIE S G QL R
TGCE AR A T AR AT T AP T T P T e P A A R E ARG ACAT]T TT
GGAARA " 84 TGONCGEQRV WPR CHEMYF BHIC YT EGET SESQ"H M G
1 9 2 1161 TTGGTAAATGGAGGAGGTCGCTGTGCTGGGAGAGTAGAGATTTATCATGAGGGCTCCTGG
GCCAAAT BGTCAGET T RGAGECAT AT GT PTECAET GCACTGRGACTFGAGCAGCAC
ATGEEA CCBE RS e PP R ACTAGOPCCIFARCCRTGECCRECIECTRTETAG)CRECHE SV
1981761GCGEAINATGSAHFGEGTGP

GAT T CEeT eI P RS P e BT L T T CACA AT CPCEF PEAGCREEAAGT GGCC
TCTGPFAT681F CE S BN OSOFESSCMNSSSB8IsGP

2041
ATTTGCT CAGGAAACCAGT CCCAAACACTGT CCTCGTGCAATTCATCATCTCTG
GECCCA 70T RPTI PEESAVACI ESGQLR



2101
ACAAGGCCTACCAT TCCAGAAGAAAGT CCTGT GECCTGCATAGAGAGT GGT CAA

we@ImeBr9421L VNG GGR CA GRYV E I Y H E EBUNW05/011502

2161 e

ST e e i s e G T FEA
TCCTER 744X Tel oG Dy De SRWE Dk Le So Da A Hv Vi Ve CsReQ L
P 2212401 CATGGCTGGGGGCAGCAARACTGCAGGCACAACGAGGATGCAGGAGTTATCTGCTCAGAG
CCCACGAT OT 3 GATGACAGCCT GEGACETRASCIRAT GRCEACGT GsT GTGCAGA
CAGCETG rrEstter@eSatreiiciardadvcdeckon®cbecktrboabactrtadanG P
2281841V F Y N @ A W G S V @ R S NM S E T T v
GGCESEGRAGAGBACATIANEECAGTEE ST GCTGATIAR I RAGRAGGAACA
GeECeE c 7814 Wt PEMKLCNGKESRE WQECHS
234581 GETETAGTGTECAGGCAGCTGEECTATGCAGACAAAGGGAAAATCAACTCTGCATCTTTA
ATCTEEGT GAT GAGATEAAAT GEAATEGAAPAGAAT COLGEAT T GBCAGTGC
CATEREA %ﬂAbbC&TWC@T@C&MC@GT&MTECP@TCAC&AMGdACC@GR% E

2401901TLWQCPSSPWEKRLARPS

CoAAANCT G ; TATCTGC
TCAGéﬁT&ZlFM(Sﬁ.IR;LJ}SE—&§BE$Qé\§B|— E
2 4 6 ]2 761 ACCTGGATCACATGTGACAACAAGATGAGACTACAAGAAGGACCCACTTCCTGTTCTGGA N
TTCATGTCTETHRAGACTICACCAG GAAGCLABCAGAGAGECETGT GCAGSGEGT
CTAGAA coBéiddchrerbedcdarfrifacsreNnéicRrarNcMcRcbode T V
2521961NDAQVVCQQLGCGPALKAFK

GT T 6k TACAN A I G EAGT G L ALAGT AACATGLCTGAAACC
ACTGIG B6lG VWVt GRQLGGADK GK T NSASL

2 5 8 L 941 GAAGCAGAGITTGGTCAGGGGACTGGACCCATATGGCTCAATGAAGTCAAGTE

COT GTAGT GT GAGGLACGT GOGLTGT GCAGACARA AcTCTGCA
;_-(6:1-]53-0% AA%&‘IQT’I%C'AG‘IME&T’IIGTC%TMAQA&CBG%CMCAQT&G'J%T 7:X CP D
CACAAGIRCAT G @G@%ﬂg&%@@xm ; K T GGL\
CCTGAG » 901, T, Ly W Q PSVSGPVM EE

- 87 0 A%QAQQJG%&ZT%%CCP%M&%Q& &BCCC
ACC GTEFCAGTY

g?‘g?@cl; ‘I%Q‘&CWTLTTJTT& AMA&GMG A&G AGCG CTTACAGTTTCCTC§ G

081 R G B N T CC_ G.I_
Tg%ge_\ L 941RV @%%@F%GWWT&TW‘BG@TWD L
ég%%@ S G T T R A G T RS A R RSP BT GTGAT GACT CCT GG

GACTTG 96INDAQVVCQQLGCGPALKAFK
831

8'

1

= R
E ME(HWW@HFST gH D@V‘T[' C@G@L]SMR\NI‘N_GGMCE% RMekkrttolK G NO:34
2

CDDNFNI NHASVVCKQL ECGSAVSFSG SANFGEGSGP IWFDDLICNG NESALWNCKH
GWGKHNCDH AEDAGVICSK GADLSLRLVD GVTECSGRLE VRFQGEWGTI CDDGWDSHDA

TFOESEEANCSSEAC T CCABCCHE GAAGIGC
ﬁ@rﬁé GiNirkrse Sondmetbb s Lﬁwﬁﬁw k& Habee G H
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COTTOEmRISTMEERAPYA STEICEE MoQuimGs@uioii: Andscish P41

AG&‘*EC%AAGCAGTCTCTGTGATTTGTAACCAGCTG@GATGTCCAACTGCT ATC
CCC AN \\ onm;/ 1n77on PCT/ US2005/011 Rn? 1()1T G W

AN NS é;T;f"” S C ot I s

5% V VAL L L B S and 40
CTT 1 TT’.[JGg T%AQII'CECT§CACTATTGCTG‘E’)GGg‘:CTTKACI'I_JTCl.’:L‘)C:g';I‘GCCTgI‘TTTGTC SN

41T 8 S L G ¢ T T X E L R L V D G E N K ¢
121 ACCAGTTCTCTTGGAGGAACAACCAAGGAGCTGAGGCTAGTCGATGGTGAAAACAAGTGT
618 G R V E V K I Q EE W GG TV CDNUNZGW
181 AGTGGGAGAGTGGAAGTGAAAATCCAGGAGGAGTGGGGAACGGTCTGTAATAATGGCTEE
818 M E A V § V I ¢ N Q L @ ¢C P T ATI K A
241 AGCATGGAAGCAGTCTCTGTGATTTGTAACCAGCTGGGATGTCCAACTGCTATCAAAGCT
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CGTGCGAATGAGT CAGCT CTTTGGGACT GCAAACAT GAT GGAT GGGGAAAGCAT
WA 9A41C T HQQDAGV T CS D GS DL BECMIR005/011502
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TGT ADTCAGCAACRAAS G T ARG GAH TEGT GAGATECATECEATTTCRAA
ATGASS Aci@itccdbErMriccBrddadiricr@adscRricekrabartarbrrréarQ W
481 122 R 6 N E 8 A L W D C K'H D G W& K H & N
CT GASGARTEHACEEAATATGEGRHETGAAAAT ACAGAT GAAMIECCAAGGA
CAGTGGc 181G T Y TCDODDNFNYNHASYYEL£KQL
5 4 1 421 TGTACTCACCAACAAGATGCTGGAGTGACTTGCTCAGATGGATCCGATTTGGAAATGAGG
GGAACAGT GT GT GATEGAT AAGT TCAAGGTICAATCAT GEA] CT GT GSTTTGTAAA
CAACHsL cr2QdddardeadecardeNdriordentnfon@creMatficEa b GaeG P
601l 1816 T v ¢ D D N F N V N H 2 S V V C
GAAT@I@@%@E@@?@I@A@&H@I@@@E&A@%eﬁmm%A@%AG@@U
GACEAE 2 2 s WWF DDId d CNECNESALWNCKH
6 6 1 601 GAATGTGGAAGTGCTGTCAGTTTCTCTGGTTCAGCTAATTTTGGAGAAGGCTCTGGACCA
ATCTEGTT HGAT GATCTT ATAT GCAAGEGAAATGAGTCAGCT GT GT GGAACTGC
é@?%{ ATaﬁa@f&Tm&rﬁAﬁ&k%dﬂGﬁAﬁgTQC&G&CMCAAA&TS K
241 Q G W @ K H
%%TMQM%IMQ%%I%&&%I%%@ GATTTGC
TCAMG: 266G AD L SL RLI VP LY I ELCSGRLE
7 8 1 781 GGAGCAGATCTGAGCCTGAGACTGGTAGATGGAGTCACTGAATGTTCAGGAAGAT
GOAGGAGATCTCAGCCTAGACTOGT AGAT G?%GGMG‘\
TTA%A GT&A%A‘I‘VCCRAJ: A&T&CEGAWA@ATETC!AT&CQC@G&C&&T&T
841301AVACKQLGCP L
GTG%&\EI%%%@&%TMM&%%E CAGT CAT

SSTGQI A WAV ALKQLLELP AL

961 GCCAGTGAGGGATTTGGACACATCTGGCTTGACAGTG T
GCTGLGGCAT GCAAGEAA ﬁg&ib& WTG@TC@A
@-I%Q GC%%C&T@I‘A@%&CC@I’&J‘GGG GCAT TT CAATCA GAAGAaT

96
GCCAGT CAGCAT Cr T TactAGREAL
GAAQ(;I %4 JAA é ¢ ﬁﬁ%ﬁ@%ﬁﬁ“ﬁﬁcﬁcﬁAT

1021

“1 CTEACARTEE QG% W&f&ﬁ P RRAT CACAAT

%@%‘ﬁqj GG&‘@JAC@G G. G%G%TGTGGTTTGCAGGCAGCTGGGATGTGGATSBTZCC;AZ‘CI‘;C GS

GCAT CAGAT CTAAGET AAGACT AGAGGT GGA
A?gTAITAC{?C%A@T%A?GC@C%AEAT%TG(&ST%TVT@GB R

14
cec‘lr3 &%&W@F&iﬁ&?ﬁ@@ﬁ&%ﬁ&%@g GT
WG K EADVVCRDL GCES AL

1 2 O 13 81 ACCTGTGATCACTATGAAGAAGCCAAAATTACCTGCTCAGCCCACAGGGAACCCAGACTG

ce’ CTGRAAGAAGCTGAT T EGET TR AGCEACCTFGEGAT GTGGATTCT
GCA&f‘ft f&”f&‘“?“gc‘%mﬁjTW?“@R“W@“"‘A“F%FWEEGG@C LS
12 61 A A 8 L C R E L ¢Q
MAE&?&%&?WE?FA%‘E?WWWWW@WGWT
CTAAGT “481S ENENEFTSPWBERNWOWGEGL
1 3 2 15 61 TGTGGCACAGTCGTCTCTATCCTGGGGGGAGCTCACTTTGGAGAGGGAAATGGACAGATC
AGCTGTAACGEARATGRAACT T ETET TTEGEACT GCAAGAACTGECAATGEEGT
GGAETT T B At TE R T CRECRACATCRE TRCCRTCET TSACACTREFCRAGEAGER R |
1381561PRPEGTCSHSRDVGVVCSRY
ACCTET G PR P T A B AT A R AR T IR A A R T CIBARTAGGGAACCC
AGACPET F8FVEGIGYDY| SPXCTSPGCREV CE RV VK BHIGKDIT W G
1 4 4:1741 ACAGAAATTCGCTTGGTGAATGGCAAGACCCCATGTGAGGGCAGAGTGGAGCTCAAAAC’G
GTTGGAGGAGACAT FCECTGFT BT EGACECET TGEAGT BAAGTATGGT GACACA
T GGHEE CBBATSC e A ST R RACTCAECRAATSAA A tecCARTETE. Q
150721 ¢ ¢ 9 L X ¢ @ VAL S T P G G A HPF G K
TCCEBFC T FRAFFOEAT FRCTCTCTERANCIT GCRACCETTERATGCAGEGAA
TTAGAGS 52ECoGVT WW/RVESH| Fl 8GcGTA GHTF EGoE 5GMNeG Q |

1561

TGTGGCACAGTCGTCTCTATCCT GEGEGAAGCTCACT TTGGAGAGGGAAAT GGA
CAGATC 54IWAEEFQCEGHESHLSLCPVA
1621

TGGECTGAAGAAT TCCAGT GT GAGGGACATGAGI CCCATCTTTCACTCTGCCCA

NI R NN N



S6lIP RPEGTCSHSRDVGVVCSRY 1681
CCCCGCCCAGAAGGAACT TGTAGCCACAGCAGCGATGT TGGAGTAGTCTGCTCA
WA IS8T EI RL VNGKT P CE GRV E RCKUI2005/011502

1741

AAAA%DGC)lLNAWGSk EZNSHWDb EDAHVL
1 8011981 GATTGTCCTGTAACTGCTCTGEGTACTTCACTATGTCCTTCAGGGCAAGTGGCCTOTGTA
CTTAARGCCT GEEGAT CECH Ci GEAACT CI CACE GEGACATAGAARATGCCCAC
GT TG $2%Cra@d@AccaérdComtaddcndrderBrebadtrdardardetdedeca K
1861701 T R P T I P E E S A VA C I E S8 G Q L R |
T GCCAACAACTIANATCICRAGRACECEEI TG ACGERAGRAGEAGACATTTT
CCAMMVA LGN C QY WRHMFHET ST EQKH MG -91
WO 2005/t @ F9G: 2 Re3drtdSARE R B RAG catk D2 darenceccrcorae
GCAANEGGTCAGGT GT GEASGEAT AT G T3 GAGT GRACT SGRACTGAGCAGTAC
AT GEEA C&GA'beT@rGEGAVGAIAG@@&GA&@&AG&A&G&ABGT@G&(QA&K@@C@ \Y
1981761 ¢ ¢ ¢ E A I N A T 6 S A H F @ :
GATE@E@@E@M@I@&E@W&%@M@&&H&MGT GHCC
TCTGTA:1 6Bl CS BN QS QI L SSENSSSLGP
204 Basa1 ATCTEECTCGATGAGATGAAATGCAATGGARAAGAATCCCGTATTTGGCAGTGCCATTCA

AT T TETTHCAGGAAAGCAGTCCEAAACACTGTOCT QGTECAAT TCATCATCTETG
GGCCLA catdddrbeddedodhadacRelcicarcedrdnlentrricncacl R
2101e21F m s . R .. T S E A S R E A C A @ R L & R
AOAWA@G&H;Q%%&@MA&&@QE@RM%E&%% CGTEAA
CITOL w2y WNG GGR GAGR VB IHEGS W
216%s21 GTTTTTTACAACGGAGCTTGGGGCAGTGTTGGCAGGAGTAACATGTCTGAAACCAC
TTCGRAM FCGAGGAGGT GO Gl GCTOGACAGTAGAGA 1 TAT CATGAGBEC

-ngg-{glg GG'?CA&(&T-ECAGG&G(QGCQCéTC}éA&C&AGSaGQAIéCﬂC%TééA&TB Q L

m&%l@@@%@&%%%&@?&méi@%% GTGCAGA
CAGCLG: #6ly G G G E A LGSAHKG G P

<

228
lg% ACGCTGTGGCAGTGQI_C_I(;ATCATCTCCATGGGAGA:E?E%f ﬁglcflf‘%i%ﬁ NG
m AZCT%GA;CA%WG&GA&AE—\AMT&G&E GACC CTTCCTGTTC C H'S

2341941 R V E I S W

ATCI% %Agg TGRC’I@C‘R?G%AC']EG E

CATTCA ngAH G WVG cQ S

éi_?_ 881 AACGATGCTCAGGTGGTGT T WT ATC-
i el

C
-ZFCA%Q GA&@IJG%GTM‘GgI‘ TG AC CA ATGGCTCAATGAAGTGA?GTGCA%ACBG L E

N E S

CTAg,A,lA 8%%%%%%%? T(‘;‘C%%g‘é%@%ﬁ‘%ﬁﬂ}@c‘?ﬁ“% \C/;GG o
252;0

?%

2

GTTT ? Wmﬂe@w GAAACC
25 8 QJAC CAGTTTCCTCAAGA GAGAgAgTéT(QAﬁAA%TﬁA!ATAﬁGGg:GAQ S L
GGT CECAGET EEECT G GEABAGARACGEARAAT GAACT CTGCA

TCT?L;ZA:TWST%CEAM%“PTGECW%WWWWT@G@G@WTGT PD
%ﬁiﬁ%ﬁﬁ@fﬁ‘éﬂf%ﬁﬁﬁ%%mmemmmw

creEHAL L B s Pme R LR by |0

27@11 RGNESALWDC KHDGWGKHSN CTHQQDAGVT CSDGSDLEMR LTNGGNMCSG RIEIKFQGQW NO:40

SR

27 6;1 AGVTCSDGSD LELRLRGGGS RCAGTVEVEI QRLLGKVCDR GWGLKEADVV CRQLGCGSAL

KTSYQVYSKI OATNMWLELS SCNGN
COATEACH T KGR N A A A LIS eSS RGEET OCT GT
F L c] v RY TRARGYNEXTPCSSRYWLEL |
C‘i@ti% RS AT Ak Sob T KCATRE. SEnASRoR. CNa e ey
824 DCPVTALGAS LCPSGQVASV ICSGNQSQTL SSCNSSSLGP TRPTIPEESA VACIESGQLR

G CarcG
e QA e
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2881

AACGATGCTCAGGT GGTGT GTCAACAACT TGECTGT GGTCCAGCT TTGAAAGCA
walwsaawI®8l1B A EF GQGT GP I WL N E V K EKUS005/011502

2941

[SAALK

AACES D IS TR B RIS R0 ¢

AATGAGT CTTCCTTGI GGGAT TGT CCTGCCAGACGCT GGEGECCACAGT GAGI|GT

CCGACAC M 1K R DIAVAAVENEG Ts Ac G KaTo Sy TRFRRe T P Q[ sEQ 1D
B061 1 ATGAGCAAACTCAGAATGGTGCTACTTGAAGACTCTGEATCTGCTGACGTCAGAAGACAT NO:41
AAGGAAGACEOT GCAGT SAATT GEACAGCACAAAPL ARTTTEAACGCACAMAC . .
CCCACAArTTdi0At KeRerdecTreMerirrSerBrcbrclraMerbrcVorbb @b Y R H
B121 41T §s s L. ¢ @ T T K E L R L V D G E N K C
AAAGCEACARCACTTT IR CANAGEAGAGAAGITEAGIEEACGAMI T CAATAC
CGGGAG s 1064 M Ne Sv e L Ng Az D Dy La Dr Ly MENg Sy S G,G H S
3 1 8 1 181 AGTGGGAGAGTGGAAGTGAAAATCCAGGAGGAGTGGGGAACGGTGTGTAATAATGGCTGG
ATGAARTETH GEGT GAAS GEAGAT GATETEGACETAAT GRAT TECT CAGGAGGC
CATTCE act8dnndeadrctdrérckerbarkacMotcboaterdea@radbana
GAGGTAGACT GAAAACSGAAAAT GEGAAT TTATAACECAG, 1 N§KL~ RMWLLE
DSGSAQVRRI A T SRR E Ac MM bde RACTE VrToe sl GG E&%&%TVDGEN'KC
SEQ b = 6d SGRVEVKI QF,; ENGTVENNGWV SMEAYSYI €N Q. GCPTAIKA
TGMAbEE%Ma%mﬁE&M&@&@£%§n%&éT&%ﬂN@%ﬁkM&%%a&ﬁE&%%%ﬁﬁﬂﬂ
CTHQRRAGWT CSPGSDL EMR; LYNGENMESG R ENKFOGOW NG 40 181
QVMWT@M&@GM%TM%@%M%W' NG
NESALMNCKH 243 QGWGKHNCDH, AEDAGYI CSK PLRL

GV T ECea Gz MR EMGT s - SRDGNRSHDA o2 3 Ok AVACK!

TAI TALGRAN ASEGEGH W, DSVSCOGHEP AVWLKH CONHNED
361  ARVERERRGERIdFLRLREHS RAGTYEEL
GWGLKEADW CROLGOESAL, 421 KTSYQVYSKT ELS
SCNGNG Tezb A LA AMMEMNC - LA TR LIS TR R, 481
VGGD, RCSGR VEVKHGDTIG, SYQDS ‘ REL SI |GG
AHF RN orradde WAEE @g& SRR REEGTCoHS
RDV! Y JE RLV, , ‘ £
o A Gy Sietobde bt Ercreae
661 LCRVIALGAS | CPSGQV. N SCRSSELES
TRPTIRECERACLE 24, IYNCOCRCAG RVET YHEGSW

GTI CODSWL S FA SARFGEGHP 781
| W.DENVKENG, KESRI ] KEDAGVE C5E° FVBLRLTS$EA
SREACAGRLE AVGSY (EEA |
DKGKIN KGPD * -%2" vib 20057 107796
PCT) U008 B 1T S GO PSP B AP o
TW TCD EGPTSCSG RVE SV GTVCDOSVDLE 951
NDAQUOQQL, " CCGPAL KAFK "EAE T REVRERE RESELWDCPA
RRWGHSECCH ™ 1071 KEDAAVNCTA %I BTHETPD KATTVSSRGE
NLVHO RSCERABDE 5 TG ERATPARES K L R
MVEPESSES ABVRRESEGIDEE © ¢ s
ATGACCARACTERGRRT G G TR CARAC P TS PESSTIEACGT CAGA

FACAFYNLSPFET)I AVVLLE RACF
V 1 :Id& 1 4CﬁCTG"%?.ETGGGACAGTTGAGGTGGAGATTCAGAGACTGTTAGGGAAGGTGTGtGACAGA
TT TG AT FOAGTORC T CACT ATTGET T GGTCTT ACTT CTCOGT GCT GT
TTTEPE SIS G PR PIOFORIIECHCCIREQICAGATSIGRAICTIREC C 121
ACCAGT TCTCTT EGAGEAACAACCAAGGAGET BAGGET AGTTGRATGGT GAAPAC
AAG—%@-:'.— A%%C%AﬁAWTE’AVCWTSA@CE.CW@TqTGVT@TNITMGG W 1 31
AGT EAGAGTCEAAGFGAASATICCAGGAGHEAGT GREGAACGET GTGTAATAAT
w@ AGg’i‘@ACWFZEAWWC?CVTTTG@ANG@AEAA@G@AFTG@GWG{&CT'K A
461TCDHYEEAKITCSAHREPRL
1381 ACCTGTGATCACTATGAAGAAGCCAAAATTAC’CTGCTCAGCCCACAGGGAACCCAGACTG
481VGGDIPCSGRVEVKHGDTWG
1441 GTTGGAGGAGAC‘ATTCCCTGTTCTGGACGCGTTGAAGTGAAGCATGGTGACACATGGGGC
SolsVCDSDFSLEAASVLCRELQ
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241
AGCAT GGAAGCAGT CTCTGTGATTTGT AACCAGCT GGGATGTCCAACTGCTATC
WOASDD79401T GWA NS SAGS GR I WM D H RCBUS005/011502

301

ACT GoATGBECIAR T IGAAG AR R R CCATE I GEATEGA T CATGTT
TCTTGR c1I2IR GNE S AL WPhDEKEHPGEWGKHSN
361 1561 TGTGGCACAGTCGTCTCTATCCTGGGEEGAGCTCACTTTCGAGAGEGARATGEACAGATC
CGT CEEAATGAGTICAGCT G TH GEGACE CEAAACAT GATEGATGGEGAAAGCAT
AGTARG Tekekt@rdanttcfetdrilcdonbardhatocar&rRatrctucBiabrabcaM R
A2]1 s61P R P E G T ¢ S H S R DV & VV CSTU R Y

T GT AGCACECAAGAACATTEGT AICACH (NG AT 63ed NG PR LGN T TTGRAA
ATCAGG r 161t F NCBANMESEREELY KEFRBSBQW
81 1741 ACAGAAATTCGCTTGETGAATGECARGACCCCATGTGAGGGCAGAGTGGAGCTCARAACG
CTGAGGAATICGAGEGAN AT GT TETEGAAGAATAGAGATLAPAT TCCAAGGA
CAGLE&E: criBidacTbcdéatect2otdeMeterM etee cldabia@rdboMhcbrrkerQ L
541 621¢c 0 0 L K ¢ 6 V A L 8
GGAA%GE&E@M?M?&%%?@%&I@M%%@&%TTGT AAA
CAACEL c 201 E CESAY P FSESANFGEFSGP
601 1521 GEAAATGETCAGETCTEEAGECATATGTTTCACTGCACTGGGACTGAGCAGCACATGGEA
GAAT GhGEAAGT GETIGTLCAGTY TCTETOGT TCAGCT AATT TT GRAGAAGGCTCT
GGAGEA GA@TGQCC%GTJ:A\A&'CE?TQG(QT&CT&'CAQA’MT@T‘NA&G&A&'G&CCWT%AC K H
661 6511 ¢ s N Q T L S § C N 8 ot
AT@@&I@&E%MM&%@%%I%M@@W &
AAACAL  4LQ GWEKHNLCDPDHAEDAGY] €SK

721 2101 ACAAGGCCTACCATTCCAGAAGAAAGTGCTGTGGCCTGCATAGAGAGTGGTCAACTTC

CAAGGATGSGAMGEAT ANCT T GATCAT G TRABGATBCTEEAG FaaTT T o

ggﬁé@s@ TT%‘;AA%G&GGQ’:Gl!.‘CG@I‘GITGC%GL?AG}-(G'IQGA%T\!TA¥CA€GAQGG§TC@I‘(Jg L E

CI;A\ %ga_ D D A H_ V V_C Ig‘t%‘ GGAAGA
EEG% ¢ 8L RF QBQ;E%NQ A%ﬁ%ﬁ% i
GTG&ES& GGCTGTGGAGAGGCCATTAATGCCACTG%TTC GC_’;I"_ GF&&WCAGT CAT
C;AT%;E AT%@MGCMT&GAQG&A’QC&T& AATCC TATTTGGCAGiGCI(.‘gTTﬁCAV N

SRS CRRERTT AR e A OO
%& &%Wéwww Ly ENGNED

GT%%T’I%CZ@CG AGCTT%GGCAGTGTTGGCAGGAGTAACATGTCTGAAACCACTGTG

A4

102
@%%AA AT T AN AGCATT AT TCAAT CACAAT
Al . g ‘\fchcéGcﬁcﬁTcﬁ’*%%Aﬁf@éAﬁfCZ’F%CWET’ﬁATéTTéAG S

108
%ﬁé&f‘i{‘ﬁ W&%ﬁ%ﬁ%@%ﬁ%@cm
TVEVEI*ORPERECKVCEDR
11 4f701 ACGCTGTGGCAGTGCCCATCATCTCCATGGGAGAAG GACTGGCCAGGCCCTCGGAGGAG
CCTCEGACAGPT CACGT GEACGATr CAGAGACT BT TAGGRAAGGTGT G
GACZ\Z?A ACSFG%“ECA@WWEC%GP@G%&A%AG&A%@AW@W@@N@T@As Al
1201941RVE T vV C D S W D L
GaCT R R AR A R P e P oS P P A R S A AT T S BT 6T GGAT CT
CCACTEY KT SY QWY SKI] QATNMMWL F L S
1 2 6 iB 81 AACGATGCTCAGGTGGTGTGTCAACAACTTGGCTGTGG’I‘CCAGCTTTGAAAGCATTC‘AAA
AAAATATCET AT CAAKGFRATACT CCAANATCCAGGEAACAAACATGTGCCTGITT
CTAAGT A S T RIS A I B CTeCAS CEATRE BT TERARCAN THRACTCRATSCE |
1321001NESSLWDCPARRWGHSECGH
AGCTUT AT A AT S AT P LT LT PR3 A ST CARATARC RGRBAAT GGEGT
CGACRT X A6PT2CDHW EENAKY TCSHHREP R L
1 3 8 10 61 AAGGAAGACGCTGCAGTGAATTGCACAGCACAAAAAATTTCAACGCACAAAACCCCACAA
ACCTGT GAFCACTAFGRAGAAGECAARATT ACCT GCRCAGECGAGAGGGAALCCC
AGAEIRG AAAFE8RANGCEY CEF TRATIPCACr AGT G TRCGANECOYrdéadera@rdiete W G

1441
GTTGGAGGAGACATTCCCTGT TCTGGACEGT TGAAGT GAAGCAT GGT GACACA
TEEEEC 501SVCDSDFSLEAASVLCREL Q-93



WD 2005/ 107796 PCT/ US2005/011502 ar .,.., ,. .....
........... arrraararra..hli. r{ f| rs 1501
WO GOSTOTET GATTCGGATTTCTCTCT GGAAGCT GCCAGOGT TCT ARCIZASIBEN 1502
O JTACAG 521CGTVVSI LGGAHFGEGNGAQI

15611061AIFVALFLTQKRRQRQRLTV
T GT GO ACAGT UGG ETATCE 0BG EEARACE CARSE IrE AL IRAAAT GGA
CAGATE S4AWAEBRQGERGHE SRHeLuSyLsCe PV A
162 B241 TCCTCAAGAGGAGAGAACTTAGTCCACCAAATTCAATACCGGGAGATCAATTCTTECCTG

T GGEORGAAGAATT CCAGTIGTIGAGGEACAT GAGI CECATLTE TCACTCTGCQCA
GTAGRA G iRrRrEcdc@GrfcArhotdaGatcRryerécyadcC S R Y
1681

CCCCGCCCAGAAGGAACT TGTAGCCACAGCAGGGATGT TGGAGTAGT CTGCTCA

mmm bsdEAlvRiR INDEPIN LA TVR L IRACYV TS bLaeATRE MLveahNR | 520 1D
g?_ SGRVEVKIQE EWGTVCNNGW SMEAVSVICN QLGCPTAIKA TGWANSSAGS GRIWMDHVSC

M&WM&FM&%&W@%@%@G“F =

ASAAGYICIND ARPAAVIYOK SASSERLED RTSCsRIpy \BEdeEETInNCHBkHya |
é&ﬂ_ TAITAIGRVN ASEGFGHIWL DSVSCQGHEP AVWQCKHHEW GKHYCNHNED

AGVTCSDGSD LELRLRGGGS RCAGTVEVEI QRLLGKVCDR GWGLKEADVV CRQLGCGSAL

mﬁéﬁg i Gokds f@p& KCEE‘?E{S@@V&,RSQW“?XZ%E@ RebivEib K

1 1LNAWGSLCNS HWDIEDAHVL CQQLKCGVAL STPGGAHFGK GNGQVWRHMF HCTGTEQHMG

tmﬁéﬁmﬁ

- & \
}%QQQW}RKHAMI@E HM@Riﬁ"s@ QﬁEEA@LH M (
é VFYNGAWGSV GRSNMSETTV GYVCRQLGCA DKGKINSASL DKAMSIPMWV DNVQCPKGED
1 TILWQCPSSPW EKRLARPSEE TWITCDNKMR LQEGPTSCSG RVEIWHGGSW GTVCDDSWDL

fs8ECAGLAC

COAARFOUROAGHPORSBAGBCATE
AbECERRBED Q@i?“‘i@%ﬁ&(;@iﬁﬁ KS%GKXL@ P GRSV

1001

i¢

GCCCAC

\' I

CATTGT Gl G HAAGT G LR e T CACT AL T A GarcAnGT RS =
TCTGTA 681l CSOENPS QT L SSLENS ‘G P

2041 and 44
61 TTTGTCAACTTGAGTcCCTTCACTATTGCTGTGGTCTTAsﬁé.é_?C GC

ATTTGCT, I CATCTCTG
(ZXI:E:Q% ACZAQ';T-ET(BI‘CP AGEAA'CAA%CA%GCEGC%G@GMA@G&T GT! CAAGT TL R

1 61 s G R V E V K I Q
e At Gt

TT Lo AGCATGG g AG % @W&&WWTGAGI}C

Y

TCCTg.[; AC‘ZG%.‘]T@GG TAATTCCAGTGCAG TTCTGGACGCATTTGGATGGATCATGTT‘I%'(%TBTQ L

2221,

ggAf CACCTEABCEAT GoCCACGT BT GTGCAGA
Z\TTGGWT&CAF%T%T%ATSG?A%G%T‘@WCG =
2281
éTxf WWW&W%@\CA
MECNGCGKESRICWACHS
2 3 4 1 CTGACGAATGGAGGGAATATGTGTTCTGGAAGAATAGAGATCAAATTCCAAGGACAGTGG
ATCTCGCT GGAT GACATGAAAT CCAATEEAAAAGAATCCOET AT T GGCAGT GC
CATT‘“(‘EA GG%“&WTE %Gé“&T&W@WW%@WW@;\%@“@ SE
2401%°
CAT G P B R R R R A T e e S KA AT AR IST TATCT GC
TCAGERG® 2TF MSL RIMM SEASRENCAGRL E
2 4 6 16 61 A’I‘CTGGTTTGATGATCTTATATGCAACGGAAATGAG’I‘CAGCTCTCTGGAACTGCAAACAT
TTCALGRCTCTGAGACTGACCAGT BAAGECACRAGACGAGEIC TG HECAGGERLGT
CTAGEA BT ECA PR TRP ISR CRPAESATECISCAF TRAT I CETCARAT \/
2521261GADLSLRLVDGVTECSGRLE
GTTT P EARCARCTSERELS TS ' WCX
ACTGPEY &6 F1 %GO B/ ¥CRIQIL cGD(:DA (DVK GHKH NS A S |
2 5 8 184 1 GTGAGATTCCAAGGAGAATGGGGGACAATATGTGATGACGGCTGGGACAGTCATGATGCT
GGT GPEBT BT BCAGECAGET CGGCFGTGEAGACGARAGGRARAAT GAACTCTGCA
TCTTPA CCTEIEER TREAACCRACTRCRATRI AN YT AT AREOYCATIaGIPadkTz@ P D

2641321ASEGFGHIWLDSVSCQGHEP

GACAAGCCEATFETFECATFHCEBATET OB PEEACART GRIGABIGICCAAAAGGA

CCTGAC 90IT L WQCPSSPWERKRLARPSEE
2701 -95-

ACGCT GT GECAGT GCCCAT CATCT CCAT GGGAGAAGAGACT GGCCAGGCCCTCG
GAGGAG



921TWI TCDNKMRLQEGPTSCS G 2761
ACCTGGATCACATGTGACAACAAGATGAGACTACAAGAAGGACCCACTTCCTGT
waanseNI®41R VEI WHGGS WGT V CD D S RDUS2005/011502

ACGATC T F AL TG A CAGT G GTGATEACTEETES
GAC'E?I'?@- @MMG&WG@MCAVCA&A@G@:@AA&D@T&&A&@GM@Q@& K
28813612 ¢ Vv T ¢ $s D ¢ § P L ELRTLTERGT G G 8
AACGEAST GETCAGBT ST ITGTCAAGAAGI TGRSR AGGFIEGAAAGCA
TTCAMARBIEAEF SEQE6T &P 1L WENEY KEKG
2941141 CGCTGTGOTEGEACAGTTGAGGTGEACATTCAGAGACTGTTAGGGAAGGTCTGTCACAGA
GAAGRAGAGI Tel GETECASGEGAGT GRACGCAT AT GECT CAAT GAAGTGAAGTGC
AAAGSS cedfd@cadNetriada&@rdarMbddrfocRcActRciRa¥ibantir@anE:C G |
3001421k T s Yy 0 V Y § K T QA T NMWGLP F L §
AAT GAGTEIRE G XA TR A ARG IEERCAGAGT GAGTGT
GCACAL s 10K i e AL AM NG Te A QKel oS TeHKL T P Q
3061321 AGCTETAACGEAAATGARACTTCTCTTTGGGACTGCAAGAACTGECAATGEGETGGACTT
AAGGHRAGACGGT GEAGTEAANTT GEACAGCACAAAANAT TT CAACGCACAAAACC
g%&i% ACa—ﬁﬁl.{cAAI‘Aq:GAIGA@;C&A&TE‘ACETGETC&SCECA@KJGGAL&CC@\GXCT\! L L

481V G G D T W
AAAGCAGAAGT AT AT QLT AT LA LT QAGAATCRT JGEAGTTGTT
CTCTIe s 94 MQ 2005/ 104796, PCT{ US2005/ 011502, 1061A || F
V Aile: FI‘C&GT(TTG@AKIC%A%‘T@‘CBJT@AA%CL‘GCIAGyGIg&'JGCAGGGAATTAC

GC@JITTQGTMTTﬁTTqT@%CTW@@mejT
ACA@-I TG;&&%&T&T&C@TECT%GL‘GGA/GCIE!]AQ‘TII‘GG&AXGG&EGG § C L

324’541WAEEF‘QCEGHESH

T@&%MM&%%H%% dadamTicT

==

TG, B0 NADDL DL MNpS S
AAT LA AT LT LARI AR LA CE

1 NEKLRMILE DSCRACVRRH R
;ssg@g(z%m&m%@t&% Bk AR E?”mﬁi’i VCN
RGN;é WG i T_CSheSD EVR L TNGGNMESG
R ETREG T REOUEROL ECBOAVSF <G
e
AEDAGY! HDA
301A’5C‘-EyyG P TA TALGEVN AS WL %

A RIS B T Ay PSS LB

RCAGLVEVEL ORI L GKVCDR MKE&DW%%&;‘C@L %21

KTS [ QATNMA FI S “SCNCRET SEW FEDHYEEAKI
TCSAPREPRL - 48T VOCDI PCSCR VEVKHEDTWE SVCDSDESIE

AASYI CREL QTR T W/ TG AR A RRAEEREEEEH

ESHL SICPVA "PRPEGTCSHS RDVGWCSRY *TE FLVINGKT® PCEGRVELKT
601 ° I NAVEST ERIS D EHARI e ST RAEER
HVF “HETET 661 VTALGAS LTCPSEVASY
CPER &5 B R PSR RS R CTPe 1
LVNdébﬁc&G ‘RVEIPYHEGSW CTIFCHDIWAL *SOARWWCRQL? GCGEAI NATG
SAHEéEé?%EFAT%“fATWAﬁ%WWW ERASETERICRH
KEDAGVI°CSE SFNBI'RITSEA SREACGAGRIE F 841 \VFYNGARGSY
GRSV E T 7 BN R BT C IR T RS AP T IHREAN B S MIPRECEIRY QCPK GPD
901 PLAQEPSSPWEERRIARPSEE TWETCDNKNR L CEGPTSCESG
RVEf AHEEE - eSS AP 2o B A RS AR I T T e PR RIAE K
EAEFGHETEP I WLNEKAKGS NESSIMBCPA *RRWCGHSECGH 021
KE DAY P A Te e S T IR P S AT F RSP TS TPV ETC AR EVAL FL TQ
KRRARORLTV S TO&1 JSSREENLVHO IRQPREVNSEL aNADDLBLIMNS
SGCHMSE AR 1F IS TRCACTRRCHEIPAICCACRCITAR COEBCIRCECTRAR H
SEQ%lVlFYNGAWGSVGRSNMSETTV
AT R AR T A A ORGP ACT T GAABACT CTECATETECTGACGT CAGA
AGAGAI]‘G[\U:473CRQLGCADKGKINSASL

2581 GGTGTGGIGTGCAGGCAGCTGGECTGTGCAGACAAAGGGAAAATCAACTCTGCATCTTTA
881D K A M 8 I P M W V DNV Q C P K G P D
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22 FVNLSPFTI AVVLLLRACFVYVand 44 61
TTTGICAACTTGAGTCCCTTCACTATTGCTGTGGTCTTACTTCTCCGT GCCTGT
waimsgioddT S S L GGTTKEL RL V DGE NRKLUSDEL011502
ACCAGT TCTCT TGGAGGAACAACCAAGGAGCT GAGCCTAGT GGATGGT GAAAAC

RAGEEAL cagdrScdeaterddatreddaitTdactgeinatre it ararcdalacinctiais W18t
AGT GBEAGAGTEEAAGT SAAAAT ECAGCRACGRAGT GEGRAACSGEGEGTAATAAT
CCREG adBdiSrdvtierddcMrdardodardecdyaidndactacboadedordclects A 241
NGCATGCAAGCAGT CT CF G GATH TeT AAGCAGETEGAT GECGAACTGCTATC
AAAGZE Ac]:fbl;ﬂ:rcﬁAWr&cMc&G&GRGA@A&A@AE@AECCWTMCQ;IJFETVGAS C
B0l 941R v E I W H ¢ @ S W & T V c D D
ACT%T@MAAH@@&@E@A@@EE@I@%%MH@%I@%T%TCW
ICTTeh v IRIRENE S AL WPEKHPGWGKHSN
B61 2881 ARCGATGCTCAGETEETGTGTCAACAACTTEGCTGTGETCCAGCTTTGAAAGCATTCARR |
CGT GaGAATGASTICASCT CT TF GEGACT GRAAACAT GATEGAT GCEGAAAGHAT
AGTAAG GAléEl&G'H}T&'éT@G@;GQT@GA@CMAIGGQC§TQA@G§AG%CL:AAEGGM R
A21 10018 E s s L w D c A
TGTAGEGAG@&W&J%@I% EE@‘&J&&%E%ES&%TTTGCM
ggﬁﬁz‘ﬁaxlﬁlﬁ NepNMLCSERELEELKFQGQW
3061 AAGGAAGACGCTGCAGTGAATTGCACAGCACAAAAAATTTCAACGCACAAAACCCC

CTCAGGAATCGAGEGAAT AT GT GT TCTCRAAGAAT AGAGAT CCAAGGA

gﬁfggé AA;&EACQCIGGYCAQI‘CQTEQC']J&IFGJ\IT’IICGCJ&T’EIC‘I@G&GMGT CT%TJ’é Q L

CCAACAGEGEGLGAT GATAACT E%é%l&%}:@ﬁf@%@%%@* [TTGTAA

CAAGIEL s 0IEC S S AY S E 5

601 3241 TCCTCAAGAGGAGAGAACTTAGTCCACC, -
i T L TCEAGRAGECTCT
(616316_\9% AA?GC&AJ’GA;’%&CQ‘AQ‘G&T& A 13: W N C K H

T C TGAGTCAGCTGATTTC

L GGAACTGC
jfgf%?%%%@%% Ty
AR S R T R T GAGGATGCTGGAGT GATTTGC

obindy Setvsrick QWO otntats Soplst E | o292

)
21 RGNESALWDC KHDGWGKHSN CTHQQDAGVT CSDGSDLEMR LTNGGNMCSG RIEIKFQGOW NO:44

et sarersTerenpiEkicelomimserisreviec e

CKQ H_\VAWAFR‘(? ASEGECRANISDIVSGOGKEP PVIOCKBERN (uiNiED A
VTCSD D' LELRLRGGGS RCAGTVEVEL QRLLGKVCDR GWGLKEADVV CRQLGCGSAL
KTSYQVYSKI QATNMWLFLS SCNGNETSLW DCKNWQWGGL TCDHYEEAKI TCSAHREPRL,

EY AN TSN ARTIA GITCAT
%ﬁmé&ﬁi AR DT G e

§1 DCPVTALGAS LCPSGQVASV ICSGNQSQTL SSCNSSSLGP TRPTIPEESA VACIESGQLR

mmm@m G AR LA CCT¢

TAXENGARRY SRBUETYY ¢vvBotdcd pAAkiNsASL SxAs Bwl Yvésridel- P
ég_ TLWQCPSSPW EKRLARPSEE TWITCDNKMR LQEGPTSCSG RVEIWHGGSW GTVCDDSWDL
9641 NDAQVVCOQL GCGPALKAFK EAEFGQGTGP IWLNEVKCKG NESSLWDCDA RRWGHSECGH

CCEAGBPAATECATTF THRRCACATET CUCTIERACAGI S FIThGRELEOLALSCGA
GARCGTCTRES SR OUEE) PP aE° PETECISS GRS T IKSDIso gy, 1 A
WQCKHHEWGKHYCNHNED 1021

ATFAOINANATCNNNAIA_ AN AT ATTOMNAN A'I'I'\I\I'\'\

2

Y

<d

>
H

CCGGT CTGECAAT GT AAACACCAT GAAT CCCEAAACCAT TATTGCAAT
GAAGAT 36IAGV TCSDGSDLELRL RGGGS

IDGinple 10 Cloning and characterization of canine CD163 from DHS2 cells
GCTGGCGTAACATGI TCTGATGGAT CAGAT CTGGAGCT AAGACT TAGAGGT GGA

GGCAGA S¥WRrdmrimes SisipimGP 183 (SEQRDING: Z8)K5Y C D R

S PG CAGKAHARTEAGHATP A RPN st st verse
GNGASACD 163-TKW BEQIDNA )Y CRQL GCGS AL

1201
B PAGIACZYGET GTECAT TGCAGGCAGCT GGGATGTGGATCT
%QI&GT%%{A-%’)YWQG\I{S% tg al}%phfy%ﬁl g3 chI\\I/IAVf\éolh DHSZSéells Total

cellular RNA was prepared from DHS2 cells using the RNeasy kit. RT-PCR

i
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1261
AAAACATCCTATCAAGTATACT CCAAAAT CCAGGCAACAAACATGTGECTGITT

wa@Ims@774611S CNGNE T SL WD C KN WQ W @@/LS2005/011502

10

1321

15 .

1digectionally into the pCDNA3 1D/V5/His/TOPO vector according to the

ACCT TCACTA TTACCTGCTCAGCCCACAGGGAACCC
‘&@ﬁ&f Eéw%ug Gig/é\ﬁe 5 RSS RORJiRIng [ESpinseis Werpapalyzed.
T A S P R PR RS R FE R 3

T!(EB@BE PSS Sbeﬁ;nDotﬁeﬂpEis [ThE vA vAridht 14 MSﬁngaES L-n@leotide exon

AT F Ry
TJM terpadt afido ids seauénées GTI% é%nlﬂe%[ﬁév?cm 901!11 DHS82 cells

T@Wﬂﬁfﬂ'ﬂ(ﬁ AT Wmﬂimmﬁ%bank

CAGATC .54 EGHESHLSLCPVA
1%aéelbase it1s %y\é% Een’ucal to human CD163 (Genbank Z22968), 85.1% identical to

RGBT RS LA I e C s oo

16B274883). The nucleotide and amino acid sequences of the two splice variants found
GAAGGAACT TGTAGCCACAGCAGGGATGT TGGAGTAGTCTGCTCA
2 cabg fre proyided pelow SEQIDN@SEF P R VE L K T

P WV W_V_V_V_ W\ .l Watataley Way Wasda'ad Ve as

gl COCT TGGT GAATCECAAGACCCCAT GTGAGSECAGAGTEEACET
AANA NO

6011 NA\A/(‘QI CNSH D EDAHVL
1M 8 K L. R M V H G N 8 G A F R R

=

l
D SEQ ID

CTTAAT TGRS W?%@Tm \EO: 45
GTTcﬁ%z“ld‘g‘gL ICCIAVAL'STPEEAHFG K and 46
1 8 6 1 61 TTTGCCCT GTCCCTCTGCTGTGGCTGTGGTCTCCATTCTCAGTACCTGTTTGATG
TGCCARCAACTT AAAT GT CAGT T GECETT TETACCCEAGCAGRAECACATTTT
GGAAAE% zcé%iRTéT‘i\TFCGG@R?AWW%GWEG‘HAEGTTQGT?A?C@TWC|v| G
1921

CGAART ST RS B e e S A A S T T e e e AR T AARS T ISAGCAGCAC
ATGCA 61D TPV T AL EASE EPSBERYASY
1 9 8 1 241 GGCATGGATGAAGTCTCTGTGATTTGCAGGC'AGCTGGGATGTCCCACTGCTATCAAAGCC
GATTERCCTGTIAACTECT CT GG GETY CACT AT GTCTTT CAGEGEAAGTGELC
TCTGTA Cz%@ff‘*@c%CR%G@ECSGG@?CTGGECG@TSTG@T&FASCASGTSTGETG@ P

2041121R N E § A L K H D G W G K HN C

29 B A A RAKX 3 F @ RA
GGCCC‘;&s?DlQT‘RqDAFq ‘PE‘ES’AW%@W ESGHLR
21071421 AGTCATCAACAGGATGCTGGAGTAACCTGTTCAGATGGATCCAGTTTGGAGATGAGETTG
ACAAEECCTACCAT TCCAGAAGAAAGTIECT GT GECCTGECATAGAGAGT GGTCAA
CTTCEE AT§P29qCCagrRC B BT GTRCACARAGBAR CARCTECIAGOEAGACTRC@A S \W
2161181TVCDDNFNIDHASVVCKQLE

; ETEEACNTTACRCGATRFATGAT GAGEHC
TCCT@XScﬂFl@'IAIVCSD’IFS3WD\LNSFD?AEI-FVS\,GG’REQ L
29221601 TGTGGAAGTGCTGTCAGTTTCTCTGGT TCAGCTAATTTTGGAGAAGETTCTGGGCCAATC
GGCAEZEAT CT GT GATGACAGCT GEGACCTLAGCOGAT GCCCACGT GGT GT GCALGA
CAGCHES T3 1B BTG ECCACTIAATARCGAE TAC e cGeiac@Brédia G P
22812416 W ¢ K H N ¢ D H A EDUV GV I CTLD G
GCCCT G CERGAGEESATARARTECEACTEIRTCTESTOATTEITRGEEAGAAGCGAALCA
GEECsZ 2 MBInl AW DIE MK CNGKE SR WOECHS
2341781 GCAGATCTGAGCCTGAGACTGGTAGATGGAGTCACTGAATGTTCAGGAAGATTAGAAGTA
AT CTGEET GGAT GAGA TWGAAAT GCAA TICGAAAAGAATLCGCGT AT Tal GGCAGTGC
CATTEA BOTtiaGeAGeQc@cMrEeRiaktalcobreRafaBaMentcctcd E
2401301VVCKQLGCPTAVTAIGRVNA

CAT TG AU CALT AR AR R GAE TATCTCC

TCAGAG s 821F MSH RiL TS EAS REALCABRL E

2461
TTCATGTCTCTGAGACT GACCAGT GAAGCAGCAGAGAGGCCT GTGCAGGGCGT
CTAGAA 841VFYNGAWGSVGRSNMSETTV
2521

GITTTTTACAACGGAGCT TGGEEGECAGT GT TGECAGGAGTAACATGT CTGAAACC

N NI NI N




86l1GVVCRQLGCADKGKI NSASL 2581
GGTGTGGT GT GCAGGCAGCT GGGCT GTGCAGACAAAGGGAAAATCAACTCTGCA
waemsmewI88l1ID K AMS | P MWV DNV QC P K ERUS009611502

WO 2005/ 107796 PCT/ US2005/ 011502 2641

GACAACEECATGIOTA A I EAICAR I R ERGRC e AAAACEA
CCTGACG DO TeLeW Qi CiPe St Se Pk WErKeRvLs AnRePo SaE E
2701021 CTCTGGCAGTGTAGACACCATGAATGEGGARAGCATTATTGCAATCATAATGAAGATGCT
ACCCTGTGECAGTGCCCATCAT (I CCAT GEGAGAAGAGAETECECAGGCCCTCG
GAGGAG cc@@tdcaitrtcrdar@aria®dctecbdeRehenrbrctarBiadocctacS G
2761381 ¢c A ¢ T VvV E VE I Q KL L G KV CDTZ R @
ACCLGERATCACAT(EIGAEAATAAGATAEAGCT AL AN TACEEACT TCCTGT
TCTCBA w9 1 RV £33 WHE S WET ¥ EPDSWDL
2821201 TGEEGEACTGARAGAAGCCGATGTGATTTGCAAGCAGTTGGGATGTGGATCTGCTCTCAAR
CGTGIHEGAGATETERCACGEACGT TEG GEGEGACAGT GT GTGATEACTCCTEG
GACLIG Q6rctraNaBrofraGroVanNerean: @ dandandrdecBritrdandécdd F K
288l441¢c s ¢ N E T S L WD CEKNWOWEG G L
AAC%EGHMW@MA@&@@%@F @;5&5;%@;@1 FGAAAGEA
TICAMA cBIEAEF CRET &SP L WENEVYKEKG
294 1381 TGTGATCACTATGAAGAAGCTAAAGTTACCTCCTCAGCCCACAGEGAACCCAGACTAGTT
GAAGEAGAGT T GETICAGGEGAGT GEAPGEAT AT GECT CAAT GAAGT GAAGT (GC
AAAGEAD celddfdh riceSredrkecWolkkveorBorBn e dRedlVaG dihesedma e G H
300ls01v ¢ p s D F S L EAA SV L CRED
AAT@@T@I{E@Z&I{E@E%%EM%%%@%M@%@T GAGTET
CCACAG ¢ W2MKk E DA AVNG TAQKIZSToHK T P Q
3061561 cecACAGTCATCTCCATCOTAGGEEEAGCTCACT TTEEAGAACEAAATGEACAGATCTG
AAGGAAGAGEGT GCAGTGAATT GCACAGCACAAAAAATTT CAAAALC
g?g\%@ﬁ GCQ&%T@@AJTGIGA@G@A&AETcl:CAlrcT'%‘rcgwgbeerckGTgbcchy L L
561 R P D T
AAA@@M@%%@&F%@I%II @GXEIN E%EI%&% GT TGTT
CTCTiG s 106dA Iy R ALK L LQKRRQ

3181
74_i ?%CGCTTGGTG?TG%CCAGTCCCCGTGTGAAGG%%% ﬁﬂm.r.r
égﬁig"[ GGéAle%éGé'C&TgGaANC]TCAyPGE&AgTL ATGCC ATGTT'].TCTG§ CL

%&W Eiie ;éﬁ’% s i&é@@%&*‘\wmesw

AAT 921 AGTGGTCAGATCT G Eg &(]EF WWGTCAGCT
%TTTB(; TGJCJ:?G]F CTCTH G&}'CJ}AC CTH TGTTCTGCTGGGCMGTGGC?IC%TMTE KE

AAT SHG GG T ARAT TTCT T CCTATT TCTGGAATGGAA
AA @@;ﬁ ﬁ”ﬁcFEC’E”GWHCN*%TC%%%CCCAACA

GOCAT TGTGA CTCAAARCOARART COGAATTTA I NSKLRWLLE
DS ﬁfé?fﬁﬁﬁAﬁGWEGLE%T&P\?TGF‘%‘@EWEGE%EVDGENKC
SEQ 61 SCRVEVKI'OE BNGTVORINGIV'SNEAVSVITN (LGCPTAI KA
Ta/\f\ §}&%TG&EGWR7 P RS DI RGOS IRESEN

AGVT CSDESHL EVR ﬁrﬁe@uﬁcéb"m"a%m@g\fvlrﬁ(r) 44
181 \9&?31’5?@&?&(*“&%%@?5& TS KBRS SRR ESep

| WEDDL 1°CNG 'NESALWNGKH Z4 18 HNCOH SAEDAGW GSK

S ARE ot S A T /PP T DOV At

AVA Al'Y AVMQCKHHEW
GKHY GRS e S R e T & S B P PP REF S A RE AT E |
QRLLGKVCHR “GRATKEADVW CRALGCESAL ¢ 4217 KTSYGVYSKI
QAT RN S RIS TS E A S R R A A A STV EEARA CAICS AHRERRL
481 ¥EEDISPESER WEVRHEDTWE SVEDSDFSIAE CARSW.CGRELQ
CGT AT SIS APRASEGRRE 2225 2 AR CIC R ESHE SRAGPY A
PRPEGTESHS "REBVAVWCSRY  TEISRIFVNGRT MPGEGRVELKT 601
LMV@SE%%GWG@@EWTAWTWW’NF

HC'I'G'FEQ_HVKSCRQLGCADKGSINPASSD

2581 GTGGTATGCAGGCAACTGGGTTGTGCAGACAAGGGGAGCATCAACCCTGCATCTTCAGAC
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661 DCPVTALGAS LCPSGQVASV | CSGNQSQIL SSCNSSSLGP

TRPTI PEESA VACI ESGQLR 721 LVNGGGRCAG RVElI YHEGSW
WGHSDDSWDL SDAHVVCRQL GCGEAI NATG SAHFGEGIGP R@IUS2005/011502
IW.DEM(CI\IG KESRI V\QIHS HGJW\ICRH KEDAGVI CSE FNMSLRLTSEA

‘ g CRONWBETE Vi Y VERRISCA
DKGQBN%SEC@KM&&GENWT@NW@E&GT&MEAM&S&BW
EKRLARPSEE dW TEDAKVR: LOQEGPT SCSE6 RVEI WHEGSW: GFVCDDSWDL
061 2NDAMMEERG: R A (AT EARFRRGT GR E MEMNEVKCKG
NESSbAMDCPA RRWGHSEGEH: 1021 KEDAAVINGT Ay QKI STEKIPQ
KAT BGQSiekAdrcbéard A dea il drdb bt J 6 KRRABRI TN cead8 1
SSRGENLWVHY 1 QrREMNSELs NADDLDLIWNS SENSNESADF;, NAAEL| SVSK
FL Pl>&@MzkdzccrtdoddacAiad It b e rdeda st @k &-eni Ng and
char aaterd zatvon efrcanine €463 {rom D82 gekls. A
f or wed1teapdch fMRETcOr« SdrtirREFREL R rdctetd dafdadGE a8l 5
CACCRAATCASCAMCT CAGMT G 3' 1, basgdy op hugag £D 163)
and 281l @M@ﬁﬁx@e@r&béaﬁﬂﬁeeﬁ&t@@Aﬂe@&QﬁT@@@A&%&&d@M 2 9
(5" 1000 GCTLCEETACGT AGTCCGAGETLTI CA 1 TCAAGGTATCTTA- 3

wer Qodi&ﬁ@rc&ﬂcﬁmeéAfr%T%&A&%GEEA@@IMG&@ACL& TOt al
cel Lwhar RNA ywas prepared: f£om DHB2; cel Ls,usipg the
RI\E 3356\1 &JATGC%E‘I%GTG%‘%A&MT%&Q%&CQJMTCATCAAATCCTAGA
PCT/b22005/ 14502, pag agret ey s; wer g L he sape, as

des QUl%QCAE%A’E&%&AﬁGGG&ECP %TQ‘EIQIQ&QEI% éé’ﬁr'rgrcg oned
di reediionally, iptp & he pCDNAS, 10/ 5/ H s[ TOPO yect or
accqrgdi J&QCTE&cﬁ@ﬁeﬁ@&ﬂe@&%ﬁ&&cﬁc&&ééﬁk&&lrp&wg ver al
clongs gontaipnipg,large,ipseris,were anal ;\121?

Sevesal GGQAA%%T&@ABCME%A%@&MT@ \ﬂﬁcg&c@ﬂamé/&&q
these,fell injo ejtheyr fhe splicing

pat ta%%Té@&ewe&G&EJE@{CA&Q&%A%G% g.¥2 variant is
m ssing an 81-nucl eoti de exon relative to th

v3 varlant whi ch results in a readl ng frane shift apd

117

MéKLM\WﬁHG e EEE& éﬁ’c b S noacl l\fl‘lmcpmblmnr‘pq
i FooTtk P\ Y SEQ ID
€ canistem DEYs TaCR i@ﬁms}@ﬁg ggjﬁﬁm@sc NOQ4 )
VTC E G - o :
pept | 8 ookt M % SWANFGQLSQH aPeEcr gEvchago

Sequenc esexhNto DS Grck mvsméﬁwﬁ‘%” et a
to h@@?gﬁ?&%&a (s PRESGEDR0 FI83COCDBB. WOGREIEHEG KEYCRHINEDR O

10 pig: kAT T S csighe
to nTAJ3EST % TSR FRSDTATES ”K&Eé}ic TiresTvrGE Featvge

d I&ﬁ/q a@h SHLSLCSVAS RPDGTCﬁHSE DVG gsgégixggs& é}i Gﬁ% G%
adil G AL B

foun(i;l |CﬁVT%%£ AV RN S@@VlPG@@jSLg@I PP ®§ ¢IG

45- 48, sliboe ﬁlﬁ% Boevisol S B e o5 S

DF R4RF‘@IG8E GD(SNI‘?ATTVE VVCRQLGCAD KGSINPASSD KPMSRHMWVD NVQCPKGPDT
' G I~

Rk ST TR AGA

Tar REBAVREBT R RSIFH CHSSITAIOT SVALIUFA, ALLIWTGeRd. 0don@veEn ] L

M an Jdo thNS%—EEIQY REMNSSLKAD DLDVLTSSED HFEVH

>

fY"l'f"Tf"f"I\TTf"Tf‘l\f"l’Af‘f‘T

SEQ ID

T ECECECT TETGTEEeTETEEESE ESk
TTGATG A4&ECAMA§CAGAA@G&£A&T(J§M§CM£A&TGET&m@rme c 12 ° .
ACCAATRCT.CT,T GEGAGAGCA GAAGAT

AATTQQ TT@;%&T@T&G%C&C%C%T%CQT&T&CWT% W18l
TCCOFAGAGTCGAAGTGAAAGT, AATAAT
GCCTEG AC&A’@CMTQG@AGM;C&A}/AAA @ E‘PETA 241
CCCATLGATGAAGT GT GCTATC
% TCJGGQGAC-@GG%C}%I&AC!}ICﬁ d/zl\GTgGG GTGTAATAATGGC?Z;'G VSG
Nfecceey CGATCATGTT
T CT% ﬁ%m%mmcﬁmmccmmCTATCAAAGC

A G W ADN S RAGS GRIWMDUHUVYV S C
301 GCTGGATGGGECCAATTCCAGGGCAGGCTCTGEGACGAATCTGGATGGATCATGTTTCTTGT
121 R ¢ N E S A L WD C XK HD G W G K HN C
361 CGAGGGAATGAATCIGCTCTCTGGGACTGCAAACATGATCGCGATGGGGARAGCACAACTGC
1418 H Q Q D A G V T C §$ D G 8 S L EM R I
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12IRGNESALWDCKHDGWGKHNC 361
CGAGGCGAATGAATCTGCTCTCTGGGACT GCAAACAT GATGGAT GGGGAAAGCAC

WOROFBU9d41S HQ QD A GV T CSDGS S L E MRUE2005/011502
421

AGT CAHCEAGAEEA EEATd bR AT T A T A RO AT RS T ECCAGAT G
ACGTIGH IS IMAN G O N QA ESGCRYT EVEKEQRGOWGE
A81 481 ATGAACCECGGAAACCAGTGTTCTGECAGAATAGAAGTCAAGTTCCAGGGACAGTCEGGGA

AT GAAGGECECAAACEAGT BT CT GGAGAAT AGAAGE CAAGT T CEAGGGACAG
TCEGEA rcdd@tterddréacichrcMNckradlrtaréridrdreSr¥erMabackercal E
541 200¢c ¢ s A VvV S F S ¢ S AN F @ E G S G P I
ACAGE GT{STEATTCACAREE THOAACATACATCA T A R Rt R LT AAACAG
CTCCAAwWIE 5SS AY SESBSANFHLEBGS P I
601 661 TGETTTGATGATCTTGTGTGCAGTGEAAATGAGTCAGCTCTCTGGAACTGCAAGCATGAR
TGTGEAAGTHEE I GAG Td T G GGTd GAGETAAT TT TEGAGAAGGT TCTGEG
CCAATL: GGZ‘%&MG&TQC'LGT&T&C&T@G&T&T&AA‘GLTTWCNZ‘G@.T&?AH E
661 2612 p 1 s & L VDG V E ¢ S @ R

TGGT T&%I@?&%I@Eﬂm %MMQQ&@AHM\G
CATGMA x Zr 4o Le GW G K H NG Dy H Ay B D V GDVAI AC L DG
721 841 ARATTCCAAGGGGAATGEEGEACAGTGTGTGATGATGGCTGEGATAGTAATGATGCTGCT 1
CCAT GEIEAAACCATAACTEGT AT CACECT GACEAT GT TEGAGTGATTTGCTTG
GATGEA @MTQA&A&G&GA%C&AMTQT@CA%cc-,rccﬁT&T&A@TB.cgccE \%

781 321 8 E H I W L D N
GCAGH, GG EAGACT A AGAT GRAGECACT CAAT AT TEAGGAAGATTA
GAAGIA 2@%5@@#W9Jy§991@w§w“

1021 CTCTGGCAGTGTAGACACCATGAATGGGGAAAGCATTATTGCAATCATAATG A"lr' é_l_ TGAT

g:g{%g Gé&é&éA%TﬁTﬁT&Ah&cgegm&GﬁA&T&C&T castehedsc A

J

@'GE'AT’@&&TVEVEKLLG
o TW debdicndol apac

TCT%:-IJ-. A%é’I]CETA AQZG%‘ABI‘ CA I_g A XQCAACAAAEECXZGQLCT%ETEQT&FAG%:GQ A

3 C GEAATCATAATGAA
GL\TC&%% D %AW AL ST
108

AT A A T R R T R B A P 3T GGAGEC

A 4 GG§GC%‘:;I-\-3%TA%TT;6CC’(;I;CTCTGGTSéTETEAA GAAACATGGTGACACATGGS: b R G
1 1 4 GCACC

TGTGL T GOCACAGT GEAGGT TEAAT TCAGAAACTECT ABGEAAAGTATGTGAT
AGAGEL AW ETKE C/T\TTISG‘X‘}GC%"FC@GRGTEETETG@G@A@‘“ TR K

1201°
G@éﬁ&éﬁ&%&i\% WWWW%TCTG:T
CTCARA » 42 %%WQ%W%RW%%%N%W[%ESR
1 2 6 ]1_.6 21 GC‘TGAAGAATTCCAGT TGAGGGGCAGGAGTCCCATCTTTCACTCTGTTCAGTAGCCTCT
ACGT e TATCACCGTT AT TCCAARGT TAAGECAACAAACACATECEETGTTTTTA
AGCCEE CG&%&%T%GG%%CTSTEC%C@CZEGW@T@A%CNCWW@C@GL S
1321581EIR P ¢C E G R V E L X I L
TGT AGT CREARFERARE T ' SGRC ST
d@&%&dﬁﬁ%E@NWWPG§NHWEWWLv
1 3 8 :E. 801 GGGAACTGGGGATCCCTCTGCAACTCTCACTGGGACATAGAAGATGCCCATGTTTTCTGT
TGT GRECACT AT GAAGAACCTANAGT TACCTCCT CAGECCACAGERAACCCARA
CTAGTE CAAB9eECABA TS T AP TS TISTARTAPCIEAGFAGRAGATISTEICARAGRAG T

14416418GQIWRHMFHCTGTEQHMGD

CCCAEC RNV T DS D F BII'_EEA%GSQ/‘LCE‘R‘EL QC
15071981 TGCCCTGTAACTGCTCTGEGCGCGACECTGTGTTCTGCTGGGCAAGTGGCCTCTGTAATC

GT CTSFGATT CCGACT TCTCTT TGEAAGCT GCCGAGT GT GCTIGTGCCAGAGAGTTTA
CAGF@BI BTG CHRAYCARACS ARAECTE CE AR FTC@ CETc@ ThEaB ik W
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1561

GGCACAGT CATCTCCATCCTAGGGEGGAGCT CACT TTGGAGAAGGAAAT GGACAG
WOIFBET9641A EEF QCEGQESHL SL CS RAUR005/011502

1621

CCTGRAGAAT NCCAGH Gif GAGHEECAGGAGTTUCAT G Td CAGI CTGTTCAGTA
GCCPROTL 2eB@tiRcARTOc@achrBT@ Tddr@TiRTrdfclSrdbcdMaGr&cReY T
1681721 v N ¢ 6 @ R ¢ A G R I E V Y HE G S W @
CCCCGAGRTIEREACEEGEAGTCACACOASEGA T AT RGRAGTCEIEILECT CAAGA
TACACG S8IE IPRIsWNGQRQSRGEGRWRLLK: L
1742221 ACCATCTGTGATGACAGCTGGGACCTGAGTGATGCCCATGTGETGTGCAGACAGCTEEGE
GAAATEZCCET MEET GAAT GEGCAGTLCCCGO TS TEAAGEAAGAG GEAGCCTCARG
ATACTEL TetRd@EdcAM GrdScdcrdeeNr@ rddrMiddcdaadenfdadetdcMcF C
1801781 w . D E v "N ¢ N ¢ K E 8 H I W Q C R S H
CCCANT THEEIBEAT T I CHAACTGIAACT AR CATAGAAGRTGECCCATGI T
TTCTSE ¢ GRID Qd K LGV AL Sd PHLAHEF EKG
1862401 cECTGEEEECANCACARCTECAGACATAAGGAGGATGCAGGAGTTATCTGCTCAGAGTTC
CAGCATGIT GAAATGHCGAGT TESGCGT Trl GIAT TCCGEEEACGAGEACATTTTGEG
AAAGEA AdrlfrréacirbarWaltakhoMcebrckbabardrefaclccbec® it/ D
19218417 vy N @ 2 w ¢ S VG K S N M S AT T V E |
AGT GG T GACATRTGKAEEAGAIGTE HEACTEACTIIAGTRARGAGCACATG
GAGKALvBAIC P VT AL CAT L LCSAGRYAS VI
1981581 aTGETATECAGECAACTGEETTETGCAGACAAGEGEAGCATCAACCCTGCATCTTCAGAC
TGCCELGT AAGT GCRCT.CGEREREACGLTGTGIT GT GCTSREGAAGTGECCTET
%ﬁ?&@ M&%&A@GT@CAGGJNCAQ;@GQ;GXCAATG%Cc.PAGQTJNAzéAéEAc%TéACJQC P T
901 L W Q W Q R V
TGCE%%Q&I&Q@M%Q@GJ& UG ATGOAATLCARGATCTCTGGAC
CCAALA WOk S T hSERIAMVAGI:ASGQRLERL
21016, TGGATCACATGTGCCAACAAGATAAGACTTCAAGAAGGAACCTCTAATTGTTCTGGACGT
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pPAMB PEf SEARpVELRD g Wa&»spme evisiegepafgphenotypic
W&?{)éen"éit'x ift the I‘ﬁﬂ:ﬁ& 'C]M‘V susElD"l EJT'NLlDéﬂce line. Wh&@fo%‘ the cells were
- - ro ++ ++ + 03| ive ++

Minige-atk IcLonpd) by lmmng dmltrbn:m Si441§hi)ht,sauﬁp)§nfedium, startilgowith
aﬁ(;tectl bl e = Not tested Extpggle 12. BHK21 cells

I SHEE? QENBEW%Y\?@QW Byl a%smﬁs@wezse such clones (“A” —

|‘ f; r t fRe

SRR SRy ORI LB RCENRY gy G anc
V\HBFKHEMVhad;CID 166V PIG41 ewerke motabd fdr gfeﬁl\mbllﬁsf to Bfm(disuRéte plaques
5% CO2 in growth nmedi a consi st i g of Dul becco's

Moefatizetareas ot RB gy higm infected avith BB Y5 salare PJR9 (see Figure 8).

1 @E?%SUDD éelgfeg%t%ed %#b B/X llfn("% Sﬁgghéi&?z(zé‘? er mr%‘g cell lines

(rdBirg pREVWAWB@D163VPYr uvat e, 2nmM L- gl ut am ne and
antibiotics. Cell culture wells (35 nm) containing _
appr oxNawealLpbs kalow Kidnes(Niefle) aetlamstegowa apd7hCand 5% CO, in

R ERRORSaEh bR AT RSt R Rbel B
2QpP1etloniedt wiae 80% Fab PbAGnd WeiiB and AREH0@A7 INLIBE 6QIsH &8 seeded

to the manufacturer's instructions. At 24 hours post
tmaﬁmzelé plakesrat approxinesely 90%wmﬂac@or aad dllowishtedchttaph ovsermght

M 5% FBS f f E
P e ieh ERonBue Ul bR SV RGBS LR fectamine
(OO &) BolloReny the n:l—diﬁféé'tdré'lss M@ﬁuétﬂﬁ@ AfEPY£ H%urs the cells

wel | s washed twice with gromh nedia, and fresh

gwerstcloned @b desedtiedlin Bxapie 1peBcrgetiny forRRR$M permmissive cell

Scﬂgpésewa%fpe%félrrhgc{ & cielsgriilgedvi’g%xample 14. Four clones were selected from
the screening and were single cell cloned by limiting dilution two more times. Four
clones named FK/RSV/v1 #1, FK/RSV/v1 #2, FK/RSV/v1 #3, and FK/RSV/v1 #4
were selected. These cell lines have maintained the PRRSV permissive phenotype
through at least 8 passages (see Figure 9).
Example 18. Generation of PRRSV-permissive porcine kidney stable cell lines
using pCMV-susCD163v1

Parental Porcine Kidney (PK032495) cells were obtained from Pfizer Inc. and

were grown at 37 degrees C and 5% CO, in growth media consisting of Dulbecco’s
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i medi ately taken in order to determ ne the background
| evel of infectious virus from the inoculum At a

worRevsironmeof 48 hours post infection cultures WeCEUS2005/011502
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screened for permssivity by renoving culture fluids

| MlodifthdrEdgle W28y WDMENE DiVitrdSen &islop BiMb&SI 1985 ted
in the nodr%g ayer vvg)re det ect e% by fogorescent a)ntﬁ&% e

a‘§§h§ T fera)] bom@ seumdB S) 51 mahssiditie gytuy ate Qanh@L{ghﬂarmne and

1 A P 1
TeelnanoRLed wittd midbiahhs! Ip@r welP £ plabiid W&sgﬂi%yvl in

nucl eocapsid protein. Viable virus was trat e
i Ry avitheyt FBS|cnmndbistics; uging Lipofectdroind 2006 (Invﬁﬂ%@ datlog

e 4 0l AR T A S
PREWa5iSh V&1 YefOwhiHea %H‘Pﬁﬁ%/rehﬁﬁle&tﬁ%n? @zl\é%g%ératedgi%

i nfection and yi el ded progeny virus.
géemdase (mrowativei Gxlls Tanhnmidgisy eathleg nmmweATESBm%daﬁlut&l in

N R T EB8S GEaRBAC FhBLIS 10659 Ea fsp Shonvlenr
Wi 3131-029ad £6 Alinkexmh ggr At BeeddihROSH- Y gfl' #&eagtvgmo&nd%nsmes

antibiotics, were used 1n 25 transient tr
et;vo pesurnemeryaéfsmg&n tellanberfes afteroGereticinsseiwetion. Waioaghout

iitetiPlrcdlectPhaRtls i Hansf soirpHIARDY SYeH? thadaps cuttr
' ﬁlé{ﬂ)n tv(«ﬁllstfoﬁfaﬁﬂlﬁg s1ﬁ§l@%@ll %ﬂ&fw@l%ce‘?(ggﬁdé%ﬁﬁtg dtuBﬁcate 96-well

protocol provid he manuf act ur
tplatns hmt glicovedib xncubeteamns 160% donfluchOy wias helivted!r Orefset of wells

SETH EE EE ON Y
nfﬁﬂh TSR IR Sile A1 Gl v ugl\g agi)@ﬁérﬁﬁss%et £ FE?%YI One

isolate P129. Infection was allo rogr ess

2f- tuﬁehdnsrg),atevdh‘PK-CMV-Sus@ B3viiAden, Nlbztrly 1&&%@1&_&& 9éiﬁli%sive
and st ai wi th nonocl onal anti body SDOM7 conj ugat e
P%GBOWQ WUWWWNS%@BPMEBM with FITC

S ini .of .
(B9 0Pl DR SR8y Py R R Rl i

fpCdNVE&riptesas@GDAsderope. Tabl e 6. Transi ent
transfection of BHK21 cells with various CD 163 genes
r endersreripeRabyiam e Rignesn (RS Welly weraphegingd o Pfizer Inc.

(B g el R PR SR S0 MR PR

Cﬂ))ﬂBé’ocb sivibdifieDEAZleINPe Buin®NMNENVG Mtrd‘ gen @%&%#Q%)
CD163v2 ++ CcDNA3. 1D Mouse CD163v3 cDNA3.1D Afri can

gUeRlsMeBied ayith 10% thMWl%ﬂg@ (FBS muméDmiaggza?Derﬂw L-
Ygil&_tg_ % Axﬁll a%@égagfé{  Tissue Rll}%b\g élP (?SB lng}ng%%tqlpwg app_roz{lmately

Slxllgﬁtélbs cpets iweieansfected with 2 micrograms per well of pPCMVScript-

susCD163v2, in DMEM without FBS or antibiotics, using Lipofectamine 2000
(Invitrogen catalog number 11668-027) according to the manufacturer’s instructions.
After overnight incubation, cells were washed with PBS and removed from the
substrate using Accutase (Innovative Cells Technologies, catalog number AT104) and
diluted in growth medium containing Geneticin (G418 sulfate, Invitrogen catalog
number 10131-027) at 1.0 milligram per ml and seeded into 96-well plates at various

densities to ensure recovery of single cell clones after Geneticin selection.
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10 Exanple 14. Ceneration of PRRSV-perm ssive BHK21
stable cell lines using pCW-susCD163vl BHK-21 cells
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PYhidvighictut GRAStiaA k18R ibdia WeRlchh A Pﬁ&)&hﬁ&dp{%ﬁ 0 5 days.
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S e A RV Bt Bt o

ﬁé@p{ oureOli31- 027) fromthis point forward. Medi um was
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One of gk dedlisive %%@ulﬁ% EI\?Q desBhRHAR RV, ﬁé’]i;éf" C}gﬁ%eﬂ[ ct,erhs were

PRRSV i sol at e a ones perm $EV Fon
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I
ngﬁsgﬁ% @@quc&ﬁunﬁ RQ Q dayitiosenigoleving nanyfastury’s iesiggiiens.
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clon ut I on.
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/ U 2881@/ 011502 owt h and hi gh PRRSV perm ssivity

vgr 3 gedel eta@ﬁ ¥¢ Been PPRCAaBdp diiimes S@éghw@s ehaintained

L M T DT -

nBHKYRS ViAd, fdmkemdrbwa&ﬁjn\eelc@lhemmcﬁ hrough 20
%% npl e 15. Generation of PRRSV-perm ssive
t%b@elk%ilqwn PHEBRSY-pry mipsie pencirerkidaey stable-cell lines
escribed in Exanple 14. BHK-21
el IEs DRSS

ans ed wi th pRSVsusCD163vl using

LPzpataidtoacine &idY QPR3 2SS célkesert Bbtalned TR Plider Inc. and were
d oni gg\sof transfected cells and screening for

pEPYEEP | degieeseanda®d GO wpwthmadléggemtml afyPudlecco’s

g@%gﬁfeﬁ ﬂé engt?ﬁo 1 e(giﬁ\/lv\éﬁflé hlfvd%“ eltnpcl?l %Jngté r}:iég{ﬁvsgg%lﬁlalented

veitie 5 Zulb e Boeiné katumnaEBSN S NWO IR SyrutAtEEEmIa - %Hﬁeh‘ﬁi%e and
honpgeneity and to attenpt to isolate subcl ones of

rangRiticy e Fispuesqulius wells@8 nmnyconsaining approxitestalyt ixig° cells each

d BHK/ RSV/
ofere nehEarLRAE TATR NP ot a Ty S0 w163 A0 Dumm
p\hﬁlﬂﬁ& ¥BS drianabighcy, |il§1ng I ghFedtaime 2006 (14151t1to%§1t1 @Qalog number
assage 11 for clone #2, passage 7 for clone #3, "and

éé& Traccpiding tortbe mapufactseat mpnsénmaonseeenmmeunghtﬁncubamn

Ry BhET o BT R PR et flisnsig Rt

%0
udenas ST QL BRI IS

cra@caumg;ontanbeg Geoetichn @54 1392 )fateunyiteyen t:a!dlo\gn Iiuhlb]:ﬁ%l?)l -027) at

TN R TR N I

h
?@%@%3’0‘3’?2‘%3 clrcIonr b%féﬁn%ﬁ?z‘é%%ﬁﬁmﬁﬁ&&@%
uslenigon, nneulcdf wes chrnped 2AG06ki(nhately ¢vepg® o §dhw. QUftdrsBleetion, wells
11668-027) according to the
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manufacturer's instructions. After overnight
i ncubation, cells were renoved fromthe 25 substrate

wa@gingoAecut ase (I nnovative Cell Technol ogi es, PCHUS1008/011502

10

15

20

25

30

nunber AT 104) diluted in nmedium and seeded into

t forRAn d celll SRS viddre EXPa88eSRASATPIRSte 96-

(.apprgx?.r?g?elil 27X 102,‘3’2’%al 103" and 5 x ToaccRiates and,
wialcihatednymdil d 80 fesconéinencyl wasveeblieval. Qmxt tett of wels wiaghdreaied for

37 degrees C before, inning. selection of stahle . .
PR Rbf aalecting iR SR o Ftarthincistipg frsrsapimum 48
Vihdults, 1ORe BloGé i /pR I | §Hp2381€ N g
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ol " - - G4 | ear |
e Bh etus Mok e SHRPBE ke o MRS B8 ufne
t Aecutask [(BinsvaiveiTuls Teshidlyged, 04taligmanbePATION and)iweld in
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pEERt siivm epnrniag Siragdein (GiHB slfate, Invitrogen catalog number

. ine.. T i th s ..
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- . CD163v], - (AF d . .
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oo et FReREEY o wiulde s SR pitafinRe G Ohomidate cen
CAbhSwUE ERat PRRSIJANRESRY 64s WblatheR R Hl:ﬂ% i ARSENA3.1D-

163v 1 using Lipofectamhe 2000 (Invitr
floinhGL o3y 2t He. manuf acturer's instructions. After 24

urs cells . wer d as descri bed in Exanpl e
t{‘?’fa@fﬂggn i%qwow@hgsfﬁm@gﬁw ffeimﬁ kidney|staide celblines
pﬁﬁﬁg?gqugglgﬁﬁ dyEgsvon Exanpl e 14. Four clones were
sel ected from the screening and were single cel
cloned by limting dilution two nore tinmes. Four
cl ones naned FK/ RSV/ vl #1, FK/IRSV/vl #2, FK/I RSV/vl #3,
and FK/RSV/ vl #4 were selectﬁg. These cell lines have
mai nt ai ned the PRRSV perm ssiVve phenotype through at
| east 8 passages (see Figure 9). 30 Exanple 18.
Generation of PRRSV-perm ssive porcine kidney stable
cell lines
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usi ng pCW-susCD163v1l Parental Porcine Kidney
(PK032495) cells were obtained fromPfizer Inc. and

wowees/1gi7eswn at 37 degrees C and 5% CO2 in gr owedi/nsbo011502

consi sting of Dul becco's - 108 WO 2005/107796
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s%‘?lﬂ%karea ﬁ'? B%é?uﬁ depyiiigs4p gnHge s5cayey of él%l/lglecqea istanepafter Geneticin
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Biq%ﬁtg{i a Kecm\égg 1DriesChd p3i62-A01 clearly displayed the permissive
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2A0o® vetives Celloentinologies catahgg memberakf 1048, diluted in growth medium
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i B PERA& i S ol one
e or ) R Mt o ol P 8 L e e B e
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maj nt.ai ned.. the PRRSY perni ssive phenotype (see Figure
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S o e o 4 28 BB M e R DR 58 Rt simian
TEDhEERM 2018 MARD- 840116 Bokiad (TR IV HromoEr. dThdpreedufe involves
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antibiotics. Tissue culture wells (35 mM) containing
approxi mately 1x106 cells each were transfected with
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exam ned for the CD 163 expression. Cells were fixed
in 80% acetone and reacted wth Goat anti-human CD163
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of CD 163. The CD 163 codi ng sequence was | i berated
fromthe vector. For each 30 plasm d digestion the
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A large- scale ligation reaction was perfornmed as
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RIBASW aks peginedressentialtie sd @RatRG iNEx . OPnd GdtidHoning by
This D4 clone has nmai ntai ned the PRRSV perm ssive

dﬁ@ﬁ@gﬁd@twm fadlgd o vielsksingleeell derived mmnes 26.5 W@lwith PRRSV

PRRSV..i sol.at.e NVS reco
SPGBl Rk TelbRe! Bl i Esipat Mgl Sieebadiiies. 10 clones
fwamsélbae@w fufh¥Rid9and 3He EP&e%’@GﬁHsSPRfRW%%@éus(E]?l&vZ
virus produced by PRRSV-infected BHK-21 or
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produce progeny PRRSV. Exanple 27. Bl ocki ng PRRSV
infection with anti-CD163 anti body: Transiently
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%‘% eré%j &Eﬁ'@fﬁ? 2‘509 SV wer e i ncubat ed
F?élsg?él&ﬁceélt ingp ere assersed s p@:mlaswty to low passage
t |
T 00 LAV SEUSSPAEH 18 i ot

roetilings amhedrﬂbaal ih Iaeﬂi‘ﬁeé;tatfnpléhﬁcmﬂéd NLPELRART tpaice @54 PK-
for 24 hours Cto allow PRRSV directed GFP

&%Y%cg@t-éﬂsc%@vaﬂan%? and PReCMM-susCRei68v A 10. Each CD163 cell

50 d
e ARD O el R SPAREE RS, PerpoL o Pe M ForonP B G kicney
eellllimey (sarvﬁfg:‘as&“)@ﬂfrﬁl‘i‘ﬁvv@fé pIAREGT b V8L W1V 15RO 019996 Rﬁfés! Growth
were anal yzed from each sanple. The results of

m‘ailwag rer@W@momhmpn@ayeés andbinogiated twitt 0.1 Imd. pemmﬁ@ﬂof each
SR DDA VTR BnL e AL RS O Sl an

|ncubat ed with normal goat I_qg_



10 Exanpl e 29. Generation of PRRSV-perm ssive porcine
ki dney stable cell lines wusing pRSV-susCD163v2.
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Apssdiatthe ant rom the eptregDefMiB aQP]afFaﬁllOngmc]zdmgeh@ déteited

f d f |y
LS A R N TSI TR S
f fe&ﬁr@ﬂ@ﬁdﬁ&&éﬁlon@cﬁ&ﬁ%?&i&éhlﬁf@e%%%ﬂ)néé& ihtdf a?lglg onal
| t tﬁWel I's of freshly seeded cells (Figure
@N{H@n

4 algesra intenided &y aspedingf he |1mvepaes,ageg>emmeeof

rus was..able to.grow to
?‘?ﬂp‘%ﬁgﬁ ElpFidon kbt HRRUERE moB i bpyies am aspect o
Séfﬁl&fd?ﬁéﬁtrﬁf tRamyastiody Ako tdi‘l%/ dich Ynitatdn EBIRE Qe ibed herein as
Screenlng vari ous CD163 cell” lines for pern1SS|V|%
vﬂ%ﬂrth@bt@ theinvepiéemshanti lvdov:leshedbmuuch;avarxlaaa&\bf the hﬁzte@ﬁon lacking

A1 OUS 63 tr nlc lines re assessed for
ol Ths R oY b e e oz o ER1C, e i a5 aspects of
AReBlidveaioRRSY i sol ates (see Table 7 ). Transgenic CD
163 cell lines as described in earlier exanples
i ncl udésvilNbe klepiRa tﬁ@lﬂ\@ﬁtl@ﬂmaﬁ’lﬁe Piacticed otherwise than as

RSVScrl t- sus%}G I one
pihey re@ e@ﬁﬂé@n@é‘ﬂlexampﬁé al ong
Wi t h ‘Nﬁllneﬂo'uﬁ‘ g ARG At hd J&Fﬁ%ﬁﬁsaéf thShie e Iﬁiv%ﬂﬁ(yn are possible in

parental porcine kidney ce nes (servi
deght pbihs)abowesy Eacphna’gstemd thateford arevedithirt the Sctﬁpe(nf |tIﬁdJIn9ent1on

pl at e G o medi a_was renmpved from nonol ayers and
i noc ulsgf edl? fhﬁCIBS‘%fe H{E@B?MW@WHW&@ Je¥ein pRmSieby incorporated

e e R sy o e a1 50 B in
PCT/ US2005/ 011502 stained with FI TC conj ugat ed

nonocl onal anti body SDOM7 (Rural Technologies 1Inc.)
which is specific for the nucl eocapsid. Results of the
fluorescent antibody (FA) assay are in Table 7. Table
7 FA results of screening of various CD163 cell lines
for permssivity to European and North Anmerican PRRSV
i sol ates PRRSV |sol atea CD163 Cel|l Line EW8V226 P129
P201 1151 94-3 INDS ++ + +++ +++ ++ ++++ NLFK- MARC
CD163 D4 + + ++ + + ++ PK-RSVScri pt - susCDl 63v2cl one
#9 PK- COW-susCD163v1- A10 + + ++ ++ ++ ++ MARGC- 145 ++
+ +++ + ++++ +++ - - - - - - Porcine Kidney
(parental) - - - - - - Feline Kidney (parental) 5 a
Al'l PRRSV isolates are North Anmerican except EUI98V226
Is a European isolate. Exanple 33. Phorbo
12-nyristate 13-acetate (PMA) induction of CD163
renders human W937 cells perm ssive to PRRSV
infection. 10 Human W937 cells obtained from ATCC
(CRL-1593.2) were propagated in
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RPM nmedi um cont ai ni ng serum and additives accordi ng
to ATCC specifications. These cells are known to
we2pseesICD 163 when activated by PMA treat meneCT/US2005/011502
(Gonlund et al., 2000). W37 cells were seeded in
dWhadtdaelaimed el | s of a 6-well plate. One set of
wells was treated with 100 ng/m of PMA and the other
sbt Apgthedpf facHitafingriafection offrerebesy sclhby BRRBWhat comprises the
s%%&géation, one well fromeach set was infected wth
t 29 isolate of PRRSV. The other well from each
s@) dite@inkiine@ehsad ; i ; 63,1 1
aﬁQindirgct innug@?%ﬁ%?ﬁ?ﬁ?%?ﬁgﬁ??gggédggggédﬁgpﬁgmeCdL
5 goat- anti human CD163 (R&D Systen) and donkey
td at | conjugated with FITC (BioDesign
o SR §f$1.a"%d Pt campeises Tafeeiing s eslhwith PRRSV.
propagati on to high density 3 days after initia
pl anting. PMA-treated U937 cells stopped propagating,
b cBiemethibd o eldim At fatthachagrite produciny £ agarobf PRRSV.
culture wells. A small fraction of untreated U937 were
positive for CD 163 staining, whereas al nost al

PMATRd @athd ol 3iin Y8k & @%Sg ' i anH%) 3 staining. In
untreated W937 no PRR§ |ﬁ¥g% égﬁge séﬁbre observed.
25 However, hundreds of PMA treated W937 cell s becane

inf.ected. b RSV. This denonstrates that

r%nf??éPﬁPg‘i PE ajmy | (whegeip syd GRAG3aobmepladansasapises for
RERMembihe Gbinqy f ol | owi ng chem cal induction of CD
163 expression. - 118 WD 2005/107796

PCT/ US2005/ 011502 Additional features and variations
%%,fhe Hgviagion will be apparent to those skilled in
thelherpethpdad ¢lpian & ptheredn gaid incrensed exppessioatis aseomplished by
i i i . ription, and all such
#gggﬁgggggﬁgﬁgﬁﬁgﬁgéggggﬁﬁgpects of the invention.

Li kewi se, features of the invention described herein
;p be rﬁ-%qgaLned into additional 5 enbodi nents that

I soedReoheleiafan] Fheearipead ncevasedwexpresviontis arvomplished by
kh&ﬁﬁ%%%*ﬂ%?@f whet her the conbination of features
is specifically nentioned above as an aspect or
enbodi nent of the invention. Al so, only such

i tations that are described herein as critical to
Bhdhe Rgtheriob flagn durieereia spidesrtlvas PRRRV: non-peingissiveandoib
' qﬁgi' ' |imitations that have not been
ggg%#@be %ﬁ?gﬁ%ﬁ§¥@§¥§?ﬁgﬁl are intended as aspects
of 10 the invention. It will be clear that the
in*ention may be practiced otherw se than as
galbs Bgihad of Clais arip mauch the PRRN\bise thelgurdpsaar gepdiype
and exanpl es. Nunerous nodifications and vari ati ons of
the present invention are possible in 1light of the
aboThe heawkioTgianin Wikies hd Riofth .
of the invention. 15 The gﬁﬁsﬁﬁﬁqﬂéﬁ%ghﬁﬁ%ﬁg%&myp&
publications cited herein are hereby incorporated by

f Q e t ent are not, .inconsistent to
1B ThE B oD a7 o 2 1 RS o Bomsna e i of Producing o
PRRSVSZ2REHEL011502 What is clained is: 1. A nethod of

facilitating infection of a vertebrate cell by PRRSV
that conprises the step of (a) directing increased

p sign.of. a.CD, 16 ol ypepti de by said vertebrate
gé’l ‘rrrE mgfﬂQd Ofrﬁ@lrﬂ%i ﬁgge%fn %’F Ariae isiaeds ur t her
conprises infecting said cell with PRRSV

13. The method of claim 11 wherein the vaccine is live attenuated.
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3. The nmethod of claim1 that further conprises
producing a culture of PRRSV. 10 4. The net hod of

wW@Rk@s97r9¢ n which said cell is manmalian. 5. TheT/mstobdel1502

of claim1l wherein said CD 163 pol ypepti de conprises a

14, 3R $HEER R BRI i 1o ERVTIT- TN L A

wherein said incregsé%&§?%$g§2?823#E&gg@%ﬁﬁ#ggﬁéémggnby

FRRP ¥ ¢aoprisingof exogenous nucl eic acid. 7. The net hod
l.aim1 wheerin,said increased expression is

f ¢
4 pucyidig eisatolsfonining Buslcicaeie fom theaes ell e et hod
fdefehRidihd thah &S j : SV ~Per m ssi ve .
lgng i s r%ndere h%%%%@§g%$%#§%%§gﬁl %Fgg%?&?kmﬁﬂﬂ#Hglm
aoptpidedentfin sdidsam@lej N whi ch the PRRSV is of the
enotype. 25 10. The nethod of claim2 in

ur gpean
‘gﬁ‘ﬁr‘é‘ apppetegspaymount ot polwuglnotide apeadinesChd Ad pylypeptide
: f i -10 .further
roftivd s Cdop Shufble Byl G (PR BT LadikhB5h not nsupgert the
growthiTfesaideRRRSIV dfidicdted aprobansiy @i Sl testell Yiae ¢ Spbs the
ki ll ed. §3“ The net hod of claim 11 wherein the vacci ne
rpiRliqafign obsaid RRRSYd. - 120 WD 2005/ 107796
PCT/ US2005/ 011502 14. A nmethod for neasuring the
propensity of a test cell Iine to allow infection by
15RRSitethodnfuriméas@ringthe PEEPenSty & PR 1Be GO R MfBTion by
cleic acids fromthe test cell line; b) determning
ERRS Y sontisige: pol ynucl eoti de encoding a CD 163

' ' . |l epent. in.said s | e;
(e )fsgl:a%}glaagglnﬁ{%? éé(glz%lggg %’%%F ptg%’s Fey Hﬁ%?sg 8?]? gge;e ncodi ng
(b) @ReridBing dhe/pe@int d2CD16B @bi})lp_épﬁdé i ssifa@ﬁﬁl?ie; sanpl e
derived froma control cell Tine known not to support
t Wherehy i insreated gioyn PrRe 1 168i nodypeptide whative tsa tontofl sample

t . € j o support the replication_ of_ said

prpyEE rpfiicconl S fhersRRies o Fimgofifes gRutRemig BRRS Y
dndieatts & ptdpehdifyeiige @bt RW1inBf& SlfpeR thY repRRRRY of said PRRSV.
conprising: (a) providing a sanple contglnlng

pol ypeptides fromthe test cell line; (b) determning

t he amount of CD 163 pol ypeptide in said sanple; 15
wherei n an increased anmount of a CD 163 pol ypepti de
relative to a control sanple derived froma contro

cell line known not to support the growth of said
PRRSV indicates a propensity of the test cell line to
support the replication of said PRRSV. - 121
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