; 89:; <=>?@\e3e n] ZZ[\ aTbt $n6ZnTn ESWD OL1/ 9038 5 PCT/ US(11/167(r7 MAMVALI AN
RECEPTOR PROTEI NS; RELATED REAGENTS AND METHODS 10 FI ELD OF THE | NVENTI ON
The presegip jipwssati on rel ates to conpositions and methods d@yuaffigsyi ng 15
mammal i an physi ol ogy, including inmune systemfunction. In particular, it
provi des nethods to regul ate devel opnent and/or the inmune system
Di agnosti c and therapeuti ese materials are al so disclosed.
BACKGROUND OF THE | NVENTIW @%Wﬂ‘nt DNA t echnol ogy refers generally to
techi uques of integrating ormati on froma donor source into

vectors for subsequent proces8P®H§, such as through introduction into a
host , V\/nereby the transferred genetic information is copied 20 and/ or

expressed 0t i sts
Tt he-  or iR ER O AR R R B AR AR R MR RO R iy
coding for a desired protein product. The carrier is frequently a plasmd
havi ng the capacity to incorporate cDNA for later replication in a host
and, in sone cases, actually to control expression of the cDNA and thereby
direct synthesis of the encoded product in the host. 25 See, e.g.,

Sanbngok, et al. (1989) Mol echmL]j:qunmgINye(EMt;gq\atory Manual , (2d ed.)
vols. 1-3, CSH gfless i wn that t he

n
manmal i an i nrun ?B’?B%gevepgorb?iag% tBﬁoﬁlpgﬂ IP’essa”é]fm Hﬂ%ﬁ LRt ar
interacti omnm@aﬂah@ﬁyﬁhlegy,l includiag mmtnme kistertRéipenbnr spaticklaf&prevides ded new

tnat “much BPRRE eiRle JARESLRER ek MRl Semy drifodis g ERRe AR © °

net wor k- Ilkwsnﬁﬂesamateaabamalbg'dqsdowh es, macrophages, granul ocytes, and
ot heggcel I's, inmunol ogi sts now generally hold the opinion that sol ubl e

pr ot el ns, knovvn as | ynphol CI nes cyt oki nes, or nonokines, play critical
roles in controlling theseBAf UNR(QF ABE DRENTION  there i s
consi der abl e 'nR@é&n%ln&ﬁﬁ}lﬁ&tééﬁHbl%%%"fers%Q Qi?}%rtlea?lﬁﬁ &Qofﬁﬂ%r%ﬁugm(:ham SIS

of action of ceI H&Fﬂ factof an “under’st andi n which w ]l |ead
to signifi8Ate 9%%@ néaﬂﬁn@wu@%@ﬂdgvtgrSafﬁaSttbﬁ%q%ypreﬁeseawh@s

medi cal abﬂmugmll ihfrb@ftioR irflo a hoB\Whereby Hearandiesod gerctic inforMEidnlid c8H1388
PCT/ H§Ol/ 16767 2 The . rrgl}lme syst.em of v rtebr@a S CO ms% é a nunber of
dif e

or gafs and®§EVeFRICSH ‘PWOI’F’;‘?B'és OLHRgn rgeE fqm OR RUFEHE t he
myel oi d anﬁheIfgnmpbmcdnplemexag@sDNAr(DDgIA)hhnwgmﬁbmlniesseﬂgel RNﬁeégENar)eoﬂngel |'s,

whi ch wer egor |dg§1peﬁlﬂrg &[Fﬁﬁ@?‘#e%mﬁ 1sqile Lgt{tﬁfn:}%lg% 11'&9«53\/%% a&l g‘lrtli g{j g;

adul t bone marrow, orrai
differenti w@@omgra*tmcwé ﬁompmxsfeplseeon m aghost madylin gaxel caJsge 8ytupily thegemirohl

| nunol 0gyedliofds ):he'%@)’l@ﬁl aﬁﬁ@l?é?ebyj\!ﬁi@ctY %ﬁesﬁ%@ﬂm@ﬁ@éﬂ ArB8uct PR hodihe C
oki n Handgook 2%&8’?’ e{P Pre Ki ne 1Epg&ent |y
rredl fe cePFufdr £Rk 18% Malecular Cloning: z 22 own to
support thﬁ)larloBlcfﬁm'tes@rNYgr ovvt h, and/or di ffer ent i at| on of cells, e.g.,
pl uripotential hemat opoi et.ic cells, into 10 vast nunbers of

progeni tors conp?l OFKJ IR ERas o Qiiyfhat the mupmaraalign pmupe resnonse;is baiad ex
i mmune sysmemmrférs@;ﬁedsmphd chidulaniaetadtiohs lcaltdd the Sinatnesswbike. Retbdml ar

conponent s cessany, for nmune ..esp The d
cel lular 119 aéa’e an’F?‘gﬂé(q’ %%%Bﬁtﬁhl%r%“ﬁ‘h%i? &t gﬂfh]ﬁ%fnoﬁgﬁls\ﬂﬁ%m %ﬂ%&ﬁnes are
adm B0st er rethains alesmjthat owichof thet imnutrisgespagsandcss, it Sactaieiolve mmlgéshees peci al ly

mportant hay Bh@hwma}gctfo% BERAGHHOBAL Aactdifha %e{ 2835100 s, YR DY LR,

B-cell s, I ch can produce an ecre I NS roteins with t
capabi | i tylr@numéegigﬁs.n,QWrﬁjnatiaHybpmhﬁgpmmtbataobﬁlmpms, W fect its

removal ), Bithhbkes,lc dkine‘éadrlrﬁétﬁ)kﬁié’@%ﬁﬁyscﬁthﬁl 10‘-!&Cif1%bﬁtrd>]}iﬁ§|ﬂﬁl§¢ aaﬁnaand
d various .other cells.(inclu lng her

i nduce or ress - C
e Ty HRYEES, Thes Mk iseonatuable inoRes Bocobiom sbeEeritmoB att " ¢
nmany 36t her meetanismsudactiGiesteeilahodudatbnt faetors) md endet aasllisgnaf whieh will dsaddois

B e e e e O

cells of t i mune system i n Vi scovered t hat
cul turing aiuwymelﬁtlftSheSelmmlunssyﬁéﬂmmsoubrSorrpl i shed through the use of T-cell
and ot her cell supernatants, which contain various growth

i
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25 factors, including many of the |ynphoki nes. Various growth and

regul atory factors exist which nodul ate nor phogeneti c devel opnent. And many
recept or swhQfiefkkoki nes are al so known Often there are at Pﬁaﬁ.‘ol/ﬁ

critical subunits in the functional receptor. See, e.g. D Andr ea
(1997) Bl ood 89: 355-369; Presky, et al. ,1996) Proc. Nafl Acad. Sci. USA
93: 14002-14007; 30 Drachman and Kaushansky ( 1995) Curr. Opin. Hematol.
2:22-28; There ( 1994) Eur. Cytokine Netw. 5:353-368; and Lenmon and

Schl essi nger (1994} Trends Bi ochem Sci. 19:459-463. Fromthe foreqm ng, it
i's evident that TheETETRERERO a‘fﬁ&e‘éfé‘%ﬁélce‘ﬂﬁ#%ﬁf’ BRURBG o organs and sestns  and

thei r recepiferest cdll &g MARS cell fppbatnchmeltt«étmlyelbtdﬁm lysiphoiddindages.

contribute,to n es.for a of de ve, or T)nornal
Con 1 L onne e rBhefle S sefes bR G Sere SRRl b eSecRzeds
di fferent |chffemnt1atnrg thfetat Iiven or edt bormfrnarl'cev and@ €alls90BiBh IveRCTTigisaly 16767

, : q
g, =S5 BSLE SRRREL f BS up AErteood llsggier
A
enhance orhlpnmmham(t%h @dt)aRb‘eﬁmd’rrﬁm NEw Wﬂﬂ@mﬁond@itéﬁ%»ﬂﬁnﬁmhw woul d
be highly ﬂﬂt@%ﬁgggﬁ'sAcl&w’fﬁEﬁess tEﬂaﬁ [51@ Hﬁkﬂéﬁést Bgﬂe Rleah@vedifir

i mmune system s, regufated or fere i ates has ock the ability to

advant age AFEVieRiH VaiRY PhwaYo rm hgee E‘F’F‘é‘l sheWrde supneEi e PEPI sraflienyi cal

chal | engesgr ‘];Nﬁﬂlaﬁ@/br E@feedntiaers oL batsastgethtmammtmletwswmaﬁm , 0o at e

regu tion of t r.el evant, .ce t hus remain
at Bge V8 e LR RP P RS et Sl PSR S aRe b i nes and

thel r recepngls inthimesysten. birbpertand thandelieteopntions betfvetitieapllelsr f or a broad

range of C f

system hlc'% opglﬁg ﬂe\ég s?réf 18f Qﬁéal@?'?%@&t?@ésp@@é& hﬂ? cﬁﬁ&renﬁ%g %)a?mlgh%es

i nvention qfre@\nsmgdmwdrf&r@pmngemheu Wh@@ne&mcﬂmmgemdnn cemjistiong

cytol cine ‘Jvmggthg%g__%ﬁ tions and rel ated conpounds, and nethods for their

use. 15 SUWVARY THE | NVENTI ON The present invention is dir ected to

novel5 r ecept or sCelklingages especigipimpratantiodpe snsluneregponsginahadetworsiasses ofe

receptor Iy haalt@sctﬁeéttsswhwda&%d@eﬁh&%ta&% ttghtsrtﬁroFeﬁsemthe

Subunits ( i a}n bi ol.ogi cal _activities. é‘d articu

provi des c@BERIfifg Sreaghizjog n BB ihfareen madtepioAl VDR opisese,
Dggsg anobfzba?aﬁmwets Biak ﬁ@i‘ﬁ% henpthokinssand matngb mosit@ptess theB- celmtumﬂe |
enbo |nents t su it Qvi ded |nc S cleic acids
codi ng for' &F&%g%t( lqgn%ﬂ?fvggs?g%mﬁel{ph %elofk p'?iéchCtl on and
use. 20he riumlplaoazytmnttsaomﬁvﬂﬂlhnanymtmqeﬂmyme char act erl zed, in part by

t hei r honvol ogy n DINA, sed
herein. 25 The ers‘gs nt ?‘?%&éﬁﬁti%n@ &r%t/qytr atvar('&BNﬁ%)]s %Q%Sr?qct?ﬁ%hg eésit? sel ected
from a subwipend byt thy gouerel Ioablhedomtamtamcetiebmwepmmdme@mmsrvmy at | east
tlv.~ee d']?xhhwﬁ&f&lcﬁ%&t@m{@é Jh%c%%bﬂ:ﬂ I\%%g}t%@ ﬁ’tBny@‘Bf th@s’%séellE e b@é@cﬂﬁtgﬁ%é&s

identical to seg 6;, a su stantlally
pure or r bse | Ty prdlandpgher st ﬁﬂmﬁémﬁt’ Wléastorttnpéréna\il%srp

nonoyer | apfattogs, maf¥ oftthel@ashokimsdr anuno acids identical to 30
segnents of SEqéLD 14; a substan ially. ure or r.econbi nﬁnt pal ypepti de

conpri sing at aaqusgre Wil andiTReHataphgGiors Wachmgdpiatemegphagencdt st five
ani no aci ddeveldpficht; aAnd fa %’?ﬁmﬁs fof ¢ E@nbs[)ar%@soldhowﬁ IOt enrthdre SAOA GEUS E

poRss Sequapaatiegl ST s Fiastotal &l e%a%%nﬁﬁqn"d%é HEEREREERTL P i g

at | east tBived 8Qi356i368t Preskigweeall G996 NEros SAD3: eoL-14607; ani no

aci dgpi de Chillede. S ) y pure or

reco§ | na%f %ﬂ#f}%g%c?gge co 9% ﬁgm%l 2%2 %ﬁygﬁ%ﬂggﬁ l!lr DI Ng
mtde‘iﬁhle,samgerdlg ands Biocls .

17 or 20; pg_mgag |4531I V\D 01/ 90388 4 PCT/ USQL/ 16>767 sequence DCRS9

conpri si ng matue y 17.or . 20; or_.a fusion tide rising

DCRS9 sequence E@f%ngvﬂtnégreé@Cﬁ“’ W@t@pmcmﬁwﬁﬁf}%@ﬁ ?ﬂtl‘?gng‘ggnents of

i dentity im&bléprot@ﬁeamf thafr rdadepﬁ)'ts gicdidingongsaimilards Jyrapteokidespthoushst  f our

nQ.aci ds d a, second o east fiv i ree
seondnte ororoyie gy fipBiostbed SR aed SiATANARE i Sondlina EAMGOI S, o,
t wel ve ami whichglirdstly ¢mindiréatly invdiveldemeinpsent, hbfferpnﬂw}mpvﬂ octiguemr.iodéle a
mat ure sequence of Tables 1, 2, 3, 4, or 5; is an unglycosylated form of
DCRSB or DCRS9; is froma pri mate, such as a human; conprises at | east
seventeen amno acids of SEQID NGO 14 or 17; exhibits at |east four
nonover | appi ng segnents of at |east seven amino acids of SEQ ID NO 14 or
17; is a natural allelic 10 variant of DCRS8 or DCRS9; has a length at
Ieast about 30 am no aC| ds exh| bits at |east ttvo non- overl appi ng ep| t opes

o o o o o r . NN T NN N AN T 1 o o




) eukaryotic cell; a bacter] al

The invention further enbraces a conposition conprising: a substantially
puny DCRS8 or DCRS9 and anot her cytokine receptor famly nmenber; a sterile
DCRS8 or WaRI®opw! ypepti de; the DCRS8 or DCRS9 pol ypepti dq,(afrpgso@“%grl er,
wherein the carrier is: an aqueous conpound, including water, salline,

and/ or buffer; and/or fornulated far 20 pral, rectal, nasal, topical, or
parenteral adm nistration. Additional enbodi rrent S i ncI ade a pol ypepti de
conprising: nature protein sequence of Tables 1, 2, 3, 4, or 5; a detection

f t ta FLA 6, f
anof her  cyPORIEF S i TErBRRiPc el Bt i BeRr TS shes conpri o1 ng
a ;:Iescri bemhdamltmdm:g oftmyvebeceptars Caripmpholent-liko mplécalas gvhitteerhantessm Ol’h

ol ypepti r e
Pc. %’p B. " sterfifatd 8 bl #. Odrllég %n%ﬁeir & ot@&ﬁy&éh&hﬁé%%&hd 8L hi%?ﬁ&d%ﬁttag%be&ﬁ
bi ndi ng suH@Wﬁvqy;qtgaﬂackmflub@@ytandmg @ﬁh@\péhﬁmmmel systhnmggegu(batgd ofat ur al DCRSS

or DORS9 pdlkfﬁfé%ﬁ&ﬂe@'ﬁas M’B&{eﬁ'tﬂe aﬁlﬁﬁr tQ'aH%R&eSQﬁ}?ﬁ{Haqldtéth'e 'iloﬁn&l%?e%l%r the
DCRS8 or %@% ypeptide is t he bi ndi ng.cqonpound 1s an Fv,

Fab, or FaBec “a?@’ﬁéﬂﬂml‘?ﬁéall’ihﬂéﬁnﬁas %eéleﬁl;f@aﬁwon%c%@ﬁtw&éé’a apRORIG Pher
chemni cal rma@irypnazé rééﬁ&t@ﬂﬁfﬂ%@g velopmreﬁtl Sy ﬁ@ﬁigp*oﬂrelévdﬁ@@éllsdﬁussﬁgiéggg e of
a mature po | apl e S rals I nst. a e. or
homaor 1 s BRI Phe diS By il tepleRad Ry ot op sl VRS oot od: i ¢
a pol ycl onatepaors v dgntributeds thodevedpnehtioftteBpiRSHrarbridR@8ge efhi bits a Kd

to agptig t udi ng
a bezﬁig or Jliggﬁ?rgttlvé &f}ﬁfler%gndrtl%s\,’g{ﬁmﬂ ah@&?@? qgﬁuﬁ'e %% éng h%HB?otp ?ettlg cefl@%g
det ect abl ny:léb%mbqr cellrypesdiThy meseaﬁhmrtton\peowd%fnweegﬁ@mtfon lagaeds Kits

i ncl ude onEFIGARPLihiaN ﬁUéC;r*fblén 10 JAh SSRITRE Wit rel A corfip SRAER BH Meflod
01190358 5 P1 ﬁlrlﬂ%()ll/ 16% rrpr%)fél ngﬁ%he bi ndi ng;3 corr%ociﬁ%d or | nStI’OUétI ons
for use orlOHISHISE! of reagents in the kit. The invention al so provides

nmet hods of produci ng an antigen: anti body conpl ex, conprising contacting
under . appropriate conditions ri 5 polypeptide with a
desc??bed anti body, thereby %mﬁﬁﬁWEWOrm Preferred net hods
i ncl ude ones whEhepresent heventiompiselirectsd punoviel egteftorsmelntdden cy’goﬂ\nielrmptors,

receptors; %2 nﬁQféT)&ﬁélahé rf.%léf)foE hﬁ?mfo e%ma?%tpﬁftu tde gﬂé’tedpﬁlﬁ %% dng is

with a sa npf Isi n e con itative
det ecti on CGPWé Sahmn@dg)CRSiear&dhmbquwcalgcwms @W@c@p@l@ﬁ ng the
ant i body scti Poncd}maﬁ(%ﬁé ABuditd %ﬁ%ﬂ#@cﬂbbk%' D@R@‘?t E@RSSnD@RSboaﬁd‘e
antlg Fékg §r co 05|t ons in d{(’j?gt ose corrprlc{é g: a.steri]e binding
corrp . BERILPri wnéman 8degh €eminente: cnbpdments eEfhe YRHEESI n t he
ca(rj ; i erf i %ubfmtmu]?mmamo lrrpimnﬂes hﬁtﬁé1ﬂd¢1ﬂgcdbﬁﬁ§for tﬁ@ﬂ)dlﬂﬁ&ptlﬂ%&hlséluésf er;

and/ or foz a ofra ct al arentera

Sohnini o5 AbESA BF sl BroadcRoh A B Blomu R s ofthe BRERCES

r econbi nantharagtsriged, iapad, Uysthemdaomomgyd:o dbsed berdplewieptaspDNde(obieAEi n t he:
DCRS8 or %@c@e@cﬁ%? n;, or the nucleic acid: encodes an antigenic

peptide sequence o ‘or 4; encodes a plurality of antigenic peptide
sequéhces of Tabhepresast 1W€nfé9<th119ind§S p dempesitjornlanatiar spleaisd fHop: At een

nucl eot i degbktan@alR33usE 8F reebRIBi t1€1é"é‘o:ﬁﬁ19dﬁ?g“£bleés$ thi#Be G5R@SSi on
vector; further co ri ses an or r.e ation; .is froma tu
sour ce; greerepisint @t g%g?“r %ﬂ@& 3 1dgmucal {0, sqgmienis %&%Qaﬁfl de

s eque_nce N6: lz,es,ss 11 In,aaB Gr R@,, a substheti £ purt escdhbinai gAlypeptidé camprisimg atmat e,
conprises g,y %rgl d st1 no 81lpg%%%lt§ gﬂzﬂq%a%g folg{:%n?hohz}/c%s' 13%3@%5 i@nh pr obe

for a gene éenco g product, or
mut ag@nesi ssgmenisef SEQ Ebl\{ﬁ dvk alebstangially pwkclor mcombymep@lamlds icompEsing a

recombi nan 1B44e eI &saﬁdt%on&,eﬂa I}Q/Q@ég%néd?s;%f;aglléasﬂ fhye agi%a%?gg@ggan@ll a

manmal | an g8mentsof SELED Ng:j14 &%‘W%@‘B‘e@‘éﬂ PCREE cqmprising reatyre SEQ %DN%
enbodi ment g4, larméluﬁlpotybeptﬁieca@f@ﬁsﬁigrmcassi%ﬁlen&@d sﬁlbbtéxftiaﬂ pafecbrand: a

t t I th
e 8 T R Temmaey Sremiiell "or
reagéft s i kadtteurkiniino @tileidenticdl ¢ segatentso{NRLY IHIAWD:i Ifodr2de a sutestantiaily bure

hybri di ze n 2M
salt to thJéHggog{lng pg) @m ﬁh&% 9@&5%%%\%1%%5&&&% ot %n&%ﬁ]ﬁ%ﬁpg sé(é&%ts}[ é}aover
a stretch #fleast fiveamincasidstidavicaliolsegmente of SBQADINOHAT er BGRIBAL DORSO.
Preferably, such will be nucleic acids where: the wash conditions are: at
45 C and/or 500 mM salt; at 55 C and/or 150 mMsalt; or the stretch is at

| east 55 or 75 nucl eotides. 35 Also provided are nethods of nodul ating
physi ol ogy or devel opnment of a cell or tissue culture cells conprising
cont acting the ceII W|th an agoni st or ant agonl st of a WO 01/903S8 6
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DETAI LED DESCRI PTI ON OF THE PREFERRED EMBCODI MENTS 5 OQUTLINE |. General ll.
Activitieslll. Nucleic acidsl0 A encoding fragments, sequence,

probesB. Mylgatilogskg. chi neras, fusionsC. making nucleic aci dqQ.mTﬁO RERy cells
conprisinglV. Proteins, Peptidesl5 A fragments, sequence, ogens,

anti gensB. nut ei nsC. agoni st s/ antagoni sts,, functl onal equi val ent sD. maki ng
protei nsV. Mking nucleic acids, proteins20
A. synt heti cB. reconbi nant C. natural sourcesVl. Anti bodi esA. pol ycl onal s25

B. nronocl onal C. fr KdD. antj - i t.vpi ti bodie bri do cell
i noovi 1 ivence BT Siratristes e SO TG, B0 0n By SRimicy BolyPeice
encﬁdid ngg audrisirpt DERSG ueqﬁmtat?m&&ﬂéy,tvsﬁélrélh theldistirap ﬂontouerlappm@ Sdgnieds,
et hods CO 111 Q uni
Sor oon; ngyot Y, AR 00RO bt AR AR} AR5 RPN B AbREads g i oo
acid sequemsﬁeoradwlf Dpest Byeianme aoidsnatrieast thaee, segmmts of pﬂuenﬂtf@ur fiye, okd six

| 4 hRKf R t
Subunt £5 € ‘{*D%%%@? "o R RO el { R RSO TR o OIS 08°  Dems 10)
havi ng parRAXRAPHAS: FORPESEs HIEPEP ﬁqqégncewéifﬁb@ﬁrlu%t%ﬁam%ﬂﬁalbweﬂlwswated WO
0%{ 90352 Zfoﬁﬁ’ﬂfbﬁ(ﬂgs OABEREO VRPN & pﬁiag}%s SIIRCR QI Highnh eSBp Tk @ﬁ]élaﬁs wer e
opt al ne rom.nprinate, n
sequence |° H?‘g%ne?émn&aﬁ’élﬁ%ﬁﬁmﬁqgr ‘69‘?1@{ q’fﬁ’rd?ﬁﬁla ]zfﬁSt%B‘Hrﬂoé‘P}S%{ aPQ“\NouI d
al so be despgmedts oSatieasifsetdneansihancids of SEQADASOappbt LAl #natoel dmsimrl bed or
refeggnce
Labolrigt or gv ngpOPDt%g?é) V@Eﬁéd %ﬁfag%n?hfltéor a%b)ou{\% %#1863@1&} %gu@la as'i:’r €ess;
Sanbr ook, o raq11-0\(e_r_19&9;1g mltcma waichGire spagific far &anuméq laeysm IRSY; 25d ed.),
vols. 1-3,4 lﬁégfﬁ 5 Ras Mold%yﬁi"% L%tﬁfat%ast ?@k?-wﬁlpﬁgtmg%lz@iwéf ﬁ%ﬁl is$hi ng

Associ at es, 1987 an

suppl enent ¥nthetie P@ﬁ’ﬂ’eﬂﬁidﬁﬁ iscattasheadrio mspli subsiratg; is|cenigated &WWICBWHC Rew

Yor k; eachmefetyihy @S'—fbl%l ok Qesks BEHRAoARAN AHRAI Bedi¥énde bETsaNdetetiohlus iRektidte ( SEQ
m NO 1) and. correspondi anuno aci d sequence (SEQ ID NG 2) of a primate,
e.g. 15 hune¥ftt a&é@@ rﬁg“’geglé%}‘rﬁ‘ént is shown in Table 1 along with reverse
transl ati on ( SEfhelinvéiionIrthéreaerices @.cgmpositions eompriding: er gubsthntsdlyymnees ar e

provi ded, cRss 1SB%I@ d:ﬁloﬁier ggcl%% ntﬁ J‘n%]?ltbb[d% sgeg%@)&ﬁcga 7) and
T

cor respondi ng"_arm no ac sequenc human,

DCRS7 codi lagg§9@nbm’ppm@e EredaRSHB o gdmdwa 13%'0@1?, s@etmraﬁglcame@n
(SEQ I D NGs: )4 ugﬁ?&ed&tmpo%n@ mclﬂ@i'ﬂgpwatéi'oéé'ﬁhg rNa%@fotr gﬁﬁ&uﬁﬁﬂgﬁf&%ﬁlﬂ&)ﬁﬁf ded,

e. SEQ I D ] Nucl eot i d correspondi ng. am no
aC|gd2@ equetitl rf(cgﬁ;@lqsﬁ fqpical, oy paenigra)a drﬁﬁtlgraﬂ@ngA dﬁm%hemlrfsdngsn@@%%lﬁ ng
ileglrrent Id Saﬁdl tide cdab hﬁng ﬁb@f@rmeimsdqamwmmamlﬁtsl ﬂﬂoﬂﬁﬁ@etd&ébég | %)5)
ucl eot i e am no aci

NO 17) of® “5'3%% T A GRS B P CE GRTANTE BT n Tabl e 4
al ong wi t heytakine meeptoopebait.i Kit efrbodiniditdNacluis pnesRodenisingea describagluse,

t cde (SE
117 NG p3§°1§5%“89%?%ﬁ%&aﬁmé@@%ﬁsﬂ%me Slelt byt o e 0 ( 259
prindéde, efoguse %msalmgmtse@med@t segnent is shown in Table 5 along with
reverse transl agindt c%ﬁﬁadsiaoh%e ()vmlé:&) g}g;ngm aﬁ%ﬂﬁ n GAGRERIt 8om

sequences are Vi |17 ucle tide and
pol ypept i & &1 %ﬂg}h "IE)FPQB%QRHY:PF‘SRF%%H Sss?faﬁ(hﬁ§ PP Cenmbodi ment s
( DCdRSG) | thémmetheﬂslgdlng bbtﬁpﬁdmdaﬁhﬁﬂtdfﬁﬂherﬁ ﬁted)&SB bﬂ:)N(RS%poElmpﬂhle is .
Predicte e..indic si;tions an
dependi ng ﬁ%‘% a}m nd‘ﬁ%ﬁ‘“&?‘b‘“&éﬁ; Fxr‘@"g"ﬁ%’ %?g 418 gcg ct g
tgc a0g agoongmumndds GhjidatedSeranbiher dfminitad moiety; Gahe mwoAya;lstd_agan@s Arg
Ser Ala c gaa act ggg
con tot oo AR Byentl ST Sl BB RFOr afle SLF PBRuel sl pitage 701 &1
40 5 10 15PCRS8or DCRg9 is raised to a purified human DCRSS or DCRS9 is immunoselected;

is a polyclonal antibody; binds to a denatured DCRS8 or DCRS9; exhibits a Kd to antigen

of at least 30 pM; is attached to a solid substrate, including a bead or plastic membrane; is

35 in a sterile composition; or is detectably labeled, including a radioactive or fluorescent
label. Kits include ones comprising such a binding compound, and: a compartment



WO 01/903s8 PCT/ USOL/ 1G/Gr 8 cca gag tgg atg cta caa cat gat cta atc ccg
gga gac ttg agg gac 144 Pro GQu Trp Met Leu G n H's Asp Leu Ile Pro Ay Asp

Leu Arg Agih Aaozsg 30 5 ctc cga gta gaa cct gtt aca act agtpcg{t,ﬁsogg?maca ggg
gac tat tca 192 Leu Arg Val Glu Pro Val Thr Thr Ser Val Ala Thr y Asp Tyr

Ser 35 40 45 att ttg atg aat gta agc tgg. gta ctc cgg gca gat gcc agc atc
cgc 240 10 Ile Leu Met Asn Val Ser Trp Val Leu Arg Ala Asp Ala Ser Ile Arg
50 55 60 65 ttg ttg aag gcc acc aag att tgt gtg acg ggc aaa agc aac ttc cag

288 Leu Leu Lys.Al hr..Lys Ile s .Val Thr Lys..Ser Asn Phe 3 n 15 70
75 80 20 (RTINS eﬁr@en%w%@%’ gen%aictl%gaﬁaﬂ Gajongse! alveaseny i cag
336 Ser Tykit.Ser Cys Val Arg Cys Asn Tyr Thr Qu Ala Phe An Thr @ n 85 90
95 acc aga ccc t..gqt..agl, aaa 1 aca tec.tat _at.c C,. cc 84 Thr
Ao Pro Sor oyt B RR BPeRER R pbfifn Ely Bt BRabdd Sttt s
gta gag cteprnamtsimreonieting andertappmptiagggnditionsaprimate RERSS of DERS9432 Val d u
Leu nT : : . ' . r ca aat
atg aa ganptdlbiffiadsoidl Mibhl Macilonifl B tofblbod fodg s et
Asn 4 u Aspelipds pehidsepegwhersiay thggomplex ipparifred fregarotheg@ytokinergeepiors thea gge
tgc cta gagomiéx lphridied idothet addsdRaRe 8sifadil iQ%vﬁh%%ﬁmg?e%oﬂgﬂisﬁgYanQ’S Leu
Asp Hs Ilg t Lys Tyr Lys t{ S L@%“s Val T;%is f3§ 150 155 160 40 gcc gga
agc ctg t g§'% oxb(tllbe%égacgpga Vs gantifative daigeuciyotihe apfigsnsths caRRCE8SSer ey
Trp Asp Prwitharambpk cbiipridirg t@mtibpﬂymsthé\sdsntﬁtiughgtiwgiﬁaxﬁiiﬁi@aategﬁm gf? gaa
gtg c ttg _aca acc ccec ctqg. a a tac .624 .Thr. u Val Asn
Phe iﬁr Th 16%61)95&0 Piugtﬁ}e@%}n%ﬁm%?&% t@%ﬁ c&@ngn%gé. %%tg%lteg) ngl;%{ﬁé ctt atc caa
cac agc actomepanngds as dpgeritieds ontthe bimdgeggompound anba Matiev\mdretaa thel carr@ris: s Ser
Thr 1le 11 g.&hy & ogitﬁg, igcl'ﬁdi\{%lwﬁ%},esa%%g, a%@%&%ﬁﬁ"g?%ﬂd/ﬁ?f’o fat&PRr B 2aaa caa

acg cga get tca gt tg att ccCa ) b 0 H's n Lys Lys d@n Thr
Arg Al a Setecighmasaljtopical, pr pargatpral administration.

Nucleic acid compositions include an isolated or recombinant nucleic acid
15 encoding a desribed polypeptide wherein the: DCRS8 or DCRS9 is from a human; or the
nucleic acid: encodes an antigenic peptide sequence of Table 3 or 4; encodes a plurality of
antigenic peptide sequences of Table 3 or 4; exhibits identity over at least thirteen
nucleotides to a natural cDNA encoding the segment; is an expression vector; further
comprises an origin of replication; is from a natural source; comprises a detectable label;
20 comprises synthetic nucleotide sequence; is less than 6 kb, preferably less than 3 kb; is
from a primate; comprises a natural full length coding sequence; is a hybridization probe
for a gene encoding the DCRS8 or DCRS9; or is a PCR primer, PCR product, or
mutagenesis primer. Also provided are a cell or tissue comprising such a recombinant
nucleic acid, e.g., where the cell is: a prokaryotic cell; a eukaryotic cell; a bacterial cell; a
25 yeast cell; an insect cell; a mammalian cell; a mouse cell; a primate cell; or a human cell. -
Kit embodiments include those comprising a described nucleic acid and: a
compartment comprising the nucleic acid; a compartment further comprising a primate
DCRSS8 or DCRS9 polypeptide; or instructions for use or disposal of reagents in the kit.
Other nucleic acids provided include ones which: hybridize under wash conditions
30 of 30 minutes at 30° C and less than 2M salt to the coding portion of SEQ ID NO: 13 or
16; or exhibit identity over a stretch of at least about 30 nucleotides to a primate DCRS8
or DCRS9. Preferably, such will be nucleic acids where: the wash conditions are: at 45°
C and/or 500 mM salt; at 55° C and/or 150 mM salt; or the stretch is at least 55 or 75
nucleotides.
35 Also provided are methods of modulating physiology or development of a cell or
tissue culture cells comprising contacting the cell with an agonist or antagonist of a
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220 225 act ggg gat agt gaa ggt get acg gtg cag ctg act cca tat ttt
Thr Ay Asp Ser Qu Gly Ala Thr Val @n Leu Thr Pro Tyr Phe Pro 5%
2 1/903s8 PCT/ US01/ 16767 9 act tgt ggc ag tc cga
gg‘g)?}édﬁgg”?t gtg ctc tgc B16 Thr Cys Ay Ser Asp Cp(,@lﬁf}s(ﬁ%%mé} Lys
Val Val Leu Cys 245 250 255 5 10,15 20 25 30 35 40 45 50 55 cca caa
gtc cct ttc cct ctg gat aac aac aaa agc aag ccg 864 Pro An Thr Ay
Phe Pro Leu Asp Asn Asn Lys Ser Lys Pro 260 265 270 gga ggc tgg ctg

ctc ctg. ct ctg ct tg. gcc aca Leu Pro Leu
L elparygpal @%g)qg_%éﬁ % CBdsg %FF&“FPB ﬁ’?f?e‘ti B%“%F%’rﬂ’feﬂ vty a cgell:?;é%ﬁdggg atc
at énco@ihgaBg DCRS 833 D CERIFO aﬁ&arﬂﬁ&ra’ﬁ@kﬂﬁlre@w‘é&bmﬂi a GI y Ile Tyr Leu
Arg His “du Arg Ile Lys 290 295 300 305 aag act tcc ttt tct acc acc
ctg ccc ccc att aag gtt ctt 1008 Lys Thr Ser Phe Ser Thr Thr Thr
Pro Pro DEFAILEDRESCRIPTHON OFSIIER PRFFFRRED EMBODIMENTSaa ata t gt
cac aca att tgt tac ttc 1056 VvVal Val Tyr Pro Ser Qu Ile Cys Phe
Thr Tle agr{s Tyr Phe 325 330 335 act gaa ttt ctt caa aac cat tgc aga
gtc at cO r@ﬁa aag 1104 Thr A u Phe Leu G n Asn H's Cys Arg Ser
Il e Gedersdlu Lys 340 345 350 tgg cag aaa aag aaa ata gca gag atg ggt
caff tg@vilelk gcc 1152 Trp A n Lys Lys Lys Ile Ala Gu Met Gy Pro
Trﬂl Lﬁt{cl aa§5 360 365 act caa aag aag gca gca gac aaa gtc gtc ttc

a Ala Asp Lys Val Val Phe Leu
Asn AspA3 Emeg&%e{ﬂye%ﬁ éﬁ%%lﬁscdls gtg tgc gat ggt acc tgt ggc aag
ggc agt » SAMNOK 88PS val Cys Asp Ay Thr Cys Gy Lys Ser
Ser ProCS Cé%} gag aac tct caa gac ctc ttc ccc ctt gcc ttt

ttc t cD12’§8t°§ePel QU8 G n Asp Leu Phe Pro Leu Ala Phe Asn

oy 5V 4Bwtemy Peptides , ,
A. fragments, sequence, immunogens, antigens

B. muteins
C. agonists/antagonists, functional equivalents
D. making proteins
V. Making nucleic acids, proteins
A. synthetic
B. recombinant
C. natural sources
VI. Antibodies
A. polyclonals
B. monoclonal
C. fragments; Kd
D. anti-idiotypic antibodies
E. hybridoma cell lines
VIIL. Kits and Methods to quantify DCRSs
A. ELISA
B. assay mRNA encoding
C. qualitative/quantitative
D. kits
VIII. Therapeutic compositions, methods
A. combination compositions
B. unit dose
C. administration
IX. Screening
X. Ligands

I. General

The present invention provides the amino acid sequence and DNA sequence of
mammalian, herein primate, cytokine receptor-like subunit molecules, these designated
DNAX Cytokine Receptor Subunits 6 (DCRS6), 7 (DCRS7), 8 (DCRSS), 9 (DCRSY),
and 10 (DCRS10) having particular defined propetties, both structural and biological.



agt gat cta aga agc cag att cat ctg cac aaa tac gtg gtg gtc tac Z344 Ser
Asp Leu Arg Ser An Ile H's Leu Hs Lys Tyr Val Val Val Tyr 420 425 430 ttt
aga gag aip @absRCa aaa gac gat tac aat get ctc agt gtc tge-rg@d Ee A g
Gu lle Asp Thr Lys Asp Asp Tyr Asn Ala Leu Ser Val Cys 435 440 445 ccc aag
tac cac ctc atg aag gat gcc act get ttc 49t gca gaa ctt 1440 Pro Lys Tyr
H's Leu Met Lys Asp Ala Thr Ala Phe Cys Ala G u Leu 450 45S 460 465 WO
01/ 90358 PCT/ USOL/ 1Gr67 10 ctc cat gtc aag cag cag gtg tca gca gga aaa aga

tca caa gcg tgc Leu H s. Va Arg Ser
Gn Ala &/gaﬂ% cﬁgﬂ@ﬂ)‘x’gm&t@%ﬁé{w 5‘&9‘35‘5@% g@qegc{%ﬁ@“{‘?&&gah%@aﬁt gagaagca
agagacct t aarkB@%rotks, AAs.pmBuye, CPNACysiuSare libeariet8 DG paanaie bt cther mbtmamiiac aa
ttacagggaa, dqﬁ?%ﬁ%&?t &llaltag?tgggtggfedagcttact at 1599 gcagcctaca aacagcctta

gt aattaaaa ca ac caa ttcaaatatt 16591—%; aact aat gtagcattaa
ctaacgattg gaaaS@Iaeaf thetsmda@tm@tha@aay@hgabﬂ@ argZieseribsd patrederaneagac-gaicaat t ac

agct t saat t QARG i did %Br 1796
I\/ISLVLLSLA% SA\/PR D M\IVSV\X/L Z0
L S

RADASI RL NFEE 2 A poloey ke )
NNNEDGDSIVSMME)T&M K%K@\%Q@LW@M PM&NEEKV&%NFEH EPMMﬂG%TI

ﬁ?ﬁfﬁ?iﬁ@ﬁ%&a@ fedien I Cr < eg) T RLent P pP o

- SR/ AHeY OGS MeERSabsQDvEICh AFNLFCS ZS
DLRS HLH \Ng}l)g Q%QIR YHL IVKDATAFCAELLHVKQQ\/SAGKRSQACI-lDGCCSL.
Reve?ts)e tKl ans %ﬁ%dr?{o %SJ%@%/?@ : 30

human, DCRS6 (SEQ m NO é
at gwsnyt ng t nytN}lﬁlﬁQ\Bd SEEN D6H 19 i egrragnondingjamiporesid seagensa(SEQ B0 35
acngt ncar t Ngy ¢ Bwﬁﬁﬁiafeaé BJBORG6H MERSE RSN seHRd Yd ﬂl%%/nrlﬁ@égw&lan%

h
Gayt ayoe Rgre?f%% R0 GEAA K 301 RoNeRUH: SRy BRSO HACRHGRH 15240
yt naar gcnaporiirdad. it SEQIDINONgEN aar wsnaayt tycarwsnta ywsntgygtn 300
15 Similarly, nucleotide (SEQ ID NO: 7) and corresponding amino acid sequence
(SEQ ID NO: 8) of a primate, e.g., human, DCRS7 coding segment is shown in Table 2
along with reverse translation (SEQ ID NO: 9). Rodent, e.g., mouse, counterpart
sequences are provided, e.g., SEQ ID NO: 10-12. Nucleotide (SEQ ID NO: 13) and
corresponding amino acid sequence (SEQ ID NO: 14) of a primate, e.g., human, DCRSS8
20 coding segment is shown in Table 3 along with reverse translation (SEQ ID NO: 15).
Nucleotide (SEQ ID NO: 16) and corresponding amino acid sequence (SEQ ID
NO: 17) of a primate, e.g., human, DCRS9 coding segment is shown in Table 4 along

& g

with reverse translation (SEQ ID NO: 18). Rodent, e.g., mouse, counterpart sequences
are provided, e.g., SEQ ID NO: 19-21. Nucleotide (SEQ ID NO: 22) and corresponding

25 amino acid sequence (SEQ ID NO: 23) of a primate, €.g., human, DCRS10 coding
segment is shown in Table 5 along with reverse translation (SEQ ID NO: 24). Rodent,
€.g., mouse, counterpart sequences are provided, e.g., SEQ ID NO: 26-27.

Table 1: Nucleotide and polypeptide sequences of DNAX Cytokine Receptor Subunit like
30 embodiments (DCRS6). Primate, e.g., human, embodiment (see SEQ ID NO: 1 and 2).
Predicted signal sequence indicated, but may vary by a few positions and depending upon cell

type.

gcg atg teg cte gtg ctg cta age ctg gece geg ctg tge agg agc gcoc 48
35 Met Ser Leu Val Leu Leu Ser Leu Ala Ala Leu Cys Arg Ser Ala
-10 -5 -1 1

gta cce cga gag ccg acc gtt caa tgt ggc tet gaa act ggg cca teot 96
Val Pro Arg Glu Pro Thxr Val Gln Cys Gly Ser Glu Thr Gly Pro Ser
40 5 10 15



40 ngnt gyaayt ayacngargc nttycaracn caracnngnc cnwsnggngg naartggacn 360 45
ttywsntaya thggnttycc ngtngarytn aayacngtnt ayttyathgg ngcncayaay 420

at hccnaaygy ¢yt gaa ygar gayggn ccnwsnat gw sngt naaytt yacwxﬁﬂg,ﬁméﬁo

ggnt gyyt ng aycayat hat gaartayaar aaraartgyg tnaargcngg nwsnytntgg 0
gayccnaaya thacngcntg yaaraaraay gargaragng tngargtnaa yttyacnacn 600 SO
acnccnyt ng gnaayngnta yatggcnytn at hcarcayw snacnat hat hggnttywsn 660
cargtnttyg arccncayca raaraarcar acnngngcnw sngtngtnat hccngt nacn 720

S hnonedl S dRe O 1C YL 3RO BV LY SLISEH 4 Yannnsngny (B0 59
tgyathnuncpﬁcy%ai aﬁﬁ%ﬂ 1Y &?&gx%a(:@{@ pqé %%eétfiﬁgytn o
gayaayaaya arwsnaaipCC nggnggntgg ythccnytny tnytnytgws nytnytngtn 900 WO
01/9038 PCT/ US01/ 16767 11 gcnacntggg tnytngtngc nggnat htay ytnatgtggm
gncayg§ar ngcthatchaartaagad GOt Sytac avs Rt yaytspac ras e pyd Riptnicon tegnatthaar g

t nyt ngt ngt Lext dyg CRAASALU F20 Grdr ahtTyyt Sery Ealy ddgathm i htrgpt Txr Seyacngart
tyytncaraa ycay®fgyngn 1080 wsng#?® gt na t hyt ngar aa&srt ggcaraar aar aar at hg
cngar at ggg_nccen tncara1140 10 tggyt ngcna cncaraaraa r cngcﬁr:cgagc aar gt ngt nt
LYYyt s =Tia 084S 120 5 B GRG0y G0 GiTiage LRt wardir gonw
snccnwsnga faaywsncar %28 g_%yﬁ nt tayc cnythggptt “yaayytntty tgywsngayy

t nngnwsnca rat hcayytn 1320 cayaartayg tngtngtnta yttyngngar athgayacna

ar gaygayt atypaygdugt 8ed 380 gngtttgy Cotgnady @Y Canay ¥hakgaaic: gaygcnagng
cnttytgygcnagaeytmpst nid 440 26 CchygyBaalc Tir Ay gtyvawseN@GAgEHEAaLln NQNWsSNcar g
cnt gyéayga yggnt gyt gy 1500 wsnytn 1506 257Rodent, e.g., noamse enbodi nent
(see SEQ MNO 4 and 5). 30 gat ttc agc agc cag acg cat ctg cac aaa tac ctg
gag gtc tafCTtee APCAEPE PRE Ter tTerray YRCTAF? 1999 95U Hrscaay%ctrgﬁg Led3@ u Val
Tyr Leu Ser Tyr Ser ng Val Arg Cys Asn ng Thr Glu Ala Phe G;E Thr Gln

20

acc aga ccc tet ggt ggt aaa tgg aca ttt tec tat ate gge tte cct 384
Thr Arg Pro Ser Gly Gly Lys Trp Thr Phe Ser Tyr Ile Gly Phe Pro
100 105 110

25 gta gag ctg aac aca gtc tat ttc att ggg gcc cat aat att cct aat 432
Val Glu Leu Asn Thr Val Tyr Phe Ile Gly Ala His Asn Ile Pro Asn
115 120 125

gca aat atg aat gaa gat ggc cct tece atg tet gtg aat tte acc tea 480
30 Ala Asn Met Asn Glu Asp Gly Pro Ser Met Ser Val Asn Phe Thr Ser
130 135 140 145

cca ggc tge cta gac cac ata atg aaa tat aaa aaa aag tgt gtc aag 528
Pro Gly Cys Leu Asp His Ile Met Lys Tyr Lys Lys Lys Cys Val Lys
35 150 155 160

gcc gga agc ctg tgg gat ccg aac ate act gect tgt aag aag aat gag 576
Ala Gly Sexr Leu Trp Asp Pro Asn Ile Thr Ala Cys Lys Lys Asn Glu
165 170 175
40
gag aca gta gaa gtg aac ttc aca acc act ccc ctg gga aac aga tac 624
Glu Thr Val Glu Val Asn Phe Thr Thr Thr Pro Leu Gly Asn Arg Tyr
180 185 190

45 atg get ctt atc caa cac agc act atc atec ggg ttt tet cag gtg ttt 672
Met Ala Leu Ile G@ln His Ser Thr Ile Ile Gly Phe Ser Gln Val Phe
195 200 205

gag cca cac cag aag aaa caa acg cga gct tca gtg gtg att cca gtg 720
50 Glu Pro His Gln Lys Lys Gln Thr Arg Ala Ser Val Val Ile Pro Val
210 215 220 225

act ggg gat agt gaa ggt gct acg gtg cag ctg act cca tat ttt cct 768
Thr Gly Asp Ser Glu Gly Ala Thr val Gln Leu Thr Pro Tyr Phe Pro
55 230 235 240



1 5 10 15 ggg gga gca gac ctc aaa ggc gac tat aat gcc ctg agt gtc tgc CCC
96 Gy Ay Ala Asp Leu Lys Ay Asp Tyr Asn Ala Leu Ser Val Cys Pro 20 25 30
35 caa ta Cc atg aag gac gcc aca get ttc cac aca ga 44 G n
Tyr H's Lgﬁpﬁ%?gﬁys Asp Ala Thr Ala Phe H's Thr GQu Leu L?Kﬁgggﬁég%%

get acg cag agc atg tca gtg aag aaa cgc §ca caa gcc tgc cat Z92 40 Lys AI a
Thr A n Ser Met Ser Val Lys Lys Arg Ser G n Ala Cys His 50 55 60 gat agc
tgt tca ccc ttg tagtccaccc gggggaat ag agactctgaa 240 Asp Ser Cys Ser Pro
Leu 45 65 7 cticctac teteeoct gt ga 2968 % Ega%:il

tgtgt gggagf?:ﬁgﬁog ﬁ@tgf R M R R

t gcaaagtca 36 SO acgigagcat acacgcctgﬁ)ggctagtcat tggﬁ%ggatt t at gaagaca
acacagttac 420 agacaat aat gagtgggacc tacatttggg atatacccaa agct gggtaa

t gat t &t caccBRadbRdagagnate acctgede tcet 08ey cat Ggaggianabacagcass kkcgccigl cagg

ct gt ct gt carSAClygutrggiyt okl gt Plge et GO ask gehchAdratgetSgpecatygPagaccgt t
ttgtaacatt 600 tt%®dtctgtt aatgaat @&F ccgtttggga ggéietc 637 WO 01/ 903, 8
12 PCT/USU 1 /1 | >>767

DFSSQEHL HKY: aEg?icgg_&Dg‘i@? etuvgng @i@ﬁ%‘?ﬁ%@&@%ﬁ?ﬁ%@%@&m 5

Reverse trans roden
gayt t ywsnw sncar acnca yyt ncayaar tayytngarg tntayytngg nggngcngay 60

yt naar ggngg@y 8y agyd§ed \ohWaddg ik @) CAIIC 854 aa¥ Caney badlaggagigaygcen 20 10
acngcntt ycvdly astnganyil Nyl fade]Cir aelastWshaa Arg\VWeing taargaaragpysn 180
car gdft gyc2®ygaywsnt g ywsnczgsyt n 15 20 300 305

aag act tce ttt tct acc acc aca cta ctg ccc ccc att aag gtt ctt io008
Lys Thr Ser Phe Ser Thr Thr Thr Leu Leu Pro Pro Ile Lys Val Leu
310 315 320
20
gtg gtt taec cca tect gaa ata tgt tte cat cac aca att tgt tac tte 1056
Val val Tyr Pro Ser Glu Ile Cys Phe His His Thr Ile Cys Tyr Phe
325 330 335

25 act gaa ttt ctt caa aac cat tgc aga agt gag gtc atc ctt gaa aag 1104
Thr Glu Phe Leu Gln Asn His Cys Arg Ser Glu Val Ile Leu Glu Lys
340 345 350

tgg cag aaa aag aaa ata gca gag atg ggt cca gtg cag tgg ctt gcc 1152
30 Trp Gln Lys Lys Lys Ile Ala Glu Met Gly Pro Val Gln Trp Leu Ala
355 360 365

act caa aag aag gca gca gac aaa gtc gtce tte ctt ctt tece aat gac 1200
Thr Gln Lys Lys Ala Ala Asp Lys Val Val Phe Leu Leu Ser Asn Asp
35 370 375 380 385

gtc aac agt gtg tge gat ggt acc tgt ggce aag agc gag ggc agt ccc 1248
Val Asn Ser Val Cys Asp Gly Thr Cys Gly Lys Ser Glu Gly Ser Pro
390 395 400
40
agt gag aac tct caa gac ctc ttc cce ctt geec ttt aac ctt tte tgc 1296
Ser Glu 2sn Ser Gln Asp Leu Phe Pro Leu Ala Phe Asn Leu Phe Cys
405 410 415

45 agt gat cta aga agec cag att cat ctg cac aaa tac gtg gtg gtec tac 1344
Ser Asp Leu Arg Ser Gln Ile His Lieu His Lys Tyr Val Val val Tyr
420 425 430

ttt aga gag att gat aca aaa gac gat tac aat gct ctc agt gtc tgce 1392
50 Phe Arg Glu Ile Asp Thr Lys Asp Asp Tyr Asn Ala Leu Ser Val Cys
435 440 445

ccec aag tac cac ctc atg aag gat gce act get tte tgt geca gaa ctt 1440
Pro Lys Tyr His Leu Met Lys Asp Ala Thr Ala Phe Cys Ala Glu Leu
55 450 455 460 465



210 Table 2: Nucl eotide and pol ypepti de sequences of DNAX Cytoki ne Receptor

Subunit |ike enbodi nents (DCRS7). Primate, e.g., human, enbodi nent (see SEQ
ID NO 7 @nrshidbsssPredi cted signal sequence indicated, but g@yuddh¥edy a few
positi ons and dependi ng upon cell type. gagtcaggac tcccaggaca gagagtgcac

aaactaccca gcacagcccc ctccgecccc 60 tctggaggct gaagagggat tccagcccct
gccacccaca gacacgggct gactggggtg Z20 25 tctgccceccc ttgggggcan ccacagggcc
t caggcct gg gtgccacctg gcactagaag 180 30 atg cct gtg ccc tgg ttc ttg ctg tcc

ttg gca ctg 9g¢. ¢ 23 N% Q val _Pro, Trp Phe L Ley Sgp.leu Ala
Leu Gy Ao a i ads a% Ei iai iga sﬁfg;lﬁ B2 ot otg 999
cct cag gac get acc cac4336 Trp IIe Leu Arg Legp Ay Pro dn
Asp Ala Thr Hs -1 1 5 10 35 tgc tct ccg ggc ctc tcc tgc cgc ctc tgg gac
agt gac ateachsttgge S t@ycBetrdPragédaacte ntfegadgys Aagatetralrp Aspiser Asp
Il e Leu Cy¥islBsp@®125Cwt §yeciexgyep gac atc gtg cet get ccg ggc ccc gtg ctg
gcg cct acg 372 40 L&#P Pro Gly Asp Ile Val Pro Ala Pro Gy Pro Val Leu Ala
Pro T 30 35 40 cac ctg cag aca ct ct a tgc cag aa ag acc
gac gt AU RFE IR TR O G R L TP e TP hep Oy
45 45750 5 g G L etg G t 9.6 999
cac tgg 46%&%2(:?%&1 % ggtcﬁg%agkt%t%a % Cgl \g/?itlga B s aLéggg % ga%%gtgét § Qng s Trp

65 70 75 gé’&agagas?tcét%&tgﬁ cgadkdaadg %&ga&ggcagg&agac&@aagﬁctga& tlbﬁg 999
516 Au GQu Pro Gu Asp Qu GQu Lys Phe Gy Gy Ala Ala Asp Leu Gy 80 85
90 5359t g yegcgtapacett@ggtaatggctabtt heagaya@Eattiegyt cagtogaata 10T 564
Val Gu Qu Pro Arg Asn Ala Ser Leu Adn Ala dn Val Val Leu Ser 95 100 105
VI' O 01/ 9UBSB2eECUSERN¥SFG7Gr 13 ttc cag gcc tac cct act gcc cgec tgé®gtc ctg

el Gon Ve e o S R e

NMNEDGPSMSVNFTSPGCLDHIMKYKKKCVKAGSLWDPNITACKKNEETVEVNFTTTPLGNRYMALIQHSTT
IGFSQVFEPHQKKQTRASVVIPVTGDSEGATVQLTRPYFPTCGSDCIRHKGTVVLCPQTGVPFPLDNNKSKPG
GWLPLLLLSLLVATWVLVAGIYLMWRHERIKKTSFSTTTLLPPIKVLVVYPSEICFHHTICYFTEFLONHCR
SEVILEKWQKKKIAEMGPVQWLATQKKAADKVVFLLSNDVNSVCDGTCGKSEGSPSENSQDLFPLAFNLFCS

25 DLRSQIHLHKYVVVYFREIDTKDDYNALSVCPKYHLMKDATAFCAELLHVKQQVSAGKRSQACHDGCCSL.

Reverse translation of primate, e.g., human, DCRS6 (SEQ ID NO: 3):

30 atgwsnytng tnytnytnws nytngcengen ytntgymgnw sngengtncece nmgngarcen 60
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acngtncart
athcenggng
gaytaywsna
ytnaargcna
mgntgyaayt
ttywsntaya
athcecnaayg
ggntgyytng
gayccnaaya
acncenytng
cargtnttyg
ggﬁgaywsng
tgyathmgnc

gayaayaaya

gyggnwsnga
ayytnmgnga
thytnatgaa
cnaarathtg
ayacngargce
thggnttyce
cnaayatgaa
aycayathat
thacngentg
gnaaymgnta
arccncayca
arggngcnac
ayaarggnac

arwsnaarcc

racnggnccn
yytnmgngtn
ygtnwsntgg
ygtnacnggn
nttycaracn
ngtngarytn
ygargayggn
gaartayaar
yaaraaraay
yatggcnytn
raaraarcar
ngtncarytn
ngtngtnytn

nggnggntgg

wsncengart
garccngtna
gtnytnmgng
aarwsnaayt
caracnmgnc
aayacngtnt
ccnwsnatgw
aaraartgyg
gargaracng
athcarcayw
acnmgngcenw
acnccntayt
tgyccncara

ytncenytny

ggatgytnca
cnacnwsngt
cngaygenws
tycarwsnta
cnwsnggngg
ayttyathgg
sngtnaaytt
tnaargengg
tngargtnaa
snacnathat
sngtngtnat
tyccnacntg
cnggngtnec

tnytnytnws

rcaygayytn
ngcnacnggn
nathmgnytn
ywsntgygtn
naartggacn
ngcncayaay
yvacnwsnccen
nwsnytntgg
yttyacnacn
hggnttywsn
hcengtnacn
yggnwsngay
nttycenytn

nytnytngtn
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180

240

300
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420

480

540

600
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780

840

500



cct get gcc ctt gtg

Al a
tgc
du
agg
Au
gaa
Trp
gca
Ay
ggc
Ser
cac
Asn
ccc
Leu
atc
Cys
gcc
270

1188 Ser Leu Pro Ala Qu Ala Ala Leu Cys Trp Arg Ala Pro ny GQ’ ESOS
310 315 cclsRyBte4y LA Y dﬁ’&n%t@éa’éc%?‘yé‘f‘t“f’&ccn[tj@’t@’éﬁ BITYGPERE 2 Yt g
1236 r 320
375 200" gat gty Ruid SroBHoll ot Ry W) B bRl ¥§@t€?€5t§§’>5et

1284 Asp Vainysan Ser Ser Gu Lys Leu G n Leu G n Au Cys Leu Trp Abgs 335

340

Leu
ttc
Al a
tac
Lys
gtc
Asn
gat
Asp
ctc
Léu
aaa
Leu
tgc
Q%s
tgec 1
255

1092 Pro Phe Arg G

t et
Val
tgg
Tyr
cct
165
Asp
ctg

cag
Ay
cta
Ser
ctc
Hi s
atc

ttt ggt
dn Ser
ggg agt
d u Val
aac cac
Thr dn
ccg agc
Trp

cag
Val
gag
Arg
aca
Adn
tgc
Al a

tct gtg
Ay Ser
gta cga
Ile Trp
cagi§ag
Leu Pro

tgg gcc
175 180

gtg
Tyr
tcc
145
756
170
Cys

CccC

ggc
Val

atc
Ser
ctg
160
804
| 85

Val GLn Phe
00® @B3BCC
Ala Leu Ay
gag aag gaa
G u Leu Asn
t gg aac agc
Ser Ile Pro Sex

ggc @:ﬁt t 191

As% n%lal I's ﬁ%ug‘;—g‘]{] 195 ctg aat gtc tct
t CEeridsgr i acC shfithaaddc 9@€hﬂh&ﬂcﬁ¥ﬁ&n&@ﬂaa§@rtdgtﬁgﬁﬂgﬂ
Tyr Trp Asn 205 210 215 220 cag gtc cag ggc ccc
aagamtttadt tyerycedde Gahhiyttayd tryedngaPr ot yttocdnps
Thr Ay 225 230 235 ccg cag atc att acc ttg aac

210481 8 S5,

gta tat 660 Pro
125 130 135 140
t PeTio1AFRT Y S
150 155 act cag
Thr G n Pro Arg
gac tgc agg gg99
Arg Ay Leu Gu
tgg ctc aac gtg

nag:thu:ag %n&%&g@ﬂx%ﬁ@a%% fe@{hangiarS@EO Al a

gag gag cag cac
fdycthesrPhe2d y
cca aaa ccc cgg
PraytaymeTAp8Hi S
cac aca gac ctg

ctfﬁqﬁéfg¥ﬁ$6t?¥??9€f?ﬁIrFégqﬁléaﬁWﬁarE%ﬁ??BgrFQ%a§aﬁ3ﬂg EGﬁPgEEiF“A§F4?W'o

£§é§ g%%Fﬁa

%go fc9

nile

Al a
gac
Phe
ccc
Tyr
ctc
Val
tca
Asp
ttc
Leu
tgg
Lys
gtt
Cys

aac

260, }%@ég@f&cg§'§§yg§ggc Q@Qy%(éaﬁ%ng%gg@asr%ﬁwﬁ@g 2a6weh&art 49s€aa gcc

u Asp Pro Arg Ala Hs Gn Asn Leu Trp G n Ala Al a

275 28fayggarticgcogmgehtt GhgyAete igyeagaggCriggvelicd eathegaetgeazecyg tge
11401Arg Leu Arg Leu Leu Thr Leu G n Ser Trp Leu Leu Asp Ala Pro

290 295 30eregytatayteginagets gabynpngaycahedpargcangyIsfg pervacey-ydeeygg gac

345
25
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Rodent, e.g., mouse embodiment (see SEQ ID NO: 4 and 5).

gat ttc agc agc cag
Asp Phe Ser Ser Gln
1 5

acg
Thr

cat ctg cac
His Leu His

aaa tac ctg
Lys Tyr Leu
10

gte
Val

gag
Glu

tat
Tyr

aat
Asn

cte
Leu

aaa
Lys

ctg
Leu

agt
Ser

gtc
Val
30

999
Gly

gga
Gly

gca
Ala

gac
Asp

ggc gac
Gly Asp

gcc
Ala

tat
Tyr

tte
Phe

cte
Leu

cat
His
35

caa
Gln

aca
Thr

cac
His

aca
Thr
45

atg
Met

aag
Lys

gac gcc
Asp Ala
40

gct
Ala

gaa
Glu

tca
Ser
60

aag
Lys

gct
Ala
50

caa
Gln

acg
Thr

cag
Gln

agc
Ser

atg
Met

tca gtg aag
Ser Val Lys
55

aaa
Lys

cge
Arg

gce
Ala

tca ccc
Ser Pro

gat
Asp
65

agc
Ser

tgt
Cys

ttg
Leu
70

tagtccaccc gggggaatag agactctga

gcettectac
aggctgtgtg
acctgagcat
agacaataat
tgagaaccac

ggttgggtct

ttaatctgtt

tcteeoettec
gaggtagtgc
acacgcctga
gagtgggacc
gcactctgge
gtcttgeact

aatgaataat

agtgacaaat
tatgtacaaa
ggctagtcat
tacatttggg
catgaggtaa
gcccatgetce

ccgtttggga

gectgtgtgac
cttgectttaa
tggctggatt
atatacccaa
tacggcactt
tatgectgcac

ggctecte

gactctgaaa
aactggagtt
tatgaagaca
agctgggtaa
ccctgtecagg

gtagaccgtt

ctt
Leu

tat
Tyr
15

cce
Pro

tgc
cys

cte
Leu

ctt
Leu

cat
His

tgc
Cys

a

tgtgtgggag
tgcaaagtca
acacagttac
tgattatcac
ctgtctgteca

ttgtaacatt

Oys 285

48

96

144

192

240

300

360

420

480

540

600

637



WO 01/903S8 PCT/ USO01/ 16717 14 gac tcc ctg ggg cct ctc aaa gac gat gtg cta

ctg
Leu
gac
Asn
ccc
Ser

gac
Leu
cta
Trp
tgg
Leu
aaa
Lys
cgc
Ser

gat

Asp
cag
Leu
gcg
Adn
gag
Ay
tgc
Ser

ttg
Au

aac
Arg
agc
Lys
ctg
Adn

tgg
Al a

cfg
Al a
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gag aca cga 1332 Asp Ser Leu Ay Pro Leu Lys Asp Asp Val Leu Leu
Ty [ 50 355 360 5 10 15 20 ;! 25 30 35 40 45 cc cag
a@?‘?@?”&tc tgt gcc ttg gaa ccc agt ggc tgt 1380 ﬁ(ﬁﬂéﬁ Asp
Ser Leu Cys Ala Leu Gu Pro Ser1dy Cys 365 370 375 380 act tca cta
aaa gcc tcc acg agg gca get cge ctt gga gag 1428 Thr Ser Leu Pro
Ala Ser Thr Arg Ala Ala Arg Leu Ay Gu 385 390 395 tac tta cta caa
cag tca ggc cag tgt ctg cag cta tgg gac Z476 Tyr Leu Leu G n Asp
Sepr 8oy HIEKY LB .cEanL KGN AT aU c HyELASIA TAOOr et O SATHERiIsgerRsgacHTistgrigga gcg
gcc tgc ccc atg gac aaa tac atc cac 1524 Asp Asp Leu Ay Ala Leu
Cys Pro Met Asp Lys Tyr Ile His 415 420 425 aag egc tgg gcc ctc gtg
GeReeEEe FARERAL IPR {OG FRAt ey « IBRECLyRCRAR o (SFRp TN LOLs Val Tr p
Q/salf%u Leu Phe Ala Ala Al a 42_% 435 440 grr tee cte atc ctg ctt ctc
gat-cad"§dy S aaa *§eT ty&gncaﬁ'ﬁaﬁ G TR S PE IR £Ru Lys

gcg aaa
Hi | 4 0 gac gtc
R e S WAL Gk M A W
Al gcriycat Al aPddhgbd-yt Ayenhacd Hindadbrsga cPehgtdad edomehewsd agot ca gcc
tcg ggt ttc gag cgc ctg 1716 Ala Ala Leu Leu Leu Tyr Ser Ala Asp
G emRratGcuaygayvErts 48nd8%t490 gt g ggc gcc ctg gcg tcg gétdoctg tgc
ccg ctg cgc gtg gcc 1764 Val Gy Ala Leu Ala Sex Ala Leu Cys G n

Leu Arg Val Al a 495 500 505 gta gac ct&y& g agc cgt cgt gaa ctg agc
ggfpiecE 1&%@%@% andsop}zfpmde}!\wemcswf@%& okig RepeptanSybyngilikger Al a
Pr gniedimeats{ DERG7 s [Byingyey € g o Jumpan, epedigeny (vagke i ®@d8§)-acc _ctg cag

gglredietgd gigepl s@mency indicpred, tit manyagy by ﬁ]?%f ppsitiops andilenyidingapongell Q u
VallP&/al 525 530 535 540 gtc ttg ctc ttc tct ccc ggt gcg gtg gcg ctg
ga ttgg cta, 1908 Val Leu Leu Phe Ser Pro Ay Ala Val A a %eu Cys
Tr%aq_ g 0

gac tcccaggaca gagagtgcac aaactaccca gcactagcccce ctecgececcecce
tetggagget gaagagggat tccagcccet gccacccaca gacacgggct gactggggtg 120
tctgececeece ttgggggcan ccacagggcc tcaggcctgg gtgccacctg gcactagaag 180

atg cct gtg ccc tgg tte ttg ctg tece ttg gea ctg gge cga age cag 228
Met Pro Val Prc Trp Phe Leu Leu Ser Leu Ala Leu Gly Arg Ser Gln
-20 -15 -10 -5

tgg atc ctt tet ctg gag agg ctt gtg ggg cct cag gac gect ace cac 276
Trp Ile Leu Ser Leu Glu Arg Leu Val Gly Pro Gln Asp Ala Thr His
-1 1 5 10

tgc tet ceg gge ctc tee tge cge cte tgg gac agt gac ata cte tge 324
Cys Ser Pro Gly Leu Ser Cys Arg Leu Trp Asp Ser Asp Ile Leu Cys
15 20 25

ctg cct ggg gac atc gtg cet get ceg gge cee gbtg ctg geg cet acg 372
Leu Pro Gly Asp Ile Val Pro Ala Pro Gly Pro Val Leu Ala Pro Thr
30 35 40

cac ctg cag aca gag ctg gtg ctg agg tgc cag aag dag acc gac tgt 420
His Leu Gln Thr Glu Leu Val Leu Arg Cys Gln Lys Glu Thr Asp Cys
45 50 55 €0

gac ctc tgt ctg cgt gtg get gte cac ttg geec gtg cat ggg cac tgy 468
Asp Leu Cys Leu Arg Val Ala Val His Leu Ala Val His Gly His Trp
65 70 75

gaa gag cct gaa gat gag gaa aag ttt gga gga gca get gac tta ggg 516
Glu Glu Pro @Glu Asp Glu Glu Lys Phe Gly Gly Ala Ala Asp Leu Gly
80 85 90

gtg gag gag cct agg aat gcc tct ctc cag geec caa gte gtg ctc tceo 564
Val Glu Glu Pro Arg Asn Ala Ser Leu Gln Ala Gln Val Val Leu Ser
95 100 105



545 550 555 cag gat ggg gtg tcc ggg ccc ggg gcg cac ggc ccg cac gac gcc ttc
1956 G n Asp Ay Val Ser Ay Pro Ay Ala Hs Ay Pro H's Asp Ala Phe 560
565 570 w¥R1244803a8 PCT/ USO01/ 1G/C7 1S cgc gcc tcg ctc aqr(iﬂgﬁlgg-mctg ccce
gac ttc ttg cag ggc cgg gcg 2004 Arg Ala Ser Leu Ser Cys Val Leu Pro Asp
Phe Leu G n Gy Arg Ala 575 580 585 S c¢g ggc agc tac gtg ggg gcc tgc ttc
gac agg ctg ctc cac ccg gac 2052 Pro Gy Ser Tyr Val Ay Ala Cys Phe Asp
Arg Leu Leu H's Pro Asp 590 595 600 gcc gta ccc gcc ctt ttc cgc acc gtg ccc
gtc ttc aceLhly Gee ££LL24QRtALR ¥ab deoghl ackaitPhgy kg Jhr gMal Bip Val
Phe Thr LethePton 326 BO5p6LAME| 1 H2RA0g cya €digre6 a.gacid tval il ggy gcc ctg cag
cag cct cgc geroccg cgt 2148 Gk Leu Pro Asp PhieoLeu Gy Ala Leu A n An
Pro Arg Ala Pro Arg IS 625 630 635 20 tcc ggg cgg ctc caa gag aga gcg gag
caa g?g tc%ctxggt ﬁé et Seaagoye get deRyt gL EICCHA e Fegtala &Y Gn
Val Ser Argc’ 2 da X Veu G4BT e sty & Hc Vet Flyateadelt®d Tt cat ccc ccg
ggg acn tc 5gcg ccg gga 2244°Pro Ala Leu Asﬂ53§er Tyr Phe Hi s'¥to Pro Ay

Xaa Ser Al & Pro, @y %% g c@%iaz A9 L9 QP38 9€G: 993,£ct 999
gcg gag gagspgggs &Gk §1£% aGh %%f s%ryf% %aﬁﬁg fe%ﬁgﬁr%%y Naay
Asp Ay Thr 670 675 6801i@aat aaagg cagacgsi g 30 3308 155
MPVPWFL L SLAL GRSQW L SLERLVGPQDATHCSPG. SCRLWDSDI LCLPGDI VPAPGPVLAPTHLQTELVL
RCQKET DCDLEGItRYAY IdicA\VAGHWEE REBEEK- G&0ADE GUEEPRNASE QAQNESE QRYPTARCVESEVQV
PAALx GQSVESYWDER B ANSCEEY RILWENTEQP RY EieCRASNHEGO TRRCREL BYRNSUPBEWAL PW.NVSA
L VL NVSEEQHFGL SESANNQVQGPPKPRWHKNISFGPQ | TLNHTDLVPEL &l QAPLEPDSVRTNI C 3S
GGDP

PFREDPRAH%:L RLRLLTL V\LLD,%—%S PAEAAL C\RA| L¥PP S\QEM%E&SEKL
@ e wedpRb R e e ol Sk e o

DDSCGEERL VGAL ASAL CQL PL RVAVDLWSRREL SAQGPVAWFHAQRROT L QEGGVWL L FSPGAVAL CSEWL

QDGVSGPGAHERHPAE RASLSGVR PO GERAPGESY \Yaf Gd iR L HREAVEAL BRI R4 HPSQR PDFLGA 40
L QQPRAPRSGRUQBRAEQY SAL GRPAIVES YEHPRET 3APCRGVERGAGRGAIDETs Reveslke
transl ation ofispri mate, e.g., Fhman, DCRS7 (SEQOPD NGO 9): 45 atgccngtnc
cntggityyt nytnwsnytn gcnyt nggnm gnwsncartg gat hyt nasn 60 yt ngar mgna/

% h o

tngt Aggnecy o ATy ol N ATt ofi SIS GIEoRf ChR=CofitIon? o

205 210 215 220

cag gtc cag ggc ccc cca aaa ccc cgg tgg cac aaa aac ctg act gga 948
30 Gln Val Gln Gly Pro Pro Lys Pro Arg Trp His Lys Asn Leu Thr Gly
225 230 235

ccg cag ate att acc ttg aac cac aca gac ctg gtt cce tge cte tgt 996
Pro Gln Ile Ile Thr Leu Asn His Thr Asp Leu Val Pro Cys Leu Cys
35 240 245 250

att cag gtg tgg cct ctg gaa cct gac tce gtt agg acg aac atc tge 1044
Ile Gln Val Trp Pro Leu Glu Pro Asp Ser Val Arg Thr Asn Ile Cys
255 260 265
40
cce tte agg gag gac ccc c¢gc gca cac cag aac ctc tgg caa gce gcc 1092
Pro Phe Arg Glu Asp Pro Arg Ala His Gln Asn Leu Trp Gln Ala Ala
270 275 280

45 cga ctg cga ctg ctg acc ctg cag agc tgg ctg ctg gac geca ccg tge 1140
Arg Leu Arg Leu Leu Thr Leu Gln Ser Trp Leu Leu Asp Ala Pro Cys
285 290 285 300

tcg ctg ccc gea gaa gcg gea ctg tge tgg cgg get ccg ggt ggg gac 1188
50 Ser Leu Pro Ala Glu Ala Ala Leu Cys Trp Arg Ala Pro Gly Gly Asp
305 310 315

ccc tge cag cca ctg gtc cca cecg ctt tee tgg gag aat gte act gtg 1236
Pro Cys Gln Pro Leu Val Pro Pro Leu Ser Trp Glu Asn Val Thr val
55 320 325 330

gac gtg aac agc tcg gag aag ctg cag ctg cag gag tgc ttg tgg gct 1284
Asp Val Asn Ser Ser Glu Lys Leu Gln Leu Gln Glu Cys Leu Trp Ala
335 340 345



yt nt gggayw sngayat hyt nt gyytnccn ggngayat hg tnccngcncc nggnccngtn 180 SO
yt ngcnccna cncayytnca racngarytn gtnytnngnt gycaraarga racngaytgy 240
gayyt nt gywo gipesngt ngc ngt ncayytn gcngtncayg gncayt ggga rgqf(qqlﬁg@,rl(,-;ggo SS
gaygargara arttyggngg ngcngcngay ytnggngtng argarccnng naaygcnwsn 3
ytncargcnc argtngtnyt nwsnttycar gcntayggna cngcnngntg ygtnytnytn 420
gargtncarg tnccngcngc nytngtncar ttyggncarw sngt nggnws ngtngt ntay 480
60t Z uo~ubbA~b OO Z ubbua5ubbu aaubbuabub 5uocaubbu~6 ubbubwubbu aauabusnua
~ubbuaauaa SS O-QZ ~~a~~~~p~u smA~6u~~ua 6uaaz-~au~~ uabubwusnu ~6z~az~bua
bubwzs6a~ag286¢c Wrgudyibbtl LS dad yRUbYE 382 v oZ redl Tadaduk bhaly Cribzz-Ae
buaau~Ax~andpSs&7 G EuUSIU@ad Il Bys-Asp Axpavall +eu dubne A6y~ Bug aou~buaSA~
bua~~~au~A 09880 u~~ubw C~b~ ~~34p-uabu6 bu~bA~~uxn ubbuaauabu bwubbz~au~
~L~~~2buaa Sfi 008t u~~u~b~b~u snmu~Ausnmua buSwA~~ua6 A~b~~auaau bb~2auabub
buaaubbus rf<9~E£C FREUIAT-23BT 39RUE“hIFES SSHuSTR-IFLE 223 56T aﬁﬁagiﬁf Bﬁﬁaal}%?&~
~U~~U~~U-~ bG gft° L‘f’lBuAElfuBBﬁ ngz%%&éwCYFcﬁlaaEg E\Lﬁﬁ'\}\’i BhweEa UaR~ X§1~~~bb ua
bu~buaaubb’ @79t z~auabusmu “<z~bubwub WusnB5-t~~ A~Su~ buabu ~Bubvvu ~Aua
2u=~10a-bs NSt esuallisgl Aluseliabut. bushyseutL s she el siyeb oy
busm-e~ua-rre 90stLed~ribsHARY saRLDWEbbR wtaltaGlaba kb hds Nl 12bApbzaaz~
~U~~u~~ubw t u~~bb~ubbx issuab~~aA~ 5x~~zeew~~ u~~u~~u~EU zesusnmu~~ua

6uabuabA~~ 08Et u~~u~~6~u abu~~5b~u~ 6u~~uabbb~ ubwz~E~~au ~s~s~z~~~~
b6~~uaa~b~tay ¥ cEe ¢rEh S8 rEtgucabibhgder Crg EgtetabBis- cga~taegasr CLET6

b~x s &UbbusT¥x Leiy Lep &b 260 ZPuzphu SepClg Gl Chb S-S LOdEBUABP ubwia~usnu
abxe~usnua au~r ~usnud¥ Sz oozt ~b ~ub"t9|5‘srm aax ~bu~~I u&*Br ~b~u~r Cusm

ubuuC22r ~~ ~ " ~~U~S~1 ~
~Luaau66u~~§ %H %} é@l cta gcc 1%9;1(5 ag gzga ta; %gg~ga£ l11.524:
snmusnopl ~~u~"6~1"~Qhysbua~ u~ b |~ z~ rru~~Cua auge~bu~A
uoaz~ar C6~u aor CE6ubbub buaauabubw bb~~6 ~u~~iu a6uabzpbua 6uaau~~usm 096
~b~ uaauabiayayctgg@dﬁbtctm@zc@yy&mum_ﬁuﬂcém drau 4 ywugectbyadz ~abie- Sl
006 * u~~E~zka~Ero-aus balawliau AXbRab lbw AG~Sym aeb lieu~RR--Alashiz Ala-busm~Cpb 0
fib ypaz~6u~. 48U aab6~u~b. zs otpS~-eAb~u~~i r~b~uetdu~bu ~~sbua~~i ~e
a~i ~~t~~ua~e 08G u= pu ~sxuau aau55ua u~ ~C~~x~~A~a bb ubwuaaz E~uaauaaub
bz-au bz-oL ) UG-ty UL B DR e e tlonu-
bu~I LT. ~au :tg p@@ Z2ST séu‘ﬁé“ “puadtis ~ U0
b~~i 6~usnmuo ou~~eusm-I ps 0095 bb~u~ba~bu ~~uEbu6wA6 ~r ~~buoou~~C z~ax~oua~~I
sa~C3QU~AzZsygbgre 2t ~4 By igacdgth W ary Yo Ay tteNBb: wdg ateWigd Zbssmubou
yLuabuobz-awer~CerARu~ilydbcOh Asp Val Arg Ser Gly Ala Ala Ala Arg Gly Arg

465 470 475

gcg get ctg cte cte tac tca gec gat gac teg ggt ttec gag cgc ctg 1716
35 Ala Ala Leu Leu Leu Tyr Ser Ala Asp Asp Ser Gly Phe Glu Arg Leu
480 485 490

gtg ggc gcc ctg gcg teg gec ctg tge cag ctg ceg ctg cgec gtg gcc 1764
Val Gly Ala Leu Ala Ser Ala Leu Cys Gln Leu Pro Leu Arg Val Ala
40 495 500 505

gta gac ctg tgg agc cgt cgt gaa ctg agec geg cag ggg ccc gtg get 1812
Val Asp Leu Trp Ser Arg Arg Glu Leu Ser Ala Gln Gly Pro Val Ala

510 515 520
45
tgg ttt cac geg cag cgg cgc cag acc ctg cag gag ggc gge gtg gtg 1860
Trp Phe His Ala Gln Arg Arg Gln Thr Leu Gln Glu Gly Gly Vval Vval
525 530 535 540
50 gtc ttg ctc tte tect cce ggt geg gtg gecg ctg tge age gag tgg cta 1908
Val Leu Leu Phe Ser Pro Gly Ala Val Ala Leu Cys Ser Glu Trp Leu
545 550 555

cag gat ggg gtg tecc ggg ¢cc ggg gcg cac ggc cecg cac gac gec tte 1956
55 Gln Asp Gly Val Ser Gly Pro Gly Ala His Gly Pro His Asp Ala Phe
560 565 570



LOL9i/1Csfl/,L~d 8~06/10 OMS WO 01/90358 PCT/ USQOLl/ 1G/G7 17 Rodent,
e.g., nouse, enbodinent (see SEQ ID NO 10 and 11). Predicted signal
sequence weirhgRsed, but may vary by a few positions and degepgifigeipon cell
type. 5 ccaaatcgaa agcacgggag ctgatactgg gcctggagtc caggctcact ggagt gggga
60 agcatggctg gagaggaatt ctagcccttg ctctjgtccca gggacacggg gctgattgtc 120

agcaggggcg aggggtctgc ccccccttgg gggggcagga cggggectca ggecctgggtg 180 10
ctgtccggca cctggaag atg cct gtg tcc tgg ttc ctg ctg tcc ttg gca 231 Met Pro

Val Ser Trp;Phec LEY ag8Ttdeflr NAR do £x10:ief G c CGhogtg gtc
gtc tct Ct&@%a% gé\gsairgcsléagagél%gzﬁr%i o ﬁ’%eﬁ%%%&s EggVal Val Val
5er Leu Gu Arg L=s Met Qu Pro -3801 1 5 cag gac ag$ gca cgc tgc tct cta
ggc ctc tcc tge cac ctc tgg gat 327 A n Asp Thr Ala Arg Cys Ser Leu Gy Leu
Ser Oys Hiscdegcays Pap 920 ¥ 460 zec% g3 agugeict €t¢ gecctep ge¢ ggasage ctc
cag tct gcﬁr%@éyg'ifé‘ Bt Ve¥ 5@ lansigs\Vatle PeRy A(B?qu_UeBe‘PrPBSC?JSP 8% Leu @ n Ser
Ala Pro Gly PP3°25 30 35 gtg cP® gtg cct acc cg ctg cag acg gag ctg gtg
ctg agg t 423 yal teuYal Pro Thr, U@ DI Al 'f § Valodeu Arg
O/ oo 40075 5D %ﬁa g ARYAEE an0aFart 990 A Tﬁ tedt fr gtg g gtc
cac ttg gcged71l G n Lys Thr61/55p S Ala Leu s&¥s Val Arg Va Val His Leu
Ala 60 65 70 gtg cat ggg cac tgg gca gag cct gaa gaa get gga aag tct gat
tca 519 35cAAlctbl ©aGhyc Mits chigpgdd @ycl etgPedy Gay fdtlcdd ycd yod st Seridsp Ser

75 80 85 g@ln ceu magAgadhecicuagly @de ucCimiclotRrocagy géde Baglgdg gtg ctce

567

115
20

25

30

35

40

45

50

55

cca gcc ctg gat
Pro Ala Leu Asp

655

cgc ggg gtg gga

Arg Gly val
670

taaataaagg

PR

Glu

640
agc

Ser

cca

Gly Pro

cagacgctyg

tac ttc
Tyr Phe

999 gcg
Gly Ala

[l

cat
His
660
gga

Gly
675

CC tac ccc atc

BRI B e

645

cce ccg ggg
Pro Pro Gly

cet ggg gcg
Pro Gly Ala

Gu Leu G n Qu Ser ¢AFg Asn Ala Ser B84 G n Ala G n Veis val
95 100 45 tcc ttc ca

615 Ser Ph§ ‘izgﬁgpffg tgj.; accﬁ%tgqm

650

acn tcc
Xaa Ser
665

ggg gac
Gly Asp
680

gcg ccyg
Ala Pro

gga
Gly

ggg act
Gly Thr

el

Leu 40 90
c cag
%05 210

2244

2289

2308

MPVPWFLLSLALGRSQWILSLERLVGPQDATHCSPGLSCRLWDSDILCLPGDIVPAPGPVLAPTHLQTELVL
RCQRETDCDLCLRVAVHLAVAGHWEEPEDEEKFGGAADLGVEEPRNASLQAQVVLSFQAYPTARCVLLEVQV
PAALVQFGQSVGSVVYDCFEAALGSEVRIWSYTQPRYEKELNHTQQLPDCRGLEVWNS ITPSCWALPWLNVSA
DGDNVHLVLNVSEEQHFGLSLYWNQVQGPPKPRWHKNLTGPQIITLNHTDLVPCLCIQVWPLEPDSVRTNIC
PFREDPRAHONLWQAARLRLLTLQSWLLDAPCSLPAEAALCWRAPGGDPCQPLVPPLSWENVTVDVNSSEKL
QLOECLWADSLGPLKDDVLLLETRGPODNRSLCALEPSGCTSLPSKASTRAARLGEYLLODLQSGQCLOLWD
DDLGALWACPMDKY IHKRWALVWLACLLFAAALSLILLLKKDHAKGWLRLLKQDVRSGAAARGRAALLLYSA
DDSGFERLVGALASALCQLPLRVAVDLWSRRELSAQGPVAWFHAQRRQTLOEGGVVVLLFSPGAVALCSEWL
QODGVSGPGAHGPHDAFRASLSCVLPDFLQGRAPGSYVGACFDRLLHPDAVPALFRTVPVFTLPSQLPDFLGA
LOQPRAPRSGRLOERAEQVSRALQPALDSYFHPPGTSAPGRGVGPGAGPGAGDGT .

Reverse translation of primate, e.g., human, DCRS7 (SEQ ID NO: 9):

atgecengtne
ytngarmgny
ytntgggayw
ytngcnecna
gayytntgyy
gaygargara
ytnecargcne

gargtncarg

cntggttyyt
tngtnggnecc
sngayathyt
cnecayytnca
tnmgngtngc
arttyggngg
argtngtnyt

tneengengc

nytnwsnytn
ncargaygcn
ntgyytnecen
racngarytn
ngtncayytn
ngcngengay
nwsnttycar

nytngtncar

genytnggnm
acncaytgyw
ggngayathg
gtnytnmgnt
gengtnecayg
ytnggngtng
gentayccna

ttyggncarw

gnwsncartg
snccenggnyt
tncengence
gycaraarga
gncaytggga
argarcenmg
cngenmgntg

sngtnggnws

gathytnwsn
nwsntgymgn
nggncengtn
racngaytgy
rgarccngar
naaygcnwsn
ygtnytnytn

ngtngtntay

60

120

180

240

300

360

420

480



gtg

Al a

ttt

Cys
aag
Pro

cag
Cys
gtg
Thr
gac
Ser
ttg
Tyr
ctg
Pro

ccc
Asp
gac
Phe d
ccc
Arg

agc
Trp
tct
Asp
t 6t
Phe

tgg
Lys

%t
S
15
20
25
30
35
40
45
50

55

ccc
Lef®

get gac ctg
Leu Val

t WO 619%3%39

dn

u Ala Ser

agg tac cag
Tyr
01/ 90358 PCT/ USQOL/ 16767
tgc tgg 807 Pro

|79, 125.480

A n Lys

ca gat dggt

oS
acnytnaayc
gaywsngtnm
tggcargeng
wsnytnceng
yvtngtnecene
carytncarg
ytngaracnm
acnwsnytne
gayytncarw
tgycenatgg
ttygcngeng
mgnytnytna
vtntaywsng
tgycarytnc
ggncengtng
gtnytnytnt
wsnggnceng
cengayttyy
yvincayceng
carytnceng
cargarmgng
ccnecenggna

gayggnacn

gtg
Pro
get

Leu
aaa
Au

cag
Gy
agt
Ay

gag
Leu

gac aa

R

ayacngayyt
gnacnaayat
cnmgnytnmg
cngargcngc
cnytnwsntg
artgyytntg
gnggnccenca
cnwsnaargc
snggncartg
ayaartayat
cnytnwsnyt
arcargaygt
cngaygayws
cnytnmgngt
cntggttyca
tywsnccngg
gngencaygg
tncarggnmg
aygengtnece
ayttyytngg
cngarcargt

cnwsngcencce

cct ggt cag tcc
dn Ser Val
ctt ggg get gag
Ala du Val
ctc aac ctc
Asn Leu Thr
18 cct gac tgc agg ggt ctt gaa gtc cgg gac agc atc
Asp Cys Arg Ay Leu G u Val

ai’&cn%én%\p

dy

Adn
ca

98k hgdr g‘lemgéat%Q

gfc ctt ctg 8
G YayAaRadie a¥alnab Gt Lyaanée&éai%&n&%a@eagﬁggg@ﬁt
agc ttc tta ctg tac ctg 903 Thr
Leaayivenather cheant208y 206020 c? Ityge titaage atiisogoeg
tac aaa aac ctg act 951 Arg
AsBENCEYY g CDYSYS" IUBNRFISE (P E B T OB B
[le Thr

Pro dn

Pro Val
Asn

5 Val

Leu Asp Val

Val

atc
Ser
ctg
155

é%rsQE

Ser

Pro Asp Al a

Leu Asn

rcecnmgntgg cayaaraayy tnacnggncc

ngtnecentgy
htgyccntty
nytnytnacn
nytntgytgg
ggaraaygtn
ggcngaywsn
rgayaaymgn
nwsnacnmgn
yytncarytn
hcayaarmgn
nathytnytn
nmgnwsnggn
nggnttygar
ngengtngay
ygencarmgn
ngcngtngen
ncencaygay
ngcneccnggn
ngenytntty
ngenytncar
nwsnmgngen

nggnmgnggrn

yEntgyathe
mgngargayc
ytncarwsnt
mgngecnceng
acngtngayg
ytnggncceny
wsnytntgyg
gcngenmgny
tgggaygayg
tgggcnytng
ytnaaraarg
gcngengenm
mgnytngtng
ytntggwsnm
mgncaracny
ytntgywsng
gcnttymgng
wsntaygtng
mgnacngtne
carcenmgng
ytncarccng

gtnggnccng

argtntggcc
cnmgngenca
ggytnytnga
gnggngaycc
tnaaywsnws
tnaargayga
cnytngarcc
tnggngarta
ayytnggngc
tntggytnge
aycaygcnaa
gnggnmgngc
gngenytngce
gnmgngaryt
tncargargg
artggytneca
cnwsnytnws
gngentgytt
cngtnttyac
cnecnmgnws
cnytngayws

gngenggnec

gtg ggt tct gcg gta 663 Val
Ser Ala
gta cag
Ile Trp
cag cag
A@n Leu

120 125 130 135

t Ph
L
759 55 Tyr Thr

160 165 WO

Leu Asn Val

@é&gﬁﬁﬁgéago gag
Gu Gu dn Asp
gednggeaayxct€0 aaa
Leu Lys Ser Leu
PraytgaracdéC aca

néé&alﬂgtﬁA%Qol'eu

nytngarccn 840

ycaraayytn 900

ygcncentgy 960

ntgycarccn 1020

ngaraarytn 1080

ygtnytnytn 1140

nwsnggntgy 1200

yytnytncar 1260

nytntgggen 1320

ntgyytnytn 1380

rggntggytn 1440

ngcnytnytn 1500

nwsngcnytn 1560

nwsngcnear 1620

nggngtngtn 1680

rgayggngtn 1740
ntgygtnytn 1800
ygaymgnytn 1860

nytnccnwsn 1920

nggnmgnytn 1980
ntayttycay 2040
nggngenggn 2100

2109

Pro
50

Asp
acg

Lys

Arg Asp Ser Tle @ n Ser
&t ch&%%n&&g s¢bC aat

Ser
cag
Phe
tcc
Trp
gac
Val



tgc att
Ile An
ccec ttce
Phe Arg
ctg cgg
Arg Val
ctg ccg
Pro Gy
cag cca
Pro Leu
caa gat
Asp Phe
acc tgg
Trp Gu
ccec ttce
Phe S
aac gﬁa
Thr Ser
atg gcc
Al a Ser

gga dag
Au Qu

cag gtg tgg tcg cta gag cca gac tct gag agg gtc gaa ttc 1047 Cys
Val Trp Ser Leu Qu Pro Asp Ser Qu Arg Val Gu Phe 250 255 260 tgc
Ced Bpdyzgat ccc ggt gca cac agg aac ctc tgg cac atgcéa%ﬁ Pro
Gu Asp Pro Ay Ala H's Arg Asn Leu Trp Hs Ile 26 é gcc agg
gta ctg tcc cca ggg gta tgg cagqgta gat gcg cct 1143 Ala Arg Leu
Leu Ser Pro Ay Val Trp An Leu p Ala Pro 280 285 290 295 tgc tgt
ggc aag gta aca ctg tgc tgg cag gca cca gac cag 1191 Cys Cys Leu
Ly al Thr Leu s,.Trp 4 q,As 00 .305 310 agt ccc tgc
ot i e sttt <S&€i§ﬁ§§a NEE (P el
vafrd thd’ Phmaayarppy2 EhposyEnsaoy dagendigy ppoacell 896 355 gt g aat gag cca

tto.£adc a a i lCo cMal Rpo Gln
TR ERe P EN SR TR R T

gagg@rggiid gegehdahgt GRag@gth g ctt g ck33qudayscdy gbdnt¥atc Sep Thr
Lys Val Gdn Leu Adn Ala Cys Leu 345 3S0 355 tgg get gac tcc ttg ggg
aagogralbogRe aggegtetyce tacacepiyog ApItSSBTTr padivacsp aSertabets @AY Pro
Asp Asp Met Leu Leu Val du 360 365 370 375 atg aaa acc ggc _ctc aac
t CEFHCITG CQE%QWE; 5°"cc,969§% iﬂ%lttl?/b‘ftgl_g@ﬂﬁc 5}3/ ggéu %5?1 Asn

Val Cys Ala Leu G U R 6T sePt 388 G0 YYEeT gt atd éf% ctg ccc agc
tcc acg aga get get cgc ctg 1479 Ay s Thr Pro Leu Pro Ser Met
Th&{@geﬁég% Ah@ AtOglfle3%ecH 409 gagVWRDLLEYAISBRLTLYS0L,46767 19
gagetl [y Cig B3R F3CvLl @aTdR1It €& €36 NalatPheatr@prCcatu ¢bg 1527 Ay
Leu Leu G n Asp Phe Arg Ser Ha @ n Cys Met A nsLeu 410 415 420 5

10 15 20 2S 30 35 40 45 50 55 tgg aac gat gac aac atg gga tcg cta tgg gcc

tgc ccc
Pro t
tgc a
Leu Leu

25

30

35

40

45

50

55

at gagaecaRry 459 3°9Fr pIcAsSat RSP JEP cAGFCeRbtICeyc S Ll 97Fp AR& Cys
AsBl1 PEP 4B ARp AFg5CsaEeRtieUcRHY &8y Séﬁccbfsgﬁlgtlt?uc?ﬁ gfR tgg ctg gcc
ctc ttg 1623 Tyr Ile H's AFa Arg Trp Val Led@®val Trp Leu Ala Cys

Leggt gac gtg cte tge ctg cct gga agc ctc cag tct gecc cca gge cct 375
Gly Asp Val Leu Cys Leu Pro Gly Ser Leu Gln Ser Ala Pro Gly Pro
25 30 35

gtg cta gtg cct acec cge ctg cag acg gag ctg gtg ctg agg tgt cca 423
Val Leu Val Pro Thr Arg Leu Gln Thr Glu Leu Val Leu Arg Cys Pro
40 45 50 55

cag aag aca gat tgc gcc cte tgt gtec cgt gtg gtg gtc cac ttg gec 471
Gln Lys Thr aAsp Cys Ala Leu Cys Val Arg Val Val val His Leu Ala
60 65 70

gtg cat ggg cac tgg gca gag cct gaa gaa gct gga aag tct gat tca 519
Val His Gly His Trp Ala Glu Pro Glu Glu Ala Gly Lys Ser Asp Ser
75 80 85

gaa cte cag gag tct agg aac gcc tct ctc cag gee cag gtg gtg cte 567
Glu Leu Gln Glu Ser Arg Asn Ala Ser Leu Gln Ala Gln Val Val Leu
90 95 100

tece ttec cag gece tac cce ate gee cge tgt gee ctg ctg gag gtc cag 615
Ser Phe Gln Ala Tyr Pro Ile Ala Arg Cys Ala Leu Leu Glu Val Gln
105 110 115

gtg ccc gect gac ctg gtg cag cct ggt cag tec gtg ggt tct geg gta 663
val Pro Ala Asp Leu Val Gln Pro Gly Gln Ser Val Gly Ser Ala val
120 125 130 135

ttt gac tgt ttec gag gct agt ctt ggg gct gag gta cag atc tgg tcc 711
Phe Asp Cys Phe Glu Ala Ser Leu Gly Ala Glu Val Gln Ile Trp Ser
140 145 150

tac acg aag ccc agg tac cag aaa gag ctc aac ctc aca cag cag ctg 759
Tyr Thr Lys Pro Arg Tyr Gln Lys Glu Leu Asn Leu Thr Gln Gln Leu
155 160 165



440 445 450 455 get gcg gcg ctt ttc ttc ttc ctc ctt cta aaa aag gac cgc agg
aaa 1671 Ala Ala Ala Leu Phe Phe Phe Leu Leu Leu Lys Lys Asp Arg Arg Lys
460 465 4 C cgt ggc tcc cgc acg gcc ttg ctc ctc ¢ gac gga
1719 Al a gﬁ?’é%y Ser Arg Thr Ala Leu Leu Leu His Ser %C’P/ggmglgm

480 4B5 gcg ggc tac gag cgc ctg gtg ggagca ctg gcg tcc gecg ttg age cag
1767 Ala Ay Tyr Qu Arg Leu Val Ay Ala Leu Ala Ser Ala Leu Ser Gln 490
495 500 atg cca ctg cgc gtg gcc gtg gac ctg t gg agc cgc cgc gag ctg agc

1815 Met Pro Leu éﬂg q: rLp Ser AL gL 505
cct_gac a c t acla atc ¢
510 515 gcgrgg %13 i%g% Ifémﬁgé%cai c&E at'c ‘ctg
1863 Ala H's (ﬂ 1a Trp Hs Hs Gn AgggArg Arg IlTe Leu 520
525 530 535 cag gag ggt ggc gtg gta atc ctt ctc ttc tcg ccc gcg gcc gtg gcg
1911 & n Ghte @ty &doy t¥alctVakat beg et heu gRPheydbegadmat Aitar Ata cal Alsa 540
545 550 cayal geucky Cay legghwot FatafprcThr ¢ap Glyargt gsygafprlcdbeu dgg ccg cat
1959 A n Cys @A A@n Trp Leu GA%Leu A n Thr Vat®d u Pro Ay Pro H's 555
560 565 gac gcc ctc gcc gcc 28 ctc a gg gtg cta ccc gat ttc ct g.C
2007 o ALSE 56G Bt £ s %@ %ys b el e e 570
575 580 996, rdﬁud¥ﬁ q2c Gac; ac & §6% Ac* gdg ctg ctg
2055 dvy Arg Ala Thr Ay Arg yr Val Gly Val yr Phe Asp Gly Leu Leu 585
590 595 caggeCRadftc L6y HhIgOCCrt CaaCllk th§ CRC LM GafClallly Gk tigBat CC
2103 Hi s Preg Asp 2ar pValaspr mSeeuRe £he 1AL grodatyAllgs Pt Lew TRie Ser 600
605 @30 615 ctg ccc tcg xag ctg ccg get ke ctg gat gca cegocag gga ggc tgc
2151 Leu Pro Ser A n Leu Pro Ala Phe Leu Asp Ala Leu dn dy Ay Cys 620
625 630 996 AFhbtAgaBAXrAtthaet (Lo ARGacTF~ECBBAC 228 IBB-SF6HHB FtaausVBy Cu~
bubwu~r Lubf0FECu@BuAsndds By Lrespu suhn Aube Jaari=o%6%¥S e Bw~C~~uaa~Lb
~~~~zg6u~b COfi re ubwZZbusmA ~buaa. zebt®™ ~Lusmbb~u~b x¥&u~~Ab~u
~~i 1 Lb~uaayz. Qur-GCodlas,S3. 08 XS UL Rl :-;1 T Q&@%‘EQbU%om
uyGC~~a~e~Ly £ @wf’A%%’Jm?g S Bzl X sbLAAu T %:u Ghe~U~AU~. ~i ~~
usm-L~~~L~6z ~oa~#so~bus nu~bA~ u~r£es0S p9g ua u~Xu=s ~bA~e~~~5ub
br L~bua~usM u~SA~t u~r Cb 6~uaau~. rl u~ bbb~~i 6~usM

25 tge cce ttec cgg gaa gat ccc ggt gca cac agg aac cte tgg cac ata 1095
Cys Pro Phe Arg Glu Asp Pro Gly Ala His Arg Asn Leu Trp His Ile
265 270 275
gce agg ctg cgg gta ctg tce cca ggg gta tgg cag cta gat gcg cct 1143
30 Ala Arg Leu Arg Val Leu Ser Pro Gly Val Trp Gln Leu Asp Ala Pro
280 285 290 2958

tge tgt ctg cecg ggc aag gta aca ctg tge tgg cag gca cca gac cag 1191
Cys Cys Leu Pro Gly Liys Val Thr Leu Cys Trp Gln Ala Pro Asp Gln
35 300 305 310

agt ccc tgc cag cca ctt gtg cca cca gtg cce cag aag aac gcc act 1239
Ser Pro Cys Gln Pro Leu Val Pro Pro Val Pro Gln Lys Asn Ala Thr
315 320 325
40
gtg aat gag cca caa gat ttc cag ttg gtg gca gge cac cce aac ctc 1287
Val Asn Glu Pro Gln Asp Phe Gln Leu Val Ala Gly His Pro Asn Leu
330 335 340

45 tgt gtc cag gtg agc acc tgg gag aag gtt cag ctg caa gecg tgc ttg 1335
Cys Val Gln Val Ser Thr Trp Glu Lys Val Gln Leu Gln Ala Cys Leu
345 350 355

tgg gct gac tec ttg ggg ccc ttec aag gat gat atg ctg tta gtg gag 1383
50 Trp Ala Asp Ser Leu Gly Pro Phe Lys Asp Asp Met Leu Leu Val Glu
360 365 370 375

atg aaa acc ggc ctc aac aac aca tca gtc tgt gec ttg gaa cce agt 1431
Met Lys Thr Gly Leu Asn Asn Thr Ser Val Cys Ala Leu Glu Pro Ser
55 380 385 390

ggc tgt aca cca ctg ccc age atg gec tee acg aga gect get cge ctg 1479
Gly Cys Thr Pro Leu Pro Ser Met Ala Ser Thr Arg Ala Ala Arg Leu
395 400 405
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u-5 ~ab 6~%ag6¥:a§t6g'~ a6g ta~gE 9~a 86~ aab a~~ g%:sg gag ccc ggg ccg cat 1959
Gln Cys Gln Gln Trp Leu Gln Leu Gln Thr Val Glu Pro Gly Pro His

40 555 560 565

gac gcc cte gce gee tgg cte age tge gtg cta ccc gat ttec ctg caa 2007
Asp Ala Leu Ala Ala Trp Leu Ser Cys Val Leu Pro Asp Phe Leu Gln

570 575 580
45
ggc cgg gcg ace gge cge tac gte ggg gte tac tte gac ggg ctg ctg 2055
Gly Arg Ala Thr Gly Arg Tyr Val Gly Val Tyr Phe Asp Gly Leu Leu
585 590 595
50 cac cca gac tet gtg cec tee cecg tte cge gte goe ceg cte tte tee 2103
His Pro Asp Ser Val Pro Ser Pro Phe Arg Val BAla Pro Leu Phe Ser
600 605 610 615

ctg cce tecg cag ctg ceg get tte ctg gat geca ctg cag gdga ggc tgc 2151
55 Leu Pro Ser Gln Leu Pro Ala Phe Leu Asp Ala Leu Gln Gly Gly Cys
620 625 630



5- Or- 5T ~~A xus and and T~L~ xaS s~~ naZ ut~ naZ dxs oad 2Z~ ~ay~ TTT orb
bae ~~~ o~~ orb aa~ ab~ a~a 6~a bra 6b~ baa aab 6~~ aabbaaaba 09 ba6at66b~ab

b~aabbo~a Fhsmiabbbb aabbabbbab aa6~aa6bba a~uobaaaao - adsgyyddiAgseH0dn
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~Eau~§ ~u~rgad 663-C36~tce-gccwtGUEUadc tot UL 6btl aaauediu busl lydexaatl~. 2249 0 0 8
T ~abuaau-alaCleu@rg6Sarshlalteu| Sp~gabab Thr-Femlsesbier Sauwahlaubdtiua

ax~bu~. S5uas O-GT é5&pau~~i . z~au ~r F®b~a~ax~ a~L6~x~@afa5 u~buabuabu
aausm~C~~u~ ~u-~ AU~au ~b SZ 089T u~bubbu6bx ~6x~ou~~u~ aubwubwu6bw

xEa~Caar L Ctg-c gaa gﬁ% ~?16<'" CB%I Gowus 2292
nb6~u~~Lr % G%u C%,% ™ g@a%rsorré jgg “u&BUsiiabu yCua6ubbu~
bu~~I u6vvzab ~s u56ua6u bbAa6uabus nrsau~~l u~R 005T u~~i uabua~u

bwus mubbub: Aad aburB Z e gbyteu=£a6. z as. zasu~Au~ AuyGL~~~C~~ O ~i ~Ta314
~~~u~~uabu a6ua5u~AuyLu~r Cr C6~ua6 u~~i 6b~u~6u ~r ~u~6b6~ub wubw~i aau~~ ST 08
T ~pt3' s~ WHELABLGHHPUAY BEELIEPONTARASDBIBaNOEBERTLSISASDRSAHHP VE(PTRLOTFANEE
QZET ~b~z SREPRETP BRUGRVIVEEAVESHIA R E MCKRDPELOESBNAI OB VIV LS FQAYRIA A PAIA EBUGRARA ~US M
09ZT uab6~‘&?§%VG§QMEQC€@A%EVQ{WEW@W%&QWR@F‘@BWWLW%@GPNs ~C~~
00 ZT u~~C{i&8 B%‘T-_SEEQ%ESEL&%I%YEDW QRQWIELWLB&@CAQW}& %&EFCPFRE

R i f’%%z«s% S
~bzaaU~6r G xlsehict ARG HAHE Ok AI%“
zab~i pau~ %@@k@&&@cﬁs&ﬁs@ﬁ%ﬁﬂﬁ%v SHudidanAaidn %LDE&MQ?AAVMW zEa

r C-6uaauatoretipeGhpansn sV P sr ek XrdR v SShEL GEoE T pdrrd v TFOE, ¢ 2. pAMDATYO

01/ 903a8 RGESCISGERPAGRERVPEAIGCSELIBYTS SAFAPAGIEEADLGIGYULELt g tac aac atc acc ttc

aaa 2&at gac aat 255 Ala Ser Arg Asn Ser Ay Leu Tyr Asn Ile Thr Phe Lys Tyr
Asp Asn 35 40 45 5 tgt acc acc tac ttg aat cca gtg ggg aag cat gtg att get

gac gcc 30%evews traslatiqh of rogant, leey mnpe, PCRSYSEGYNOyd2H s Val Ile Ala Asp Al a

atgccngtnw sntggttyyt nytnwsnytn genytnggnm gnaaycengt ngtngtnwsn 60

30

35

40

45

50

55

ytngarmgny
ytntgggayg
vtngtnecna
gcnytntgyg
gargcnggna
gtngtnytnw
cecngengayy
gcnwsnytng
ytnaayytna
wsntgytggg
yvtngaygtnw
genytnaarw
acngayytng
gtngarttyt

mgnytnmgng

tnatggarcc
gngaygtnyt
cnmgnytnca
tnmgngtngt
arwsngayws
snttycarge
tngtncarcc
gngcngargt
cncarcaryt
tnytncentg
sngargarca
snytntggta
tnccntgyyt

gyccenttymg

tnytnwsnecc

ncargayacn
ntgyytncen
racngarytn
ngtncayytn
ngarytncar
ntayccnath
nggncarwsn
ncarathtgg
neengaytgy
gytnaaygtn
rgayttywsn
yvaaraayytn
ntgyathcar
ngargayccn

nggngtntgg

genmgntgyw
ggnwsnytnc
gtnytnmgnt
gengtncayg
garwsnmgna
genmgntgyg
gtnggnwsng
wsntayacna
mgnggnytng
wsnacngayg
ttyytnytnt
acnggnecnc
gtntggwsny
ggngcncaym

carytngayg

snytnggnyt
arwsngcncc
gycecncaraa
gncaytgggc
aygenwsnyt
cnytnytnga
cngtnttyga
arccnmgnta
argtnmgnga
gngayaaygt
ayytnmgncc
araayathac
tngarccnga
gnaayytntg

cncentgytg

nwsntgycay
nggncengtn
racngaytgy
ngarccngar
ncargcncar
rgtncargtn
ytgyttygar
ycaraargar
ywsnathcar
nytnytnacn
ngtnccngay
nytnaaycay
ywsngarmgn
gcayathgen

yytncenggn

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960



50 55 60 10 cag aat atc acc atc agc cag tat get tgc cat gac caa gtg gca gtc

351 Gn Asn Ile Thr Ile Ser @n Tyr Ala Cys Hs Asp Gn Val Ala Val 65 70
75 acc at{yFéloessg tcc cca ggg gcc ctc ggc atc gaa ttc ctg (ggg7 99 1%
Thr Ile Leu Trp Ser Pro Ay Ala Leu Gy 21le du Phe Leu Lys y 5 90

ttt cgg gta ata ctg gag gag ctg aag tcg, gag gga aga cag ngc caa 447 Phe Arg
Val Ile Leu AQu GQu Leu Lys Ser Qu Ay Arg An Xaa G n 20 95 100 105 110
25 caa ctg att cta aag gat ccg aag cag ntc aac agt agc ttc aaa aga 495 A n

Leu Ile Leu Lys Asp Pro Lys A n Xaa Asn Ser Ser Phe Lys Arg 115 120 125 act
gga atg gaéa Cha&iRP e Gldyebbih ¢LohARR tcg%fl-?c 28358 9l addaThh 3 Y Met
A u Ser ro Xaa L‘gghy %\s I\/ét LyéIa i uc% gy%\spc 1%% 35140 30 tat ttc
gta agg tt@tﬂceﬁcatr_tat at &G gthéc abinA98a0aCn@ddyagdCeyatyiae %g&ﬁéay%esd/al Arg
Leu S8r Phe Ser Phe Ile Lys Asn Qu Ser Asn Tyr 145 150 155 cac cct ttc ttc
ttt aga acceregrytgecaygincgadt cwgndangad tmreamytoc pre8fc8PcHumpyRrotRhel4she Phe
Arg Thr Arg Ala Cys Asp Leu Leu Leu G n Pro 160 165 170 gae aat eta get tgt
aaa ccc tt%"nﬁ@bwsé‘é(gt%%ﬁtncéﬁbt aa@rwgasaéégﬁrtytewnﬁgﬁa%ﬁ FRAPgAPECy3°dys Pro
Phe Qp LysaP W rwgs tnt L ) ec4c‘)ﬂ %75 t180 c185 90 45 ag ccag &S ggc
tcg at Y EAG G °ILT FY% Ej‘%{‘é %58 YE G WA TEBY SEF ’&ﬁ’ﬁl %nGlly er Asp
Met G n Vaj, n§‘é£m<_f ecég%}%m 2rGat 97-31%2 Q20 Lidy 986t LSt tic
ttc tat ctt cac tac aag gl%%t éggng};ggaggzn ElAé)n y%hgm y Pha(e%/cA?ggytPhe Phe Tyr
Leu H s TyirdeWsydntUgdaesoblrda Ghiyalifor Mand@oS9 G@gyedifatt ffaydage50a3@mg acc
tgt d&g cag gag caa act aca gag atg 831 Ay Pro Phe Lys Arg Lys Thr Cys Lys
A n du d #chFRymdiny o@agghkyt 286nt230tR Isneaytag c-yguoeiue eddnytatyadt4Qtt tct
cca ggg gat tat ata att gag 879 5% Thr Ser Cys Leu Leu G n Asn VaI Ser Pro
g y ASF)-Ty?tﬂtpquqyetqu}a?zif FEaymgEHon aargengchm gnggnwsnmg nacngcenytn 1500
20 ytnytncayw sngcngaydg ngenggntay garmgnytng tnggngenyt ngcnwsngcen 1560
ytnwsncara tgcenytnmg ngtngengtn gayytntggw snmgnmgnga rytnwsngen 1620
cayggngcny tngcentggtt ycaycaycar mgnmgnmgna thytncarga rggnggngtn 1680
25
gtnathytny tnttywsncc ngengengtn gencartgyc arcartggyt ncarytncar 1740
acngtngarc cnggnccnca ygaygcenytn gengentggy tnwsntgygt aytnecengay 1800
30 ttyytncarg gnmgngcnac nggnmgntay gtnggngtnt ayttygaygg nytnytncay 1860
cengaywsng tncecenwsncece nttymgngtn gencenytnt tywsnytnce nwsncarytn 1920
35 cengenttyy tngaygenyt ncarggnggn tgywsnacnw sngcnggnmg nccngengay 1980
mgngtngarm gngtnacnca rgenytnmgn wsngenytng aywsntgyac nwsnwsnwsn 2040
gargcnccng gntgytgyga rgartgggay yvtinggncent gyacnacnyt ngar 2094
40
Table 3: Nucleotide and polypeptide sequences of DNAX Cytokine Receptor Subunit like
embodiments (DCRS8). Primate, e.g., human, embodiment (see SEQ ID NO: 13 and 14).
Predicted signal sequence indicated, but may vary by a few positions and depending upon cell
type.
45
cccacgente cgggccagea gogggeggcee ggggcegcaga gaacggcctg getgggegag 60
cgcacggee atg gec ceg tgg ctg cag cte tge tee gte tte ttt acg gte 11l
Met Ala Pro Trp Leu Gln Leu Cys Ser Val Phe Phe Thr Val
50 -15 -10 -5
aac gece tge ctc aac gge teg cag ctg get gtn gece get gge ggg tcce 159
Asn Ala Cys Leu Asn Gly Ser Gln Leu Ala Xaa Ala Ala Gly Gly Ser
-1 1 5 10
55
ggc cgc geg cng gge gec gac acc tgt age tgg ang gga gtg ggg cca 207

Gly Arg Ala Xaa Gly Ala
20

15

25

Asp Thr Cys Ser Trp Xaa Gly Val Gly Pro

30



WO 01/9U368 PCT/ USO1/ 16767 23 ctg gtg gat gac act aac aca aca aga aaa gtg
atg cat tat gcc tta 927 Leu Val Asp Asp Thr Asn Thr Thr Arg Lys Val Met H s

Tyr Al a Lerp ¢bfpsa60 265 270 5 aag cca gtg cac tcc ccg tgg gEFUBAG6SSC atc
aga gcc gtg gcc atc 975 Lys Pro Val His Ser Pro Trp Ala Ay I$ Ie Arg Al a
Val Ala Ile 275 280 285 aca gtg cca ctg-gta gtc ata tcg gca ttc gcg acg ctc
ttc act gtg 1023 10 Thr Val Pro Leu Val Val Ile Ser Ala Phe Ala Thr Leu Phe
Thr Val 290 295 300 atg tgc cgc aag aag caa caa gaa aat ata tat tca cat tta
gat gaa 1071 Met Cys Arg Lys Lys G n An du Asn Ile Tyr Ser His Leu Asp

Gu $ 305 310, %&S:Q%Oagégg@%ggt 6lo 980 14! ALEGACAd qgaa&tt %f@ gea kg cca
aga gag aggl kL9 aUnSelseSed1yCit S0k S8BT 110mEYEne s g Alg dkgu Pro Arg
G u Arg 320 32S 33 ctc cgg ccg Cgg ccg aag gtc ttt ctc tg@5tat tcc agt aaa
gat gfc 1167 Leu Arg Pro Arg Pro Lys Val Phe Leu Cys Tyr Ser Ser Lys Asp
Ay 335 3469t345c360@ 2& cag @&t ccagtgt ggnatg gtat gtx ataggdtgpadt tagcgecsdoBac ttce
ctc cag ga€yslZhs TYrnTys el ZsnVBro Akd Gt LyalHig elOfde PhHle Abm AIgr Phe Leu

A n Asp 355 360 365 t¥¢ tgt ggc tgt gaﬁ gtg get ctg gac®%tg tgg gaa gac ttc
agc 1263 30 Ph u Asp Leuy Gu Phe Ser
% i sreodte it B8 Speinbralood o Al Bt 3 oo oag
tcc 1311 Cys nArg al IeGISLs e Hs du Ser 3S
385 390 395 40 cag ttc atc att gtg gtt tgt tcc aaa ggt atg aag tac ttt gtg
gac 1359 Guéx Rhe ddtetdd acVatcaVabg Qes Sef gby atd yadekcloty dyd gBhe ab Asp
400 465 410hmageday aae ScacPaaalyddaabean gia gt Chgthegeewgyes 1y ggg aaa gga
1407 Lys Lys A8A Tyr Lys His Ly8SAdy Ay Ay ArgPdy Ser Ay Lys Ay 415
420 425 430 45 gag ctc ttc ctg gtg gcg gtg tca gcc att gcc aa aag ctc cgc
cag 1455 GFYt (a8 2t (FtYaY29A8 sl %gwaaacw i éu Afd dn
435 ﬁéo 44%h &C9a%y EoYy Lﬁ@tmt”cﬁ ‘fc,l‘t?ug@@; 585 cht cCHgéra Y £82 £ gcc gtc tac

1503“50 Al a’ ys Gln Ser Ser Qer Ala Ala Leu Lys Phe Ile a Val Tyr 450

455 460 caa ctg att cta aag gat ccg aag cag ntc aac agt agec ttc aaa aga 495
Gln Leu Ile Leu Lys Asp Pro Lys Gln Xaa Asn Ser Ser Phe Lys Arg
115 120 125
25
act gga atg gaa tct caa cct ttn ctg aat atg aaa ttt gaa acg gat 543
Thr Gly Met Glu Ser Gln Pro Xaa Leu Asn Met Lys Phe Glu Thr Asp
130 135 140

30 tat tte gta agg ttg tee ttt tec tte att aaa aac gaa agec aat tac 591
Tyr Phe Val Arg Leu Ser Phe Ser Phe Ile Lys Asn Glu Ser Asn Tyr
145 150 155

cac cct tte tte ttt aga acc cga gcc tgt gac ctg ttg tta cag ccg 639
35 His Pro Phe Phe Phe Arg Thr Arg Ala Cys Asp Leu Leu Leu Gln Pro
160 165 170

gac aat cta gct tgt aaa ccc tte tgg aag cct cgg aac ctg aac atc 687
Asp Asn Leu Ala Cys Lys Pro Phe Trxp Lys Pro Arg Asn Leu Asn Ile
40 175 180 185 190

age cag cat ggc tceg gac atg cag gtg tec ttec gac cac gca ccg cac 735
Ser Gln His Gly Ser Asp Met Gln Val Ser Phe Asp His Ala Pro His
195 200 205
45
aac ttec ggc ttec cgt tte tte tat ctt cac tac aag ctec aag cac daa 783
Asn Phe Gly Phe Arg Phe Phe Tyr Leu His Tyr Lys Leu Lys His Glu
210 215 220

50 gga cct ttc aag cga aag acc tgt aag cag gag caa act aca gag atg 831
Gly Pro Phe Lys Arg Lys Thr Cys Lys Gln Glu Gln Thr Thr Glu Met
225 230 235

acc agc tge cte ctt caa aat gtt tct ceca ggg gat tat ata att gag 879
55 Thr Ser Cys Leu Leu Gln Asn Val Ser Pro Gly Asp Tyr Ile Ile Glu
240 245 250



ttt gat tat tcc tgc gag gga gac gtc ccc ggt atc cta gac ctg agt 1551 Phe

Asp

Tyr

Sex Cys Au @y Asp Val Pro Ay Ile Leu Asp Leu Ser 465 470 475 55

acc aag tafp @dAs&iC atg gac aat ctt cct cag ctc tgt tcc ca,;cﬁg%lﬂigﬁ@ Thr

Lys Tyr Arg Leu Met Asp Asn Leu Pro G n Leu Cys Ser His Leu

485 490

WD 01/90358 PCT/ US01/167G7 24 cac tcc cga gac cac ggc ctc cag gag ccg ggg

cag
H s
agg
Asn
aac
Met
gtt
Pro
ttt

cac acg cga cag 1647 His Ser Arg Asp Hs Gy Leu @n QQu Pro Ay dn
Thr Arg A n 495 500 505 510 S 10 1S 20 2S 30 35 40 45 50 55 ggc agc aga
220 bRt ot BOE 230403 ga%asg% & Gipalac. g%@ G per g M0
Tyr Phg Yo - SEE g CED 2 GkG occ att tgc
atg cagsg:ag ttt at gacggag gag ccc gac 439 1743 Val Al azfbe Cys Asn
Hs @n Phe Ile Asp Gu Qu Pro Asp Trp 530 535 540 ttc gaa aag cag ttc
céc tteagakacgty cet tweacet gacgrct ey cgg dEf9dgPlyec Guy bys aG:n Phe Val
Phe Hi syPrgoPfad Ri® SeguPyy Jrolafgly 346 BB0AELBlgdfplcéba gile ttg gag aaa
gat tcg ggc ttg gtt 37a aat gat gtc 2889 Qu Pro Val B&u du Lys Phe
Ser d eu VaI Le Asn Asp Val 560 565 570 at tgc aaa cca g%% gct gag
gpe 0 it fheclr o eferidd ey B B 0 s
he CyS 1‘I’_eu L s ot gti, ggg gca acc gga
gcc gac tcc cag cac gag agt cag 1935 Ala VaI Leu Gly Ala Thr Ay Pro
Asp SekhtftdcHdr Ghy 267 c4d 22892004 605 el t80G2800ChHP gae Caavgac ggg
gCC cgmettClysgefy Cvé 1gaceygic1d 383 Mis r1Gk yryd yed etis Asfp BFmeAsp Ay GQu
ASg Pro Ala L=as Asp Ay 610 6180620 agc gcc gcelstg caa ccc ctg ctg cac
gtg aaa gcc ggc agc ccc 2031 Ser Ala Ala Leu A n Pro Leu Leu Hi's Thr
Lys Al §2G37°Seft PRD WSt%@cﬁﬁ%%gﬁg SﬂachE:‘E: Cégggég 288 gddlatc tat
tcg tcfYtgrcte £ed 78S Prﬁ@’ﬁ oAl,&r Arde Tyr Asp
Sgr Val Pr6°Ser 640 645 650°tcc gag ctg tct c g cca ctg atg gaa gga ctc
acg gagtg%ga&:ﬂ:} %&g7cc§e£aggg'ﬂc Lt%Lll. §€J tbgq:a@r Qccl:-%Bt I\@Ja @a&l ggcy HQ@7 Ser
Asp Glfled g pro Arg Pro Lys Val Phe Leu Cys Tyr Ser Ser Lys Asp Gly

335 340 345 350
25 cag aat cac atg aat gtc gtc cag tgt ttc gce tac tte cte cag gac 1215

Gln Asn His Met Asn Val Val Gln Cys Phe Ala Tyr Phe Leu Gln Asp

355 360 365

tte tgt ggc tgt gag gtg gct ctg gac ctg tgg gaa gac ttc age cte 1263

30 Phe Cys Gly Cys Glu Val Ala Leu Asp Leu Trp Glu Asp Phe Ser Leu
370 375 380

tgt aga gaa ggg cag aga gaa tgg gtc atc cag aag atc cac gag tcc 1311

Cys Arg Glu Gly Gln Arg Glu Trp Val Ile Gln Lys Ile His Glu Ser
35 385 390 395

cag ttc atc att gtg gtt tgt tce aaa ggt atg aag tac ttt gtg gac 1359

Gln Phe Ile Ile Val Val Cys Ser Lys Gly Met Lys Tyr Phe Val Asp

400 405 410

40

aag aag aac tac aaa cac aaa gga ggt ggc cga ggc tcg ggg aaa gga 1407

Lys Lys Asn Tyr Lys His Lys Gly Gly Gly Arg Gly Ser Gly Lys Gly

415 420 425 430
45 gag cte tte ctg gtg geg gtg teca gec att gecec gaa aag cte cgc cag 1455

Glu Leu Phe Leu Val Ala Val Ser Ala Ile Ala Glu Lys Leu Arg Gln

435 440 445

gce aag cag agt tcg tece geg geg cte age aag ttt ate gee gte tac 1503

50 Ala Lys Gln Ser Ser Ser Ala Ala Leu Ser Lys Phe Ile Ala Val Tyr
450 455 460

ttt gat tat tcc tge gag gga gac gtc ccc ggt atc cta gac ctg agt 1551

Phe Asp Tyr Ser Cys Glu Gly Asp Val Pro Gly Ile Leu Asp Leu Ser
s 465 470 475

acc aag tac aga ctc atg gac aat ctt cct cag cte tgt tce cac ctg 1599
Thr Lys Tyr Arg Leu Met Asp Asn Leu Pro Gln Leu Cys Ser His Leu
480 485 490



655 660 665 670 gaa acg tct tcc ctg acg gag agc gtg tcc tcc tct tca ggc ctg
ggt 2175 A u Thr Ser Ser Leu Thr Qu Ser Val Ser Ser Ser Ser Gy Leu Ay
675 680 6G\R G@3Hag gaa cct cct gcc ctt cct tcc aag ctc ct]ccf/%gmylg;mggg tca
2223 Au Qu Gu Pro Pro Ala Leu Pro Ser Lys Leu Leu Ser Ser 90
695 700 tgc aaa gca gat ctt ggt tgc cgc,ggc tac act gat gaa ctc cac gcg
2271 Cys Lys Ala Asp Leu Ay Cys Arg Ser Tyr Thr Asp Qu Leu H's Ala 705
710 715 gtc gcc cct ttg taacaaaacg aaagagtcta agcattgcca ctttagctgc 2323
Val Ala Prg lLey.7 22,01 /903;_38 2S S PCT/ Us01/ 11767 ! cctccctc tgattcccca
gt cat ct ccold § ﬁtzéaa S 9956 Ccatt L6 dadcdagas §§8°§ R aRaRt Galat i04a
gtgaaatgct4%ccagtact tgttcdqpcct tgccccaacc ctttaccgga tapcttgaca
aactctccaa ttttctaaaa tgatatggag ctctgaaagg 2503 catgtccata aggtctgaca
acagcdt gccoggaapt tggt boqglae ctdaggec tcgggagredg t25655c1 Agd tgeggeaggct agggaggaa
at at gt aaagGhadaadaggaradgahadtat gee dctaddrcays 262Gyl 8redgactew dyrt gagct ct ge
aaactttgcc tgtttgctat tgdétacctt gatttgadd® 2&83 gcttt gt géP aaaaggcact
tttaacatca ta%ég caga aatcaa tgc cagtctatct 2743 aat ccat ttgt attgca

gataapgttc ac ca ttt att gac ga ag ccc gac

P\/\?& cé% VKOVEBASINEG VRO TRV DRETTYL NPVGK
HVI ADAQNI TI SQYACHDQVAVTI LV\BPGALGI EFLK RVI LEELKSEGRQX I LKDPKQXNSSFKRTG Z0O
MESQPXL NVKEET RYEVRISSEST | HNESNY HRF RERTRACEEL LQRDNLAGKPRKPRNL Ny SQHESPMVS
FDHAPHNFGFRId- a1 biYisl €)= GRE KIRKT EKQRRE THIMT S LSRG | Az VBRT WEd RKVVHYALKP
VHSPWAGPI RAVAI TVPLIAW SAFATLFTVMCRKKGQENI YSHLDEESSESSTy TAAL PRERLRPRPKVFLC
Y SSKDGONHVNWQCFAY FL QDFCGCEVAL DLWEDFSL CREGQREW/I (KI HESQFI | WCSKGVKYFVDKK

NYKHKGGGRGIBKCGER I RZAYSAIGAE K RQAKOSS S AMISSPEF | AV YFIYY SEE@RVPER 1 BESTKYRE VDNL P
~S Glu Pro Val Leu Glu Lys Phe Asp Ser Gly Leu Val Leu Asn Asp Val

l,HSRDTi GEORPGOHTRQGSRRNYFREKSGRSL YVAI C]\IM—IQs—'TODEEPDV\FEKQ:VPFHPPPLRYREP

Q.Cs

VLEKFbSGLV

VKAGSPSDNPRLEE, VSV PRI 2L HOVE ST ond FooeSug Gebei kbl O L S5G0K
ADLGCRSYTDELHAVAPL. 30 Revesgpe transl ation afgsprimate, e, g., sbonan, DCRS8

(SEQ ID NO 1S): atggcnccnt ggytncaryt ntgywsngtn ttyttyacng tnaaygcntg
yyt n@8yggna60 988 signged \Hea (R BN gha TR gea gan geRrWSaY ggampagesn cagnggrlg@ﬁga
yacnt gycesﬁlﬂﬂ@lmu Gly Ala Thr Gly Pro Ala Asp Ser Gln His Glu Ser G

595 600 605

cat ggg ggc ctg gac caa gac ggg gag gcc cgg cct gee ctt gac ggt 1983
30 His Gly @ly Leu Asp Glmn Asp Gly Glu Ala Arg Pro Ala Leu Asp Gly
610 615 620

agce gcc gec ctg caa ccc ctg ctg cac acg gtg aaa gce ggce agce ccc 2031
Ser Ala Ala Leu Gln Pro Leu Leu His Thr Val Lys Ala Gly Ser Pro
35 625 630 635

tcg gac atg ccg cgg gac tca ggc atc tat gac teg tet gtg cece tea 2079
Ser Asp Met Pro Arg Asp Ser Gly Ile Tyr Asp Ser Ser Val Pro Ser
€40 645 650
40
tcec gag ctg tet ctg cca ctg atg gaa gga ctec teg acg gac cag aca 2127
Ser Glu Leu Ser Leu Pro Leu Met Glu Gly Leu Ser Thr Asp Gln Thr
655 660 665 €70

45 gaa acg tet tece ctg acg gag age gtg tec tece toct tea gge cktg ggt 2175
Glu Thr Ser Ser Leu Thr Glu Ser Val Ser Ser Ser Ser Gly Leu Gly
675 680 685

gag gag gaa cct cct gec ctt cect tec aag cte cte tet tet ggg tea 2223
50 Glu Glu Glu Pro Pro Ala Leu Pro Ser Lys Leu Leu Ser Ser Gly Ser
690 695 700

tge aaa geca gat ctt ggt tge cge age tac act gat gaa ctc cac gcg 2271
Cys Lys Ala Asp Leu Gly Cys Arg Ser Tyr Thr Asp Glu Leu His Ala
55 705 710 715

gtc gcc cct ttg taacaaaacg aaagagtcta agcattgcea ctttagctge 2323
Val Ala Pro Leu
720
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snttywsntt
gygayytnyt
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cnggngayta
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nttyttytay
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ttymgngtna
aargayccna
vtnaayatga
garwsnaayt
gayaayytng
wsngayatge
ytncaytaya
acnacngara

ytngtngayg

thytngarga
arcarnnnaa
arttygarac
aycaycentt
cntgyaarcc
argtnwsntt
arytnaarca
tgacnwsntg

ayacnaayac

rytnaarwsn
ywsnwsntty
ngaytaytty
yttyttymgn
nttytggaar
ygaycaygcen
ygarggnccen
yytnytncar

nacnmgnaar

360

420

480

540

600

660

720

780

840
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ctc
Asp
t gt
Leu
ggg
Pro
get
Cys
tct
Thr
gga
Thr
t gt
Arg
agg
Asp
gtc
125
aac
145
Arg

tct
Ser
cct
Al a
ccc
Ser
gtt
Al a
tcc
Ser
gac
Arg

tg aga 384 An H's Leu Leu Arg

WO U1/ 90368 PCT/ USUl/ 16767 27 gtc atc gac
ttt cgc cac ctg ccc 96 Vval Ile Asp Leu Ser
His Leu Pro -5 -1 1 5 5 case86188F7aCcC cdc
gtt ctg cct 144 H's Trp Asn Thr Arg Cys Pro
Pro 10 20 25 ata tcc ctt gcc gca cct ggt
ggt 192 10 T7e Ser Leu Ala Ala Pro Ay dy
30 35 40 gtg tgc gag tct ggc act gtt ccc
240 Val Cys Qu Ser Ay Thr Val Pro Al a Val
Se, g gg gcc
ac%tn}ltalg gc%; %‘%y%g%a %ggg%iéé %QMs(ﬁ@Qntg_;gg &%tgngl%%et kg%ﬁg%ﬁg&?%gg Ser Ser
Tr Peray BadNod tRELRBnd O nd8hattheon aRat egcnat dny@aorert ndacatdy teb ata
aca aga tgc 336 Asn Pro Lys Ser Leu Pro H's Ser Ser Ser Ile Gy Asp
CymonaBr@r c8br@irgengn vathiyyset@yageaygaa@agewsgs hgrrwshesgile29t c acc
@y Ser Cys Cys Leu Val Val Thr Cys Leu

att ggc
Phe Arg
acg gaa
Val Leu
agc ctt
Leu CJy

gac tct get ggg

Ay ¢Fa3dsl € Ay
ctg gcc tcc cac

Ser Hs Thr du
tct tct cca caa
Ser Pro Gln Ser
tgt gcc agc atc

90 95 ABFIYNAFGAIGEE R SmgeR R y(,teagqctcem CTCCRRT Laf - Bea tHt 188 aca

1o

480
130
528
150
Arg
20
25
30
35

40

45

50

55

Phe Q Pro n Pr r Arg

11219, e Jaar Gt devibee R Qi dhy Rt 8400 "o
Ph@ax?‘a FeisRUg wg%tgi{ya rgeng%wtllregtaﬁe&gggeaﬁwtérv& & @ ¥8oyal 35
135 40 ttc cca ga act cac aaa ggc atg gag gtg ggc act ggg tac
PhéariBeyfic Asp gddigr t §bgt IﬂaShdayeSaﬁa)tthaGuusn\éalrt@ay HdngChytalypeAsn 140
agg aga tgg gtt cag ctg agt ggt gga ccc gag ttc tcc ttt gat ttg 576
Tr pWaha®n ohehgaBetra Gryy@ngaPragr&rrpraPheaySercive rggpobesor 352460 165

mgnggnwsng 1380

gnaarggnga rytnttyytn gtngengtnw sngcnathgce ngaraarytn

mgncargena
taywsntgyg
gayaayytnc
ggncarcaya
ytntaygtng
aarcarttyg
ttygaywsng
tgyytnaarg
wsncarcayg
genytnearc
wsnggnatht
ytnwsnacng
ytnggngarg

gcngayytng

arcarwsnws
arggngaygt
cncarytntg
cnmgneargg
cnathtgyaa
tncenttyca
ganytngtnyt
tngargenge
gnggnytnga
cnytnytnca
aygaywsnws
aycaracnga

argarccncc

gntgymgnws

nwsngengen
ncenggnath
ywsncayytn
nwsnmgnmgn
yatgcaycar
yeenceoncen
naaygaygtn
ngtnytnggn
ycargayggn
yacngtnaar
ngtnccnwsn
racnwsnwsn
ngenytneen

ntayacngay

yvEnwsnaart
ytangayytnw
caywsnmgng
aaytayttym
ttyathgayg
ytnmgntaym
atgtgyaarc
gcnacnggnc
gargcenmgne
gcnggnwsnc
wsngarytnw
yvtnacngarw

wsnaarytny

garytncayg

tyathgengt
snacnaarta
aycayggnyt
gnwsnaarws
argarccnga
gngarccengt
cnggncenga
cngcngayws
cngenytnga
cnwsngayat
snytncenyt
sngtnwsnws
tnwsnwsngg

cngtngcncc

ntayttygay
ymgnytnatg
ncargarccn
nggnmgnwsn
ytggttygar
nytngaraar
rwsngaytty
ncarcaygar
yggnwsngcn
gcenmgngay
natggarggn
nwsnwsnggn
nwsntgyaar

nytn

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2214

Table 4: Nucleotide and polypeptide sequences of DNAX Cytokine Receptor Subunit like
embodiments (DCRSY). Primate, e.g., human, embodiment (see SEQ ID NO: 16 and 17).
Predicted signal sequence indicated, but may vary by a few positions and depending upon cell

type.

atg ggg agc tcc aga ctg geca gec ctg cte ctg cct cte ctc cte ata
Met Gly Ser Ser Arg Leu Ala Ala Leu Leu Leu Pro Leu Leu Leu Ile
-10

-20

-15

48



45 ctg cct gag gcc cgg get att cgg gtg acc ata tct tca ggc cct gag 624 Leu
Pro Qu Ala Arg Ala lle Arg Val Thr Ile Ser Ser Ay Pro Qu Z70 175 1S0O 185
gtc agc gw® @@ostt tgt cac cag tgg gca ctg gag tgt gaa gagKiehiAdr7SO Val

Ser Val Arg Leu Cys Hs Gn Trp Ala Leu AQu Cs Gu Gu Leu 190 195 200 agc
agt ccc tat gat gtc cag aaa att gtg tct ,ggg ggc cac act gta 720 Ser Ser Pro
Tyr Asp Val G n Lys Ile Val Sex Ay Ay His Thr Val $$ 205 210 215 gag ctg
cct tat gaa ttc ctt ctg ccc tgt ctg tgc ata gag gca tcc 768 Au Leu Pro Tyr

G u Phe Le Pr l1e tt2‘:2g 222230, <8 1361S 20 25
3035 40 458, féi%&%iﬁ%ﬁ%% /gtf§%§1 BPﬁ@ﬁfgxas(:ﬁi 430 gac act gtg
agg cgc aaa aaa tgis ccc ttc cag-fgc,S Val Arg Arg
Lys Lys Cys Pro Phe A n Ser 235 240 245 tgg cca gaa gcc tat ggc tcg gac ttc
tgg adg tceagttggceac htc cgettBO4cTrpgRia Ga BkaadhypaddgrtSerg Asp Phe4Trp Lys
Ser Val Hi BisPHer Hen 250 2255Cy260rQ65ughln far HgcTmagledzlakte ®ag atg gtc atg
gcc ctg acal%tc cgc tgc 912 &sp Tyr Ser An APs Thr A n Met V&F Met Ala Leu
Thr Leu s 270 275 280 cca ct cc ctc t agg cac
gac g9 ¢ gqég 0§ aiaéupﬁbvg,g'i%% Z}Fgﬁ ity é%t g HIS2ASp Trp
Hi s r gc aaa ac” aat gcc acg gej, cga gag tca gat
ggg tgg 1008 Leu Cys Lys Asp Leu Pro Asn Ala Thr Ala Arg Au Ser Asp Ay
Trp 300 306t3tQctqly géd dotadagr@agciid ge€ tekJgdRageGcCaE: eh€ tgeottc aag
gta 1056 Ty4l Vabt dieus& wllhymrVakl Asp Aeuvh syPralsGsar llne &ys ciPhe Lys Val
315 330 325 caa cca tggy ttc tct ttt ggep aac agc agc catssgtt gaa tgc ccc cac
1104 A n Pro Trp Phe Ser Phe Ay Asn Ser Ser H's Val Qu Cys Pro H's 330
335 340 3452 & 9eﬂ§tt g%ﬁg Ett5 e2agqot ¥c Lo KAt éc%l 9a‘%’%§é acé8caa gcc
1152 d n THI® B2 ThReser™ Ty fAsh 9ValSSef MEET n Ala 350
355 380 cag cag ctg att ctt cac ttétcc tca aga atg Tat gcc acc ttc agt

1200 ri g-'ltn cl:§uaa|a| Qgé—%'ﬂtl_&& BQ@ t%grag%ei:cta‘ragal\@a Eléu_s d%la ag-;rahrcgg)he3§§r

Asn Pro Lys Ser Leu Pro His Ser Ser Ser Ile Gly Asp Thr Arg Cys

75 80 85
25 cag cac ctg ctec aga gga agc tgc tgc ctc gte gtc acec tgt ctg aga 384
Gln His Leu Leu Arg Gly Ser Cys Cys Leu Val Val Thr Cys Leu Arg
90 95 100 105
aga gcc atc aca ttt cca tcec cect cce cag aca tet cecec aca agg gac 432
30 Arg Ala Ile Thr Phe Pro Ser Pro Pro Gln Thr Ser Pro Thr Arg Asp
110 115 120

tte get cta aaa gga ccc aac ctt cgg ate cag aga cat ggg aaa gtc 480
Phe Ala Leu Lys Gly Pro Asn Leu Arg Ile Gln Arg His Gly Lys Vval
35 125 130 135

ttec cca gat tgg act cac aaa ggc atg gag gtg ggc act ggg tac aac 528
Phe Pro Asp Trp Thr His Lys Gly Met Glu Val Gly Thr Gly Tyr Asn
140 145 150
40
agg aga tgg gtt cag ctg agt ggt gga ccc gag ttc tcc ttt gat ttg 576
Arg Arg Trp Val Gln Leu Ser Gly Gly Pro Glu Phe Ser Phe Asp Leu
155 160 165

45 ctg cct gag gee cgg get att cgg gtg acc ata tcect tea gge cct gag 624
Leu Pro Glu Ala Arg Ala Ile Arg Val Thr Ile Ser Ser Gly Pro Glu
170 175 180 185

gte age gtg cgt ctt tgt cac cag tgg gca ctg gag tgt gaa gag ctg 672
50 Val Ser Val Arg Leu Cys His Gln Trp Ala Leu Glu Cys Glu Glu Leu
190 195 200

agc agt ccc tat gat gtc cag aaa att gtg tct ggg ggc cac act gta 720
Ser Ser Pro Tyr Asp Val Gln Lys Ile val Ser Gly Gly His Thr val
55 205 210 215

gag ctg cct tat gaa tte ctt ctg ccec tgt ctg tge ata gag gca tce 768
Glu Leu Pro Tyr Glu Phe Leu Leu Pro Cys Leu Cys Ile Glu Ala Ser
220 225 230



365 370 375 get gcc tgg agc ctc cca ggc ttg ggg cag gac act ttg gtg ccc ccc
124s Ala Ala Trp Ser Leu Pro Ay Leu Ay GLn Asp Thr Leu Val Pro Pro 380
385 390 gtgp hpdozaet 9tc agc cag gtg tgg cgg tca gat gtc ca ﬁk%m%c}mt ag
Z296 Val Tyr Thr Val Ser An Val Trp Arg Ser Asp Val G n Phe a Irp 395
400 405 aag cac ctc ttg tgt cca gat gtcalct tac aga cac ctg ggg ctc ttg
1344 Lys H's Leu Leu Cys Pro Asp Val Ser Tyr Arg H's Leu Ay Leu Leu 410
415 420 425 atc ctg gca ctg ctg gcc ctc ctc acc cta ctg ggt gtt gtt ctg gcc
1392 Ile Leu Ala Leu Leu Ala Leu Leu Thr Leu Leu Ay Val Val Leu Ala 430

435 440 ctg,aceqtaG 0CaSCBc5 Aot Gt 9UE LGTHIC.EGR 6L, G CGRgItd
. 1440 Leu Thyy Qs Arrgg?%sgié r@@%ﬁ?%g o 1.FE Q& cfil%wo%@ éigfgs ro Val 445
450 455  VWO-20%/90358 PCT/ USOtAd GrG7 29 ctc ctggsctg cac gcg gcg gac tcg
gag gég cag cgg cgc ctg gtg gga 1488 Leu Leu Leu H's Ala Ala Asp Ser Qu
Ala @ n ArgoArgalee Vet t@rygat6Bcd Bhcdr Sggcegoct ged qpaatiod gett a86gg gca
gcg ctg goérmdeodde & TyacCin §e1586 AleaTtrdvAl er@Val Hig PeuTArg Ala Al a
Leu Ay Ay°Qy Arg Asp Val2%#75 480 485 atc %§fg gac ctg tgg §4% ggg agg cac
gtg gg9 coac, gtg.ggc c%ﬁ St gacgtg% 10 1le ggl @%pctLegcTrCQchuc g Ar 2H| s Val
A Ao valemiel B Setiesiegras (p L0 i 3 4 acq cac
gta gcg cgg gag cag ggc 3t 1632 Pro Trpykeu Trp Ala a Mg r Arg Val
Ala Arg Glu Gn @y Thr 1S 510 5I5 520 20 gtg ctg ctg ctg tgg agc ggc gcc
gac ctt cgec£e@glixzy agf 93gCagCgcd @@ M chflghethd alc Tigs Set aky Aka Asp
Leu Abg Prerd/aleuSeyrs Gy RuoAG231530u535 gat AxgCHIGYAsyClrpgBis @Be ctg ctc gcc
ctg ctc cac get gcc 8%y cgc 1728 Asp Filo Arg Ala Ala P2 Leu Leu Ala Leu
Leu Hs Ala Ala Pro Arg 540 545 550 25 ccg ctg ctg ctg ctc get tac ttc agt
cgc ctc tggt‘?ctéca fgéc‘”ﬁ??%t %6 i"éiﬂ;"etnge‘if‘gLéﬁaﬂaé tphe 38P8 Arg
Alefé/s@ogg% B Thr Ala

P ] a Arg Glu Ser Asp Gly Trp
Leu Gys 5"560°5632 P

tat gtt ttg gag aag gtg gac ctg cac ccc cag ctec tge ttc aag gta 1056
Tyr Val Leu Glu Lys Val Asp Leu His Pro Gln Leu Cys Phe Lys Val
315 320 325
25
caa cca tgg tte tct ttt gga aac age age cat gtt gaa tge cce cac 1104
Gln Pro Trp Phe Ser Phe Gly Asn Ser Ser His Val Glu Cys Pro His
330 335 340 345

30 cag act ggg tct cte aca teec tgg aat gta age atg gat acc caa gec 1152
Gln Thr Gly Ser Leu Thr Ser Trp Asn Val Ser Met Asp Thr Gln Ala
350 355 360

cag cag ctg att ctt cac ttc tce tca aga atg cat gcc acc tte agt 1200
35 Gln Glm Leu Ile Leu His Phe Ser Ser Arg Met His Ala Thr Phe Ser
365 370 375

gct gcc tgg age ctc cca ggc ttg ggg cag gac act ttg gtg ccc ccce 1248
Ala Ala Trp Ser Leu Pro Gly Leu Gly Gln Asp Thr Leu Val Pro Pro
40 380 385 390

gtg tac act gtc agc cag gtg tgg cgg tca gat gtc cag ttt gcc tgg 1296
Val Tyr Thr Val Ser Gln Val Trp Arg Ser Asp Val Gln Phe Ala Trp
395 400 405
45
aag cac ctc ttg tgt cca gat gtc tet tac aga cac ctg ggg ctc ttg 1344
Lys His Leu Leu Cys Pro Asp Val Ser Tyr Arg His Leu Gly Leu Leu
410 415 420 425

50 atc ctg gea ctg ctg gece cte ctc acc cta ctg ggt gtt gtt ctg gec 1392
Ile Leu Ala Leu Leu Ala Leu Leu Thr Leu Leu Gly Val Val Leu Ala
430 435 440

ctc ace tge cgg cgc cca cag tca ggc ccg gge cca gog cgg cca gtg 1440
55 Leu Thr Cys Arg Arg Pro Gln Ser Gly Pro Gly Pro Ala Arg Pro Val
445 450 455



atc ccc ccg ccg ctg cgc gcec ctg ccg cge tac cge ctg ctg cgec gac 1824 30 Ile
Pro Pro Pro Leu Arg Ala Leu Pro Arg Tyr Arg Leu Leu Arg Asp 570 575 580 585
ctg ccg cglo @bt 9 €gg gcg ctg gac gcg cgg cct ttc gca gag-PE§ A8/~ Leu
Pro Arg Leu Leu Arg Ala Leu Asp Ala Arg Pro Phe Ala Gu Ala 3S 590 595 600
40 acc agc tgg ggc cgc ctt ggg gcg cgg @ag cgc agg cag agc cgc cta 1920 Thr
Ser Trp Ay Arg Leu Gly Ala Arg A n Arg Arg A n Ser Arg Leu 605 610 615 gag
ctg tgc agc cgg ctc gaa cga gag gcc gcc cga ctt gca gac cta 1968 G u Leu
Cys Ser Arged-gdc Gcl &g g%tgcal Gadc@g Ay LEY AL dSBgd @l o020, 42 630s4S 90t
t gagcagagcLd cag agaagi d aes J0G! 8ip GLYCHYCEUL clin akd Yreu val aly
MGSSRLAALLLPLLLI MebL SDSAG GFRHL PHWEE RCPLASHTEVLPI Shﬁd\PCIPSSPQSLG\/CESGT VP
AVCAS| CCQVAQVFNGASSTSWCRNPKSL PHSSSI GDTRCQHL L RGSCCLWICLRRAI TFPSPPQTSPTRD SO
FALKGPNLRI G@/@W@WVWWMMSBWI RYTIBSGPEVSVRECHQ
WALECEELS %SC%—‘FWEE PYEFRIPEL T EASYE QDT VIRRKREPPEOS\WPEA YESDFVKSVHFT
DYSQHTQWMA. LT LKLEAAL CQRH LO(DLPNATARESEX%?OYVLEKVDLHPQ_CFWQDV\FSFG\I

Lo ST LA T %g%gggﬁsgﬁgg Gk A o A e s

AL GGGRDVI VD,IQV\EG?HV RVGPL QGTVLLIsWSGA DPRAARL LALLHAAPR
PLLLLAYFSRLCAKGDI PPPLRALPRYRLLRDLPRLLRALDARPFAEAT SWGRL GARQRRQSRLELCSRLER
EAARLADLG. ccg ©ggtctaatgthlous Mdg~-bempanhwege ota rmeuybigbysd dagMpd-det-Cu 1632
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gag ctg tgc agc cgg ctc gaa cga gag gcc gcc cga ctt gca gac cta 1968
Glu Leu Cys Ser Arg Leu Glu Arg Glu Ala Ala Arg Leu Ala Asp Leu
620 625 630

45 ggt tgagcagagce tccaccgcecag tecegggtgt ctgeggecege t 2012
Gly

MGSSRLAALLLPLLLIVIDLSDSAGIGFRHLPHWNTRCPLASHTEVLPISLAAPGGPSSPQSLGVCESGTVP
AVCASTICCQVAQVFNGASSTSWCRNPKSLPHSSSIGDTRCQHLLRGSCCLVVTCLRRAITFPSPPQTSPTRD

50 FALKGPNLRIQRHGKVFPDWTHKGMEVGTGYNRRWVQLSGGPEFSFDLLPEARAIRVTISSGPEVSVRLCHQ
WALECEELSSPYDVQKIVSGGHTVELPYEFLLPCLCIEASYLQEDTVRRKKCPFQSWPEAYGSDFWKSVHFT
DYSQHTQMVMALTLRCPLKLEAALCQRHDWHTLCKDLPNATARESDGWYVLEKVDLEPQLCFKVQPWEFSFGN
SSHVECPHQTGSLTSWNVSMDTQAQQLILHFSSRMHATFSAAWSLPGLGQDTLVPPVYTVSQVWRSDVQFAW
KHLLCPDVSYRHLGLLILALLALLTLLGVVLALTCRRPQSGPGPARPVLLLHAADSEAQRRLVGALAELLRA

55 ALGGGRDVIVDLWEGREVARVGPLPWLWAARTRVAREQGTVLLLWSGADLRPVSGPDPRAAPLLATLLHAAPR
PLLLLAYFSRLCAKGDIPPPLRALPRYRLLRDLPRLLRALDARPFAEATSWORLGARQRRQSRLELCSRLER
EAARLADLG.
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Ul/ 90358 31 _PCT/ USU1/ 1GZ17 gaycc n tngcnytn ytncaygcng
cnccnngncce %ﬁv Sﬁﬁaﬂﬁt/f%tﬁmf; Rﬂmj%teheg%h q%ﬁ?ﬁ ’ I?%@n@@% I\rfn%g@ 31: naar ggngayat hc
cncencenyt o pIIRgERY ts'ﬂm% 9@ HfeBPRHYAYRZRNF IR BAEL nAORYY EQES;{AyE}EHYstonyt nm
gngcnygt nga ygcnngnccen 60 10 ttygcngarg cnacnwsntg gggnngnyt n ggngcnngnc
ar mynNyYNCawENEwEny icigddBgg atoeiRd sy BiiTgnydytgagd-780aa) Ge gy GeRegnybng
cngayytngg n 1971 Rodent, e.g., nouse, enbodi nent (see SEQ 1D NO 19 and
20) . Predi etmnsaynaingsegioen cecpadivsat gahgchaancnaygargeych pwanfsagcpos$ot | ons
and ggpendin upon cel | %¥pe. 1S cagctccggg ccaggccctg ctgccctctt
gcagacagga® ’gftf’é‘?f G FPIETEHGR JEEIBT B 0Tt AEL T b A FEEYET S FYE8Y 4Gc ccc
aga ctg gc ( r.o Leu Leu
290 19 Poredfaothd EhEntls ol ihet terdBhu ot R Sl Bat o ce 106

Ser Leu ProcischpM shthidner Aobnb@richl monValca2@l aRyfhdh ¥ahnhdgy B@o-5 -1 1
25 tdé ccc tgc ctg cgg agt tgg acc agc cac tgt ctc ctg gcc tac cgt 206 Cys

Pro Cys LetigArtgoSey thapntByyt SetonhingyclystHaent dyeucibsmcdydc Argrdendn ¥3020 gt g
gat aaa cgt ttt get ggc ctt cag tgg ggc tgg ttc cct ctc ttg 254 30 Val Asp

Lys Arg Phecicanghs alyBbyaGRHt THR T eyRecTr FrYPRangeo theaympees
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ttyccngayt
carytnwsng
gtnacnathw
tgygargary
garytncent
gayacngtnm
ttytggaarw
acnytnmgnt
ytntgyaarg
aargtngayy
wsnwsncayg
gayacncarg
gcngentggw
wsncargtnt
wsntaymgnc
gtngtnytng
ytnytnytne
ytnytnmgng
caygtngenm

garcarggna

ggacncayaa rggnatggar gtnggnacng

gnggncenga
snwsnggncece
tnwsnwsncc
aygarttyyt
gnmgnaaraa
sngtncaytt
gyccnytnaa
ayytnccnaa
tncayccnca
tngartgycc
cncarcaryt
snytnccngg
ggmgnwsnga
ayytnggnyt
cnytnacntg
aygcngenga
cngenytngg
gngtnggncce

cngtnytnyt

rttywsntty
ngargtnwsn
ntaygaygtn
nytncentgy
rtgycentty
vacngaytay
rytngargcn
ygcnacngen
rytntgytty
ncaycaracn
nathytncay
nytnggnecar
ygtncartty
nytnathytn
ymgnmgncen
ywsngargcen
nggnggnmgn
nytncentgg

nytntggwsn

gayytnytnc
gtnmgnytnt
caraarathg
ytntgyathg
carwsntggce
wsncarcaya
genytntgyc
mgngarwsng
aargtncarc
ggnwsnytna
ttywsnwsnm
gayacnytng
gentggaarc
gecnytnytng
carwsnggnc
carmgnmgny
gaygtnathg
ytntgggeng

ggngengayy

gntayaaymg
cngargenmg
gycaycartg
tnwsnggngg
argcnwsnta
cngargcnta
cncaratggt
armgncayga
ayggntggta
entggttyws
cnwsntggaa
gnatgcaygc
tncencengt
ayytnytntg
cnytnytnac
cnggnecengc
tngtnggngc
tngayytntg
cnmgnacnmg

tnmgneengt

yggnaargtn
nmgntgggtn
ngcnathmgn
ggcnytngar
ncayacngtn
yytncargar
yggnwsngay
natggcnytn
ytggcayacn
ygtnytngar
nttyggnaay
ygtnwsnatg
nacnttywsn
ntayacngtn
ycengaygtn
nytnytnggn
nmgnecengtn
nytngengar
ggarggnmgn
ngtngenmgn

nwsnggncen

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680



25 30 35 gtg agg aaa tct aaa agt cct cct aaa ttt gaa gac tat tgg agg cac
302 Val Arg Lys Ser Lys Ser Pro Pro Lys Phe G u Asp Tyr Trp Arg H s 35 40
45 50 40 0f$3scca gca tcc tic cag agg aag ctg cta ggc ctg
350 Arg Tﬁggﬁro Afa Ser Phe G n Arg Lys Leu Leu Gy Ser P?%@gﬁghtgﬁQSS 60
65 tct gag gaa agc cat cga att tcc atc %gc tcc tca gcc atc tcc cac 398 Ser
GQu AQu Ser Hs Arg Ile Ser Ile Pro Ser "Ser Ala Ile Ser H's 70 75 80 45 aga
ggc caa cgc acc aaa agg gce cag cct tca get gca gaa gga aga 446 Arg Ay A@n
Arg Thr ro. Set OR300 g cat
cto ot gudgeindit ookt fnqdPen ghnctth i it R diy 3R 57 L
Pro G u Al gefdodea38r c{didhn¥se %egygénxaﬁggnggﬁtgcucfﬁﬁcé{% Addhobiped 66od tt gat
ttg ctg ccc gag gtg cag get gtt cgg gtg act att cct 542 Ser Phe Asp Leu Leu
Pro Giu Vatcrugatéhna ghVainyAngg Vahyviducch [ngnpPemythh dini@iyal @enmoizn 186©0358
PCT/ USOL11G767 32 gca ggc ccc aag gca cgt gtg cgc ctt tgt tat cag tgg gca
ctg gaa 590tySicas@gy chrenvwiEpsy ABanygnytyabnaegnone rOgsmdige GVsRPRpciAlaZ eu A u
135 140 14S S tgt gaa gac ttg agt agc cct ttt gat acc cag aaa att g %ﬂtct
gga 638 CySqEtitee) spegpvsaya g@ﬂﬂﬁrgcwénﬂ%raft?ﬁrcr@aﬁyiw le Val y 150
155 0 ggg cac act gta gac ctg cct tat gaa ttc ctt ctg ccc tgc atg tgc 686
10 Ay H SR&F t¥a mouPe qf.’ilocﬁlr’l ntI%QS lfl)%lbgﬁl uP@dﬁte@é%nM%E%%}[ 165 170
175 180 at%d% 4, ﬁmé % 01 d1 CL cll C aaa agt gtc 734
Ile Au Al a Ser P s Ser Val 1S 185 190
195 gst tC@agﬁQ@c@ 8859ty Qe%gc@'étfct@-tgg:agﬁ&aggaga@@ca&ﬁt gg6cgagtcLcaa 7S2 Pro
Ser Arg Ala Gy Leu Lys Leu Met Ala @ n Thr Ser Ay Ser A n 200 205 210 20

tac get tcegaicgtast gagsctgcatageg amcTyec Aba Ser gtewcFhrtgThtce Alta Sen1o
Met Gly Ser Pro Arg Leu Ala Ala Leu Leu Leu
-20 -15

20
tct ctec cecg cta ctg ctc atc gge cte get gtg tet get cgg gtt gec 158
Ser Leu Pro Leu Leu Leu Ile Gly Leu Ala Val Ser Ala Arg Val Ala
-10 -5 -1 1

25 tge ccc tgc ctg cgg agt tgg acc agc cac tgt cte ctg gec tac cgt 206
Cys Pro Cys Leu Arg Ser Trp Thr Ser His Cys Leu Leu Ala Tyr Arg
5 10 15 20

gtg gat aaa cgt ttt gct gge ctt cag tgg ggc tgg ttc cct cte ttg 254
30 Val Asp Lys Arg Phe Ala Gly Leu Gln Trp Gly Trp Phe Pro Leu Leu
25 30 35

gtg agg aaa tct aaa agt cct cct aaa ttt gaa gac tat tgg agg cac 302
Val Arg Lys Ser Lys Ser Pro Pro Lys Phe Glu Asp Tyr Trp Arg His
35 40 45 50

agg aca cca gca tcc ttc cag agg aag ctg cta ggc agc cct tcc ctg 350
Arg Thr Pro Ala Ser Phe Gln Arg Lys Leu Leu Gly Ser Pro Ser Leu
55 60 65
40
tct gag gaa age cat cga att tcc atc cec teec tea gec atc tec cac 398
Ser @lu Glu Ser His Arg Ile Ser Ile Pro Ser Ser Ala Ile Ser His
70 78 80

45 aga ggc caa c¢gc acc aaa agg gcc cag cct tca gect gca gaa gga aga 446
Arg Gly Gln Arg Thr Lys Arg Ala Gln Pro Ser Ala Ala Glu Gly Arg
85 20 95 100

gaa cat ctc cct gaa gca ggg tca caa aag tgt gga gga cct gaa ttc 494
50 Glu His Leu Pro Glu Ala Gly Ser Gln Lys Cys Gly Gly Pro Glu Phe
105 110 115

tece ttt gat ttg ctg cce gag gtg cag gect gtt cgg gtg act att cct 542
Ser Phe Asp Leu Leu Pro Glu Val Gln Ala Val Arg Val Thr Ile Pro
55 120 125 130



215 220 80S 2S
MGSPRLAALLLSLPLLLI G-AVSARVACPCLRSW SHCL LAYRVDKRFAGL QNGWFPL L VRKSKSPPKFEDY

WRHRT PASF @RI fgSRSL SEESHRI SI PSSAI SHRGORTKRAQPSAAEGREHL PEA! TEFeSFDLL
PEVQAVRVTI PAGPKARVRL CYQWAL ECEDL SSPFDT(KI VSGGHTVDLPYEFLLPCMCI TVRR
KSVPSRAGLKLMAQTSGSQYASLTTAS 30 Reverse gpanslation of rodent, e.g., nouse,

DCRS9 (SEQ m NO 21): atgggnwsnc cnngnytngc ngcnytnytn ytnwsnytnc
cnyt nyt nyt nat hggnytn 60 3S gcngt nwsng cnngngt ngc ntgyccntgy ytnmgnwsnt
ggacnwsnca (yt é{t rc%tn 120 40 gcnt aé ng Eq:g%ggarrrg nt t gcq_%gn gtn ggtggg
gca (s} aa a _cgtygtg <gc cagt (o] a
gnt ggttyccAlw%ﬁytﬁgtgiigar@ga%{l 3 SLuERChE st (Y7L DaT ayt gom
gncayngnac nccnggnrysn 240 ttycarngpg arytnytngg nwspecnwsn yt nwsngar g
arwsncayng nat hwsnath 300 ccnwsnwsng cnat hwsnca yngnggncar ngnacnaarm
gngcnfar cctgungag gl it 3 adt Agcgaftig@Ramg adc ayy tSaeCatig ity CctrggBgasSNeEas aar t
gyggnggncccyeg &ttt tasmshewl 26r tIeyganoy Phy AspcTg&Lytlysc dtgdayt Femghgt nacna
t hccngengg ncéh®argen 480 ngngifgny tnt gyt aycal&dt gggenyt n gartgygarg
ayyt nwsnws nccnttyga t540 SO acncaraara th tnvvscngg nggncayacn tnga%;yt nc
ont aygar (4 15 1ECH 560 (PaFT 40h FHOTENIC W B9y LHE A i Doy Hing
t nmgnngnaa, Fwsngtncen % Jwsnmgngeng gn{//%]%garyt nat Q]’gcnca g@cnwsnggnw
sncartaygc nwsnytnacn 720 acngcnwsn 729 01/90358 PCT/USCL/ 1GrGr 33
Table 5: Nugl gayigle end tpol ypepid deg SRGUEHC @8y AigDbX J6Yt ¢ Be: Regept or
Subunit |ike embodianesd Iv{ XRRSekDz1u AsphBle vat. g, ARYNMEB, seihedi ment (see
SEQ 1B NO 22 and 23). Bsttttgagcag aggcisaxcta ggctccgtagigaattt gcat
acagcttcca cttcctgectt 60 10 cagagcctgt tcttctactt acctgggccc ggagaaggtg
gagggagacgcHgiagGegcectl 39¢ gegasrt §aE ataceet cegpafceeagietaptt eyt c@fR g
gt ggat ct aaP Fadatt*Egai 2y §Lutiflakes L6 g cAht ClRcirgfYyr éitg %rt GHat gaa tca
gaa gga tac cca 227 Asn Arg Ser 13% Pro val G u V4l Asp Au Ser Gu Pro

Tyr ro 1 é%clgcgiica ctg act aca gcc agc ac 808
Tyr Ala Ser Leu Thr Thr Ala Ser

215 220
25 MGSPRLAALLLSLPLLLIGLAVSARVACPCLRSWTSHCLLAYRVDKRFAGLQWGWFPLLVRKSKSPPKFEDY
WRHRTPASFQRKLLGSPSLSEESHRISIPSSAISHRGORTKRAQPSAAEGREHLPEAGSQKCGGPEFSFDLL
PEVQAVRVTIPAGPKARVRLCYQWALECEDLSSPFDTQKIVSGGHTVDLPYEFLLPCMCIEASYLQEDTVRR
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KSVPSRAGLKLMAQTSGSQYASLTTAS

Reverse translation of rodent, e.g., mouse, DCRS9 (SEQ ID NO: 21):

atgggnwsnc cnmgnytnge angenytnytn ytnwsnytne cnytnytnyt nathggnytn

gcngtnwsng
gentaymgng
mgnaarwsna
ttycarmgna
cenwsnwsig
garggnmgng
ttygayytny
mgngtnmgny
acncaraara
tgyatgtgya
wsnmgngcng

acngenwsn

cnmgngtnge
tngayaarmg
arwsnccncc
arytnytngg
cnathwsnca
arcayytncc
tncengargt
tntgytayca
thgtnwsngg
thgargenws

gnytnaaryt

ntgyccntgy
nttygcenggn
naarttygar
nwsncecnwsn
ymgnggncar
ngargecnggn
ncargengtn
rtgggenytn
nggncayacn
ntayytncar

natggcncar

ytnmgnwsnt
vtncartggg
gaytaytggm
ytnwsngarg
mgnacnaarm
wsncaraart
mgngtnacna
gartgygarg
gtngayytnc
gargayacng

acnwsnggnw

ggacnwsnca
gntggttyce
gncaymgnac
arwsncaymg
gngcnecarce
gyggnggncc
theengengg
ayytnwsnws
cntaygartt
tnmgnmgnaa

sncartaygc

yvtgyytnytn
nytnytngtn
nccngenwsn
nathwsnath
nwsngcngcn
ngarttywsn
nccnaargen
ncenttygay
vytnytneen
rwsngtnecn

nwsnytnacn

60

120

180

240

300

360

480

540

600

660

720

729



15 agt cag ttg ctg aaa cca atc cca gaa tat tcc ccg gaa gag gaa tca 275 Ser

Adn
cca
Pro
aca
Leu
aaa
Al a
caa
Leu
aaa
Phe
gtt
Ay
aat
Trp
cat
Sex
ttg
Ay
gca
Leu
acg
Tyr

Leu
cct
Al a
atg
Hi s
ctt
Asn
gtt
Au
get
Pgo
gga
Al a
caa
Leu
déc
Asp
ggc
Ser
ggc
Asp
gga
Asp
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Leu Lys Pro lle Pro Qu Tyr Sex Pro Qu Glu Gu Ser 20 25 30 gaa

gQlo 6Gs3HAt ata agg aac atg gca ccc aac agc ttg tc C%ggbg?lgmq u Pro
Pro Asn Ile Arg Asn Met Ala Pro Asn Ser Leu Ser 3 gca ccc

ctt cac aat tcc tcc gga gac tttshct caa get cac 371 Ala Pro Thr Met
Asn Ser Ser Ay Asp Phe Ser G@n a Hs ~5 50 55 60 30 tca acc ctg
gca aat cac cag cgg cct gta tcc cgg cag gtc 419 Ser Thr Leu Lys Leu
His Gln Arg Pro Val Ser Arg dn Val 65 70 75 80 acc tgc ctg cgc act

aclda t ttc t 5? %ep %’gﬂ hr d n Val
t
NI RS R s D e

Se{tt@ Xg%s g‘ggcg:tAL& égg Jc%@ V%l”]aoa\a%tcgé%gcapc%%gif&éa Qg&éttgéttg%g tct gtg

gcc ctc Ser a Ser Ser Val Val
LesbdAgchira &R dbehed® ableddgbdd éé%&a@@gtéatgggﬁga@ bo#@cgan 1aga cgt
tgg ctg gta tct cag 611 H's A n Phe Ser Phe Met quu Lys Arg Asn G n
Vadadagrcdadcn t 45oct36gd 3bcdatficbd tetbtdapmgouigogettdac basettagac 1dagt ggc
tca gac aaa tca gac 659 Leu Ser Ala Ala Ser Pro Asp Thr Gy H's Asp
Lyatssepc Agp 3d5 at50rcE558t9 689 c3d a@ft JeratcPaadicagere £6a géa’gac tcc
gatetader 2§ 83y PO KisEivu L&Y BPR CAE NS ﬁl‘SePrroAT)ér R Ser Leu Ay
GI ndu 165 170 z75 55 atg gtg ca¥’ cgg ccc cag cct*ac agg aac cga

Ct 9@k o Gl %a%tccga;tgc@a & PLo (Gn. &gt & A30 AngsAla Ay
LeS{er]-%Qn]L&% Lys lerb S OBEY EaSTﬂCB/eHS&ﬁ %ﬁ?& 341 £@aracc ata gac
tat gat tcc cag ccc cag gat gtas ctg ggc 803 PragoThr Ile Asp Thr Ay
Ser dn Pro Gn Asp Val Leu Ay 195 200 205
gaa cca cct gct cca aat ata agg aac atg gca ccc aac agc ttg tet 323
Glu Pro Pro Ala Pro Asn Ile Arg Asn Met Ala Pro Asn Ser Leu Ser
35 40 45

%

gca ccc aca atg ctt cac aat tee teec gga gac ttt tet caa gect cac 371
Ala Pro Thr Met Leu His Asn Ser Ser Gly Asp Phe Ser Gln Ala His
50 55 60

tca acc ctg aaa ctt geca aat cac cag cgg cct gta tcc cgg cag gte 419
Ser Thr Leu Lys Leu Ala Asn His Gln Arg Pro Val Ser Arg Gln Val
65 70 75 80

ace tgc ctg cge act caa gtt ctg gag gac agt gaa gac agt ttc tgc 467
Thr Cys Leu Arg Thr Gln val Leu Glu Asp Ser Glu Asp Ser Phe Cys
85 90 95

agg aga cac cca ggc ctg ggc aaa get ttc cct tet ggg tge tet gea 515
Arg Arg His Pro Gly Leu @Gly Lys Ala Phe Pro Ser Gly Cys Ser Ala
100 105 110

gtc age gag cct gecg tet gag tet gtg gtt gga gce ctec cct gea gag 563
Val Ser Glu Pro Ala Ser Glu Ser Val val Gly Ala Leu Pro Ala Glu
115 120 125

cat cag ttt tca ttt atg gaa aaa cgt aat caa tgg ctg gta tct cag 611
His Gln Phe Ser Phe Met Glu Lys Arg Asn Gln Trp Leu Val Ser Gln
130 135 140

ctt tca geg get tet cet gac act gge cat gac tea gac aaa teca gac 659
Leu Ser Ala Ala Ser Pro Asp Thr Gly His Asp Ser Asp Lys Ser Asp
145 150 155 160

caa agt tta cct aat gce tca gca gac tee ttg ggc ggt age cag gag 707
Gln Ser Leu Pro Asn Ala Ser Ala Asp Ser Leu Gly Gly Ser Gln Glu
165 170 175

atg gtg caa cgg ccc cag cct cac agg aac cga gca ggce ctg gat ctg 755
Met Val Gln Arg Pro @ln Pro His Arg Asn Arg Ala Gly Leu Asp Leu
180 185 190



IO 15 20 25 30 35 40 45 50 55 atc agg cag ctg gaa agg ccc ctg ccc ctc acc
tgt tac ccc
Phv@ @kd3s815
gaa 899 dn
230 235 240
947 Pro A n
255 cca cat

tcc
Cys
cag
du
ctt
245
995
270
Hi s
gtg
Ile
ggc
Leu
gac
Adn
agg
Hi s
ggg
Au
ccg
Ser
act
Leu
act
Tyr
ttg
Val

gtg
Tyr
ttt
225
tcc
250
Pro
cac
Adn
atc
Gn
ctg
Hi s
caa
g)u
cac
Gln
gag
Ser
i&c
Pro
cta
Lys
bgt
Ser
gta
Asn

25

30
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35

Hi Sed

%é‘c

Cag-J Hrcﬁé
Val Pro Ty 4

cag CCg gCt
PratcAkgg ey

caklecérg ¢ilg

Pro VAL0Q n
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e s
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ggc
Gly

gac
Asp
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370
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355

cag
Gln
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851 Ile Arg A n Leu Qu Arg Pro Leu Pro Leu Thr Ser Val
220 cag gac ctc ccc aga cct ctc agg t 14@R,ttc cct
Asp Leu Pro Arg Pro Leu Arg Ser Arg GL P e Pro G n Phe
cct cag agg tat ccasgca tgt gca cag atg ctg cct ccc aat
Arg Tyr Pro Ala Cys a dn Met Leu Pro Pro Asn Leu Ser
get cca tgg aac tat cat tac cat tgt cct gga agt ccc gat

g;cp Agg,;gzyu e e t'g oS¥Scd ﬁf gat % r9 A39; 260 265
&yxg Sotds 681 ncda caa 1043
p TyeoPro Arg Ala Al yr GI n GI n 27S 280 285
ctg cct ggg cag ccc ctg cct gga gcc agt gtg 1091 Val
D gbh Yadhl eedPreog L Pro aGhycoll gcentViade 280 2851300 aga
by Chagpugt PrafleucRuy et ThatSec¥ahd@uysctor P89 Arg Ay
Lys Val Tl&eu Asn Tyr Pro*®er Pro 305 310 315 320 tgg
ccc gea ca ag ac t cgtcc tttccc 1187 Tr
ro Ar% ro S A% % ?ﬁePher r‘-GI ggﬁ 3§% Ctt Cca
cca cat,jgac cag ccac ) u Pro Arg
H s HIS n Pro Pro Asn rg Ala 340 345 350 ggt get cct

tHC c681g@CEIRATa Clag AR cE6acdtagcd 288 Liytdta Bio Gy

gt g2¢kt aga ccc cct agr aac 1331 Val B0 A n Pro Pro
Pro Arg Pro Pro Ser Asn 370 375 380 cct cca gcc aga gga
S tt—’“ﬂ aécéa% %ﬁ %‘%‘%} CESTEFPEGR PEE MaIAF g &Y Thr

i st BBPF$08 UGG cHY A% gtc ttt atc
aca get atg gag g g gtg 1427 Arg Lys Val Phe Ile Thr

LA Metgd LaVahc Vale 405 cééogéy c@%@ctéa&; gig aaggdtt ttg
ﬁl&ﬁT@EtGIQCﬁi@hEpg@@ BAY 2rkYSiaPRes Yok dshebhe Leu Leu
Thr Ala I'le Aspo420 425 430 285

ccg get ctg cet ggg cag cec ctg cct gga gee agt gtg 1081
Pro Ala Leu Pro Gly Gln Pro Leu Pro Gly Ala Ser Val
285 300

cac cct gtg cag aag gtt atc ctg aat tat ccec agce ccc 1139
His Pro Vval Gln Lys Val Ile Leu Asn Tyr Pro Ser Pro
310 315 320

gaa gag agg ccc gca cag aga gac tge tee ttt cecg ggg 1187
Glu Glu Arg Pro Ala Gln Arg Asp Cys Ser Phe Pro Gly
325 330 335

cac cag gac cag cca cat cac cag cca cct aat aga gct 1235
His Gln Asp Gln Pro His His Gln Pro Pro Asn Arg Ala

340 345 350

ggg gag tcc ttg gag tgc cct gca gag ctg aga cca cag 1283

@Gly Glu Ser Leu Glu Cys Pro Ala Glu Leu Arg Pro Gln
360 365

cct ceg tee cca get get gtg cct aga ccec cct age aac 1331
Pro Pro Ser Pro Ala Ala Val Pro Arg Pro Pro Ser Asn
375 380

aga gga act cta aaa aca agce aat ttg cca gaa gaa ttg 1379
Arg Gly Thr Leu Lys Thr Ser Asn Leu Pro Glu Glu Leu
390 395 400

ttt atec act tat tecg atg gac aca gct atg gag gtg gtg 1427
Phe Ile Thr Tyr Ser Met Asp Thr Ala Met Glu Val Val
405 410 415

aac ttt ttg ttg gta aat ggc ttc caa act gca att gac 1475
Asn Phe Leu Leu Val Asn Gly Phe Gln Thr Ala TIle Asp
420 425 430



WD 01/90358 PCT/ USOL/ 1GrGr 35 ata ttt gag gat aga atc cga ggc att gat atc
att aaa tgg atg gag 1523 Ile Phe Qu Asp Arg Ile Arg Ay Tle Asp lle lle
Lys Meto 648034835 440 445 cgc tac ctt agg gat aag acc gtFC ?01%@?7&0 gta
gca agc ccc 1571 Arg Tyr Leu Arg Asp Lys Thr Val e

| 1e Pro 450 455 460 10 aaa tac aaa gag gac gtg gaa ggc get gag tcg cag
ctg gag gat 1619 Lys Tyr Lys G n Asp Val GQu Ay Ala Gu Ser A n Leu
Asp Asp 465 470 475 480 gag cat ggc tta cat act aag tac att cat cga atg
atg att gag 1667 15 Qu Hs Ay Leu H's Thr Lys Tyr Ile H's Arg Met Met

oo e o def 8 AT et olat B AR A e R e

20 500 504,510 cca aat getsqdag aag gag cat 4g8g ccc acc tgg ctt cag
cat 1763 Pro Asn Ala Lys Lys Qu H's Val Pro Thr Trp Leu A n Asn
516362 c5XF 280 glat 4L aag@tbggtLeta adg g Jaaxmtgaag@accat @s¢lg ctg
cgg ct §r48YT Mal ATy rAs8ehysTHPr Pleg Ygfis IAgitley¥al péa Asle ¢ Pkeu Leu Arg
Leu 530 535°540 30 aga gag‘*ééa gag t at gtg &t cct cca cgg ggg cct ctg

ccc ggc ctt 59 Arg Gu % cat Pro Pr %g Pro
;rtr:];cl_ggggc ﬁgggc??g %5%92% g@ C‘i g?%azl gLeu EAS%SES%Q %t gttctgacag

cattctggct gaggctggtc ggtagcactc ct ggct gott 1974 40 tttttctgtt cctccccgag
aggccct ct gg8f caeCafigdraattt gid ghg geegagCet «A34tdaty cercggngagcctigeacaca
ccct dgct t t chaatbggjagtec i geet ges tTytrgTht HEd 22Q9Metc Mgctdlnt Ak @aaaaccat t
gcaggtgcca gtgtcccata tgisBcctcct gacagttegd 21S4 t gt gtccat®s ct gggcectct
cagtgcttag caagtagata atgtaaggga tgt ggcagca 2214 aat ggaaat g act acaaaca
ctctcct atct"a%t éc?acacéagici’ﬁaﬁoc taFga’taglagh"t 39% t¥g7atc cot gtg cte tte 1715

e Lys Gl Ser Met

Trp
atc
Ser
gac
Au
cag
I'le
ctc
Phe
aét
Hi s
ctg
Leu

Leu
aac
Thr

e Ile Pro Val Leu Phe

20 500 505 510

cca aat gct aag aag gag cat gtg ccc acc tgg ctt cag aac act cat 1763

Pro Asn Ala Lys Lys Glu His Val Pro Thr Trp Leu Gln Asn Thr His

515 520 525

25

gtc tac age tgg ccec aag aat aaa aaa aac atc ctg ctg cgg ctg ctg 1811

Val Tyr Ser Trp Pro Lys Asn Lys Lys Asn Ile Leu Leu Arg Leu Leu

530 535 540

30 aga gag gaa gag tat gtg gct cct cca cgg ggg cct ctg ccc ace ctt 1859

Arg Glu Glu Glu Tyr Val Ala Pro Pro Arg Gly Pro Leu Pro Thr Leu

545 550 555 560

cag gtg gtt ccc ttg tgacaccgtt catccccaga tcactgagge caggccatgt 1914
35 Gln Val Val Pro Leu

565

ttggggcectt gttctgacag cattctgget gaggetggtc ggtagcactc ctggetggtt 1974
40 tttttotgtt ccteccegag aggccctetg gecccccagga aacctgttgt gcagagectct 2034

tcecceggaga ccteccacaca cecectggettt gaagtggagt ctgtgactgce tcectgecattcect 2094

ctgcttttaa aaaaaccatt gcaggtgcca gtgtceccata tgttecteet gacagtttga 2154
45

tgtgtccatt ctgggcctet cagtgecttag caagtagata atgtaaggga tgtggcageca 2214

aatggaaatg actacaaaca ctctcctatc aatcacttca ggctactttt atgagttage 2274
50 cagatgettyg tgtatcctca gaccaaactg attcatgtac aaataataaa atgtttactc 2334

ttttgtaaaa aaaaaaaaaa aaaaaaaaag aaaaaaaaaa aaa 2377
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t ncayacnagyé hpyatdicay ngnatgatgc arathgartt yathaarcar 150Q-~ggRysnatoa
ayttyngntt yathccngtn ytnttyccna aygcnaaraa rgarcaygtn 1560 ccnacnt ggy
tncaraayac ncaygtntay wsntggccna araayaaj-aa raayat hytn 1620 yt nngnyt ny
t nngngarga rgartaygtn gcnccnccnm gnggnccnyt nccnacnytn 1680 car gt ngtnc
cnytn 1695 Rodent, e.g., nouse, enbodinment (see SEQ ID NO 25 and 26). cag

gac
Pro
agg
Pro
tgg
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ggc
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cct

Adn
gtc
Leu

ctc
Gly
t at
Met
adc
Adn
cat
Tyr

v

atc
Asn
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55

cct cct ctg agg.tcc a aa ttg cca cct cag ttt 48 A n Asp Leu
r §SEET AP SBBFTRYGR T POl Py S PBIh SFRTE ey gy A gag
cc c rng Tyr
roa TR, PR B e BT O s S s e ea

t ghgh@Gat@l aly@Cyric@e t CEEhgSRytggettegcdidd adfinaRE8a GaarAlyatr ebrp Asn
Tyr Tyr Cys Pro Gy Gy Pro 35 40 45 tac cac cac cag gtg cca cac
ggccrzmmtegy tocarapyac graygertayogsifgpcddias abhaya@rmr Vaby@hoth 528y Hi s
Pro Pro Ala Ala Ala 50 55 60 tac cag caa gta ctc cag cct get ctg
ca tHITYERN TERENGGER AG TN FCECACVA RGN PRI TR etf®Pro Ay

Leu_Pro 65 70 75 80 gca agg gca aga ggc cca cgc cct gt ag aag
ctéaléttnggré%’c ' Al a Arg Ala Arg Ay Pro Arg Pro Val dn Ly%gg/al I1e
Asp

Rodent, e.g., mouse, embodiment (see SEQ ID NO: 25 and 26).

cag gac ctc cct ggg cct ctg agg teec agg gaa ttg cca cct cag ttt 48
Gln Asp Leu Pro Gly Pro Leu Arg Ser Arg Glu Leu Pro Pro Gln Phe
1 5 10 15

gaa ctt gag agg tat cca atg aac gee cag ctg ctg ccg cce cat cct 96
Glu Leu Glu Arg Tyr Pro Met Asn Ala Gln Leu Leu Pro Pro His Pro
20 25 30

tecc cca cag gece cca tgg aac tgt cag tac tac tgc ccec gga ggg ccc 144
Ser Pro Gln Ala Pro Trp Asn Cys Gln Tyr Tyr Cys Pro Gly Gly Pro
35 40 45

tac cac cac cag gtg cca cac ggc cat ggc tac cct cca gca gca gcc 192
Tyr His His Gln Val Pro His Gly His Gly Tyr Pro Pro Ala Ala Ala
50 55 60

tac cag caa gta ctec cag cct gct ctg cct ggg cag gte ctt cct ggg 240
Tyr Gln Gln Val Leu Gln Pro Ala Leu Pro Gly Gln Val Leu Pro Gly

gca agg gca aga ggc cca cgc cct gtg cag aag gtc atec ctg aat gac 288
Ala Arg Ala Arg Gly Pro Arg Pro Val Gln Lys Val Ile Leu Asn Asp
85 90 95

tce agec cecec caa gac caa gaa gag aga cct geca cag aga gac tte tcet 336
Ser Ser Pro Gln Asp Gln Glu Glu Arg Pro Ala Gln Arg Asp Phe Ser
100 108 110

ttc ccg agg ctec ccg agg gac cag cte tac cge cca cca tet aat gga 384
Phe Pro Arg Leu Pro Arg Asp Gln Leu Tyr Arg Pro Pro Ser Asn Gly
115 120 125

gtg gaa gcc cct gag gag tcece ttg gac ctt cect gca gag ctg aga cca 432
Val Glu Ala Pro Glu Glu Ser Leu Asp Leu Pro Ala Glu Leu Arg Pro
130 135 140

cat ggt ccec cag gct cca tce cta get gee gtg cct aga ccec cct agce 480
His Gly Pro Gln Ala Pro Ser Leu Ala Ala Val Pro Arg Pro Pro Ser
145 150 155 160

aac ccc tta gecec cga gga act cta aga acc age aat ttg cca gaa gaa 528
Asn Pro Leu Ala Arg Gly Thr Leu Arg Thr Ser Asn Leu Pro Glu Glu
165 170 175



85 90 95 tcc agc ccc caa gac caa gaa gag aga cct gca cag aga gac ttc tct

336 Ser Ser Pro Gn Asp Adn GQu GQu Arg Pro Ala Gdn Arg Asp Phe Ser 100 105
110 ttc co@ @@@s34t C €ccg agg gac cag ctc tac cgc cca cca tc ﬁcﬁ?%mﬂg?mwdf Phe
Pro Arg Leu Pro Arg Asp @ n Leu Tyr Arg Pro Pro Ser Asn d 125 gtg
gaa gcc cct gag gag tcc ttg gac ctt cctsgca gag ctg aga cca 432 Val Au Ala
Pro Qu GQu Ser Leu Asp Leu Pro Ala Gu Leu Arg Pro 130 135 140 cat ggt ccc
cag get cca tcc cta get gcc gtg cct aga cec cct agc 480 HHs Ay Pro @dn Al a

Pro Ser Ala Al 2 yal 60a C tta gcc
A Chi 999 i"c E%cnaeaghi t‘I‘gr "o G et adiens B Wl g &)
Thr Leu Arg “Thro Sér Leu Pro G0 Ggas 165 1 0 175 ,¥yO 011903a8

PCT/ USOL/ 16767 38 tta Ccgg aaa gtc ttt atc act tat tct atg gac aca gcc atg

gag gfg 576cd ena Atg dis a¥alcdehetd lteg Tdug dyd gGercddetafspe Thdg Ata Metsa 3 u Val
180 185 19®:i1S5Lgt Phaavel BEngilg @ Lettvadt gsi Gy gjtg ade TYgcAla ¢leaa act gcg

att 624 Val Lys P& Val Asn Phe Léd°Leu Val Asn d §°Phe A n Thr Ala IIe 195
200 205 Igac at gﬁﬁ%éﬁg at aga at %@c gét att gag]_:t?tc at thaaa tgg}% 672
10 I \ Me 10 215
220A§89 cgh % £ Cga gg Ar§ 4 q‘ T Asgi At gt§ %g ﬁ % agc 720 Qu
Rrg Tyr Leu Arg Asp Lys Thr Va I\/bt IIe IIe VaI Ala I1e Ser IS 225 230 235
240 20 cccgapagd atrasd: ¢38 HAl agd Gcdapq0geg 38k HRJgtL YeBagk Lhge Ja628ag 768
Pro Lys Tyeid ys8g Gy Bapavalasg uydOmyir Alad @i 15er116@ mal elaAspe &4 245 250 255
gac dag cat2sggc tta cat act2az@ag tac att cat 26gg atg atg cag at¢ 816 Asp GQu
Hs Ay Leu Hs Thr Lys Tyr Ile Hs Arg Met Met An Ile 260 265 270 25 gag
ttc ata agfccasy a% ¥Rfc ca¥ Pakadty tgéa% g¢% g8 ctagcragt§aceac 884 68 Phe Il e

t

Ser A n d¥yroskys %%Grbﬁe’*sﬁlr N N-ao G4 | See 811215“238@ 585
20
gac gag cat ggc tta cat act aag tac att cat cgg atg atg cag att 816
Asp Glu His Gly Leu His Thr Lys Tyr Ile His Arg Met Met Gln Ile
260 265 270
25 gag tte ata agt cag gga agc atg aac ttec aga tte atc cct gtg ctc 864
Glu Phe Ile Ser Gln Gly Ser Met Asn Phe Arg Phe Ile Pro Val Leu
275 280 285
ttc cca aat gce aag aag gag cat gtg ccg acc tgg ctt cag aac act 912
30 Phe Pro Asn Ala Lys Lys Glu His Val Pro Thr Trp Leu Gln Asn Thr
290 295 300
cat gtt tac age tgg cccec aag aat aag aaa aac atc ctg ctg cgg ctg 960
His Val Tyr Ser Trp Pro Lys Asn Lys Lys Asn Ile Leu Leu Arg Leu
35 305 310 315 320
ctc agg gag gaa gag tat gtg gect cct ccec cga ggc cct ctg cce acc 1008
Leu Arg Glu Glu Glu Tyr Val Ala Pro Pro Arg Gly Pro Leu Pro Thr
325 330 335
40
ctt cag gtg gta ccc ttg tgacgatggc cactccagct cagtgccage 1056
Leu Gln Val Val Pro Leu
340
45 ctgttectecac agcattectte tageggaget ggctggtgge acccaggcce tggaacacct 1116
cttectacaga gtcectcectgte tectgagtct gagttgtect cgetgggett ceagagette 1176
agtgcectgga tgctgcaggt gacagaaaca aacatctatg accacaaaaa ctctcatcac 1236
50
ttcagctact tttatgagtc ggtcagatge tctgtgtceet tagaccagte taaatcatge 1296
tcaaataata aaatgattat tctttgt 1323
55 QDLPGPLRSRELPPQFELERYPMNAQLLPPHPSPQAPWNCQYYCPGGPYHHQVPHGHGYPPAAAYQQVLOPA

LPGQVLPGARARGPRPVQKVILNDSSPQDQEERPAQRDFSFPRLPRDQLYRPPSNGVEAPEESLDLPAELRP
HGPOAPSLAAVPRPPSNPLARGTLRTSNLPEELRKVFITYSMDTAMEVVKFVNFLLVNGFQTAIDIFEDRIR
GIDIIKWMERYLRDKTVMIIVAISPKYKQDVEGAESQLDEDEHGLHTKYIHRMMQIEFISQGSMNFREFIPVL
FPNAKKEHVPTWLONTHVYSWPKNKKNILLRLLREEEYVAPPRGPLPTLQVVPL.



ttc cca aat gcc aag aag gag cat gtg ccg acc tgg ctt cag aac act 912 30 Phe
Pro Asn Ala Lys Lys Qu H's Val Pro Thr Trp Leu A n Asn Thr 290 295 300 cat
gtt tac aggo bPe3scC aag aat aag aaa aac atc ctg ctg cgg ctlgc.,?ggo I/-‘ig% Val Tyr
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Table 6: Alignment of the cytoplasmic portions of various cytokine receptor subunits. The IL-
17R_Hu (SEQ ID NO: 28) is GenBank AAB99730.1(U58917), gi|7657230; the IL-17R_Mu
(SEQ ID NO: 29) is GenBank AAC52357.1(U31993), £i|6680411; the IL-17R_Ce (SEQ ID NO:

45 30) is GenBank AAA811100.1(U39997), gi|1353171; and the DCRS6_Ce (SEQ ID NO: 31) is
EMBCAA90543.1(Z250177), gi|7503597. Of particular interest are motifs or features
corresponding, in primate DCRS8 to: R/K at 339/340; D/E at 348/349; alpha helical regions from
H353-Q365, C370-8381, E389-H396, K410-D414, and D485-H495; beta sheet regions
correspond to F400-V404 and F458-Y462; E at 431; E/D at 442/443; Y/F at 458; D/E at 468-

50 470; Y/F at 481; and Q/R/F at 523.
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The present invention particularly provides rnuteins which bind
cytokine-like ligands, and/or which are affected in signal transducti on
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The immunoabsorbed and pooled antisera are then used in a competitive binding

immunoassay as described above to compare a second protein to the immunogen protein
(e.g., the DCRSS like protein of SEQ ID NO: 14). In order to make this comparison, the

10 two proteins are each assayed at a wide range of concentrations and the amount of each
protein required to inhibit 50% of the binding of the antisera to the immobilized protein is
determined. If the amount of the second protein required is less than twice the amount of
the protein of the selected protein or proteins that is required, then the second protein is
said to specifically bind to an antibody generated to the immunogen.

15 It is understood that these cytokine receptor proteins are members of a family of
homologous proteins that comprise at least 9 so far identified members, 6 mammalian
and 3 worm embodiments. For a particular gene product, such as the DCRSS, the term
refers not only to the amino acid sequences disclosed herein, but also to other proteins
that are allelic, non-allelic, or species variants. It is also understood that the terms include

20 nonnatural mutations introduced by deliberate mutation using conventional recombinant
technology such as single site mutation, or by excising short sections of DNA encoding
the respective proteins, or by substituting new amino acids, or adding new amino acids.
Such minor alterations typically will substantially maintain the immunoidentity of the
original molecule and/or its biological activity. Thus, these alterations include proteins

25 that are specifically immunoreactive with a designated naturally occurring DCRS8
protein, The biological properties of the altered proteins can be determined by expressing
the protein in an appropriate cell line and measuring the appropriate effect, e.g., upon
transfected lymphocytes. Particular protein modifications considered minor would
include conservative substitution of amino acids with similar chemical properties, as

30 described above for the cytokine receptor family as a whole. By aligning a protein
optimally with the protein of the cytokine receptors and by using the conventional
immunoassays described herein to determine immunoidentity, one can determine the
protein compositions of the invention.

35 VIL. Kits and quantitation
Both naturally occurring and recombinant forms of the cytokine receptor like
molecules of this invention are particularly useful in kits and assay methods. For
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CT for on a solid substrate. The development of suitable assays to screen for a ligand or

agonist/antagonist homologous proteins can be greatly facilitated by the availability of
large amounts of purified, soluble cytokine receptors in an active state such as is provided

10 by this invention.

Purified protein can be coated directly onto plates for use in the aforementioned
ligand screening techniques. However, non-neutralizing antibodies to these proteins can
be used as capture antibodies to immobilize the respective receptor on the solid phase,
useful, e.g., in diagnostic uses.

15 This invention also contemplates use of receptor subunit, fragments thereof,
peptides, and their fusion products in a variety of diagnostic kits and methods for
detecting the presence of the protein or its ligand. Alternatively, or additionally,
antibodies against the molecules may be incorporated into the kits and methods.
Typically the kit will have a compartment containing, e.g., a DCRS8 peptide or gene

20 segment or a reagent which recognizes one or the other. Typically, recognition reagents,
in the case of peptide, would be a receptor or antibody, or in the case of a gene segment,
would usually be a hybridization probe.

A preferred kit for determining the concentration of DCRS8 in a sample would
typically comprise a labeled compound, e.g., ligand or antibody, having known binding

25 affinity for DCRSS, a source of DCRSS (naturally occurring or recombinant) as a positive
control, and a means for separating the bound from free labeled compound, e.g., a solid
phase for immobilizing the DCRSS in the test sample. Compartments containing
reagents, and instructions, will normally be provided. Appropriate nucleic acid or protein
containing kits are also provided.

30 Antibodies, including antigen binding fragments, specific for mammalian DCRS8
or a peptide fragment, or receptor fragments are useful in diagnostic applications to detect
the presence of elevated levels of ligand and/or its fragments. Diagnostic assays may be
homogeneous (without a separation step between free reagent and antibody-antigen
complex) or heterogeneous (with a separation step). Various commercial assays exist,

35 such as radioimmunoassay (RIA), enzyme-linked immunosorbent assay (ELISA), enzyme
immunoassay (EIA), enzyme-multiplied immunoassay technique (EMIT),
substrate-labeled fluorescent immunoassay (SLFIA) and the like. For example, unlabeled
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‘ diluted in There are also numerous methods of separating the bound from the free ligand, or
alternatively the bound from the free test compound. The cytokine receptor can be
immobilized on various matrixes followed by washing. Suitable matrices include plastic
such as an ELISA plate, filters, and beads. Methods of immobilizing the receptor to a
35 matrix include, without limitation, direct adhesion to plastic, use of a capture antibody,
chemical coupling, and biotin-avidin. The last step in this approach involves the
precipitation of antibody/antigen complex by any of several methods including those
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35 such as polymerase chain reaction (PCR).
Diagnostic kits which also test for the qualitative or quantitative presence of other
markers are also contemplated. Diagnosis or prognosis may depend on the combination
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it simulates the activity of ligand, e.g., inducing signaling. This invention further
contemplates the therapeutic use of antibodies to cytokine receptors as antagonists.
The quantities of reagents necessary for effective therapy will depend upon many
35 different factors, including means of administration, target site, reagent physiological life,
pharmacological life, physiological state of the patient, and other medicants administered.
Thus, treatment dosages should be titrated to optimize safety and efficacy. Typically,
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30 suitable for oral, rectal, nasal, or parenteral (including subcutaneous, intramuscular,

intravenous and intradermal) administration. The formulations may conveniently be
presented in unit dosage form and may be prepared by methods well known in the art of
pharmacy. See, e.g., Gilman, et al. (eds. 1990) Goodman and Gilman's: The
Pharmacological Bases of Therapeutics, 8th Ed., Pergamon Press; and Remington's

35 Pharmaceutical Sciences, 17th ed. (1990), Mack Publishing Co., Easton, Penn.; Avis, et
al. (eds. 1993) Pharmaceutical Dosage Forms: Parenteral Medications Dekker, NY;
Lieberman, et al. (eds. 1990) Pharmaceutical Dosage Forms: Tablets Dekker, NY; and



b) one of at least four am no acids and a second of at |east five anuno
acids; c) at least three segnents of at |east four, five, and six am no
acids, or ywpofldosgne of at least twelve amino acids. 3. Thep&PuRAss %d7on of
mat t er of aim1l, wherein said: a) polypeptide: i) conprises a na
sequence of Table 3 or 4; 30 ii) is an ynglycosylated formof DCRS8 or
DCRS9; iii) is froma primate, such as a human; iv) conprises at | east
sevent een am no aci ds of SEQ ID NO 14 or 17, v) exhibits at |east four

nonoverl a segme 0 s of SEQ ID 14 or
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anot her chgg ety Xiv) is a S-fold or less substitution from natural
sequence; or XV é a deletion or insertion variant froma natural

sequence. 10 4. mgcsgrqgamgtusmﬂ RERDS Py fragmerds thereof pan bepsriirmed je idsnBSRSS or

DCRS9 and @pidugds Hé(zli blﬂﬁﬁ?ﬁrﬁﬁﬁb théFecépt oﬁﬁlﬂ?ﬁn’i 1n$li1d1ﬁg5i§cﬁ£tidneofDCRSB or
DCRS9 poI%%etld aim sai d DCRS petl eof
Claim1 anmfseFigs F‘?‘EPOH %Fqgam&l%laglﬁ@rasws Cf“} then baqlaﬁa

i ncl wdi ng thatempowsl hasenmaﬂd/smhuhuhg Qttiviguhidas there)foxfe@mwmt Gﬂaﬂt@ffoniut&i

Lgf;glept i Siznatl)]]t b]t@cgq trcl}? fbtl%lb’n%%flgft erdalLﬂ"(iersg I;;150'[051%'[0{11(1)(51 havmg 15ntr1119r1]ce Tusion
stimulating activity can activate the 1eceptor and is thus an agonist in that it simulates the

activity of a cytokine ligand. This invention further contemplates the therapeutic use of
antibodies to the receptor as cytokine agonists or antagonists.

15 Similarly, complexes comprising multiple proteins may be used to screen for
ligands or reagents capable of recognizing the complex. Most cytokine receptors
comprise at least two subunits, which may be the same, or distinct. Alternatively, the
transmembrane receptor may bind to a complex comprising a cytokine-like ligand
associated with another soluble protein serving, e.g., as a second receptor subunit.

20 One method of drug screening utilizes eukaryotic or prokaryotic host cells which
are stably transformed with recombinant DNA molecules expressing the DCRSS8 in
combination with another cytokine receptor subunit. Cells may be isolated which express
areceptor in isolation from other functional receptors. Such cells, either in viable or fixed
form, can be used for standard antibody/antigen or ligand/receptor binding assays. See

25 also, Parce, et al. (1989) Science 246:243-247; and Owicki, et al. (1990) Proc. Nat'l Acad.
Sci. USA 87:4007-4011, which describe sensitive methods to detect cellular responses.
Competitive assays are particularly useful, where the cells (source of putative ligand) are

contacted and incubated with a labeled receptor or antibody having known binding
affinity to the ligand, such as 1251-antibody, and a test sample whose binding affinity to

30 the binding composition is being measured. The bound and free labeled binding
compositions are then separated to assess the degree of ligand binding. The amount of
test compound bound is inversely proportional to the amount of labeled receptor binding
to the known source. Many techniques can be used to separate bound from free ligand to
assess the degree of ligand binding. This separation step could typically involve a

35 procedure such as adhesion to filters followed by washing, adhesion to plastic followed
by washing, or centrifugation of the cell membranes. Viable cells could also be used to
screen for the effects of drugs on cytokine mediated functions, e.g., second messenger



a) mature protein sequence of Table 3 or 4; b) a detection or purification
tag, including a FLAG Hi s6, or Ig sequence; or c) sequence of another

cyt oki ne (KRE@iMogds Protein. 25 6. A kit conprising a pol ypeﬁwg@l% &l aiml,
and: a) a conpartnment conprising said protein or polypeptide; 3

instructions for use or disposal of reagents in said kit. 7. A b| ndi ng
conpound conprising an antigen binding site froman anti body, 30 which
specifically binds to a natural DCRS8 or DCRS9 pol ypeptide of Caiml,
wherein: a) said bi nd| ng conpound is in a container; b) said DCRSB or DCRS9
pol ypept i devéls, ¢g.dra'a ,ml&ramhf@)atl@a|1@Sﬂphmqsgh%©p@dwhmge§, and qthers.FSeme or

Fab2 fragnefdciiof el ahbw%panﬁmm icpadbh WUl o, & prodiRly ensiem cal

noiety;, or_ 35 e) said antib 1) 1s ralsed al nst ti,de sequence of
a mature pﬁﬂtﬁfﬁl@wy%@noﬁahc&ﬁnée@ﬂ&fe dyes will,be psefwldey @et%mlg.f$ oeyels. uth a

agal nst a fierifi@eldeRI®oREscEXIBDRIl shitting apparitds.sed to a purlfled human DCRS8
9 PCT/ US01/ 1G/67 iv) is imunosel ected; v) is a polyclonal

antl )% )ﬂ'é gl nds to a denatured DCRS8 or DCRS9; vii) exhibits a Kd to
antlgen of at18888%t 30 ~M viii) is attached to a solid substrate,
including a beafmaesah;aﬁins@ftl’&rmamﬂ&henewpmsldemaamtteﬁddmfﬁhgmﬂs,l dsi on; or

X) 1s dete ta abel I ncl n r adi. iv 0 esc beI 10
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Most likely candidates will be structually related to members of the IL-17 family.
See, e.g., USSN 09/480,287.
The broad scope of this invention is best understood with reference to the
20 following examples, which are not intended to limit the inventions to the specific
embodiments.

EXAMPLES

25 L General Methods
Some of the standard methods are described or referenced, e.g., in Maniatis, et al.
(1982) Molecular Cloning. A Laboratory Manual, Cold Spring Harbor Laboratory, Cold
Spring Harbor Press; Sambrook, et al. (1989) Molecular Cloning: A Laboratory Manual,
(24 ed.), vols. 1-3, CSH Press, NY; or Ausubel, et al. (1987 and Supplements) Current
30 Protocols in Molecular Biology, Greene/Wiley, New York. Methods for protein

purification include such methods as ammonium sulfate precipitation, column
chromatography, electrophoresis, centrifugation, crystallization, and others. Seg, e.g.,
Ausubel, et al. (1987 and periodic supplements); Coligan, et al. (ed. 1996) and periodic
supplements, Current Protocols In Protein Science Greene/Wiley, New York; Deutscher
35 (1990) "Guide to Protein Purification" in Methods in Enzymology, vol. 182, and other
volumes in this series; and manufacturer's literature on use of protein purification
products, e.g., Pharmacia, Piscataway, N.J., or Bio-Rad, Richmond, CA. Combination



a) a sterile binding conpound of Claim?7, or b) said binding conpound of
Claim7 and a can-zer, wherein said carrier is: 30 i) an aqueous conpound,

i ncl udi ngwipdRissssal i ne, and/or buffer; and/or ii) formul aﬁ@ﬁu&ﬁ{w%ﬁal
rectal, nasal, topical, or parenteral adnuni stration. 12. An isolated or

reconbi nant nucl ei ¢ acid encodi ng said gol ypeptide of Caim1, wherein
said: 35 a) DCRS8 or DCRS9 is froma human; or b) said nucleic acid: i)
encodes an anti genic peptide sequence of Table 3 or 4; WO U1/ 90358 91

PCT/ US01/ ' f
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conpri ses det ect abl e VI |1) corrprl ses syrit het1 ¢ nucl eot ] de sequence;

. 1X)is less ]Pfﬁ’éi‘??né %@etISWéF@? B Giple and Methads J 5 si mat e;

Xi } g osr}or | SEigman Padse) rzagz fald Cﬂo%Qéthll c(@glsazngg_]m@@s: Thy rH)lgh Levé P_Ez)gCRiaHssldn gati g gR
probe for eng _epncodi sai oF Xidi) is a priner,
product , o&@%ﬁm&% AQ&R’? 6{1’ ﬁ sue conprising said
r econbi nant nuc@mhputani;mtuaice@hwlysm 1Operfotmidyee. g plidingdvalblble sofA@arewher ei n sai d

cell is:a)g, ?Eaﬂléaﬁl‘éﬂfd Infg tﬁ§ %9 t}?e)@céu(:ﬁfiwl%}rmn;gh& (ﬁhﬁaﬁ?&&u%e'rs?bﬁ?l?é lid)a

yeast cell’ eyan i nsec nouse ce
primate cedenuense idpigbaneasiorealsd usedss. gAerth@r@aplwasd ﬁ@leefal d nucleic acid of

daiml2, and: ﬁl@nﬁ}ecﬁniﬁﬁé’%hmé 100D 0T Fed Srs%ﬁ’d %Rpgllédﬁ)@nﬁﬂtRﬁh) adl
conmpartment further co I’IS g&ag ﬁaé 8)8 ept | de; or c)
i nstructi oMEeHRsd: grge 1y 9332 6% (L4 Qgesspior). §v %HIWGOFPOIQ'S BBrelqﬁ%ucl eic
aci d whi cheefadncybri di zes under wash conditions of 30 m nutes at 30 C and
| ess than 2M salt to the coding portion of SEQID NO 13 or 16; or wOo
01/903s8 PCT/ USOL/ 1G767 92 b) exhibits identity over a stretch of at |east
about 30 nucleotides to a pri mat e DCRS8 or DCRS9. 17. The nucleic acid of

d ai :ir516 ?foﬁi ﬂtatx%n Aﬁﬂy wash conditions are at 45 C andl or 500 niv

salt; or dstre ch IS at | east 55 nucl eoti des.
Human sequences related to cytokine receptors were identified from genomic

sequence database using, e.g., the BLAST server (Altschul, et al. (1994) Nature Genet.
6:119-129). Standard analysis programs may be used to evaluate structure, e.g., PHD
(Rost and Sander (1994) Proteins 19:55-72) and DSC (King and Sternberg (1996) Protein
20 Sci. 5:2298-2310). Standard comparison software includes, e.g., Altschul, et al. (1990) J.
Mol. Biol. 215:403-10; Waterman (1995) Introduction to Computational Biology: Maps,
Sequences, and Genomes Chapman & Hall; Lander and Waterman (eds. 1995)

Calculating the Secrets of Life: Applications of the Mathematical Sciences in Molecular
Biology National Academy Press; and Speed and Waterman (eds. 1996) Genetic Mapping

25 and DNA Sequencing (IMA Volumes in Mathematics and Its Applications, Vol 81)
Springer Verlag. Each reference is incorporate herein by reference.

III. Cloning of full-length cDNAs; Chromosomal localization
PCR primers derived from the sequences are used to probe a human cDNA

30 library. Sequences may be derived, e.g., from Tables 1-5, preferably those adjacent the
ends of sequences. Full length cDNAs for primate, rodent, or other species DCRSS are
cloned, e.g., by DNA hybridization screening of Agt10 phage. PCR reactions are
conducted using T. aquaticus Taqplus DNA polymerase (Stratagene) under appropriate
conditions. Extending partial length cDNA clones is typically routine.

35 Chromosome spreads are prepared. In situ hybridization is performed on
chromosome preparations obtained from phytohemagglutinin-stimulated human
lymphocytes cultured for 72 h. 5-bromodeoxyuridine was added for the final seven hours



18. The nucleic acid of Caim 16, wherein: a) said wash conditions are at
55 C and/or 150 mMsalt; or 10 b) said stretch is at |east 75 nucl eoti des.

19. A net haslo@dossgpdul at i ng physiol ogy or devel opnent of a gef/ls@fichdrssue
culture cells conprising contacting said cell with an agonist or antagoi ust

of a mammal i an DCRS8 or DCRS9. 15 20. The nmethod of Claim 19, wherein said
cell is transfornmed with a nucleic acid encodi ng said DCRS8 or DCRS9 and
anot her cytol cine receptor subunit. .A3Usy. Ar.
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cation, Th2 pregnancy skewing, stomach lining/tissue regeneration, loss of
adsorptive surface conditions, etc. See, e.g., Yamada, et al. (eds. 1999) Textbook of
Gastroenterology; Yamada, et al. (eds. 1999) Textbook and Atlas of Gastroenterology;
Gore and Levine (2000) Textbook of Gastrointestinal Radiology; and (1987) Textbook of

Pediatric Gastroenterology.
30 Similar samples may isolated in other species for evaluation.

Primers specific for IL-17RA were designed and used in Tagman quantative PCR against
various human libraries. IL-17RA is highly expressed in innate immune myeloid cells

35 including dendritic cells and monocytes. Expression is also detected in T-cell libraries.
These data demonstrate the receptor is expressed in immune cell types and may be
regulated by activation conditions.
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library description CT for
DCRS7_H

fetal uterus 19.05
DC mix 19.34
fetal small intestine 19.46
fetal ovary 19.68
fetal testes 15.75
fetal lung 20.04
CHA 20.24
normal thyroid 20.32
DC/GM/IL-4 20.52
fetal spleen 20.86
normal lung 20.94
TF1 21
allergic lung #19 21.02
Psoriasis skin 21.07
fetal liver 21.15
MRCS 21.15
24 hr. Ascaris lung 21.17
hi dose IL-4 lung 21.23
CDla+ 95% 21.32
Hashimotos thyroiditis 21.35
Crohns colon 4003197A 21.35
normal lung pool 21.36
70% DC resting 21.42
fetal kidney 21.58
adult placenta 21.68
lung 121897-1 21.8
Pneumocystis carnii lung 21.81
#20

A549 unstim. 21.89
normal colon #22 21.94
18 hr. Ascarisg lung 22.09
normal skin 22.1
Crohns colon 9609C144 22.13
fetal adipose tissue 22.35

D6 22.39
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DC LPS 23.49
Mot 72 activated 23.66
CDla+ CD86+ 23.86
HY06 resting 23.87
U937 activated 23.97
inflammed tonsil 23.97
D1 24 .06
M1 24.17
CD14+ 95% 24 .21
lung 080698-2 24.28
4 hr. Ascaris lung 24.37
Jurkat activated pSPORT 24 .42
DC resting mono-derived 24.48
HY06 activated 24.54
C+ 24 .64
Splenocytes resting 24.65
U937/CD004 resting 24.96
PBMC resting 25.8
Mot 72 resting 25.91
mono + anti-IL-10 26.14
NK pool 26.99
HY06 anti-peptide 27.34
mast cell pME 27.38
Tc gamma delta 28.14
TC1080 CD28- pMET?7 31.05
PBMC activated 31.89
NK non cytotox. 32.3
RV-C30 TR1 pMET7 32.5
Bc 33.72
C- 33.8
Splenocytes activated 34.7
JY 35.05
NK cytotox. 36.44
NKL/IL-2 37.59
HY935 resting 37.6
NK pool activated 38.15
Mot 72 anti-peptide 38.87

fetal heart 40.92
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Jurkat activated

pPSPORT

RV-C30 TR1 pMET7 26.51
fetal kidney 26.76
MRC5 27.2
Psoriasis skin 27.3
Tc gamma delta 27.37
Crohns colon 27.44
4003197A

fetal spleen 27.72
normal lung 27.83
Hashimotos 28.03
thyroiditis

B21 resting 28.32
TF1 28.39
NK cytotox. 28.44
TC1080 CD28- pMET7 28.61
Pneumocystis carnii 29.05
lung #20

U937 activated 29.06
HY935 resting 29.09

CDla+ 95% 29.13



3 | F 3%409%&$&8 ()- 3Y 3-109%KU%&' ()- ¢ Y&$10923$& ()- vU410 3F"10%%& () -

310%%& ()- 310%%& () - LOKY%OK%L0K% ¢ YIGHAOUKYE ()- CcYLQMOWK& () -

nb| [: vU4l YA0%Y Q& ()-)3 17 9%0% W& ()-)3 3 %,Q@@U R

tyaO%q%&P“P)?m VT Y0V ()-) v YOW/SVE ()-)T|[:vUa10 3 dohdreh

| 3Y4$10%.qA.& ()- @ 33 210%%& ()-3 3° PAO0YA& ()-) v %0WQWE& ()-) |°

%0% q%& ()-) |~ %0%qY%& ()-)f3vU418 3@ 10% & ()-&

4smi 10% $& () - &109%40q%40q% 3YS; g 10%%& ()-  3F 9 10%%& () -

3' 3YAS10%L () - @BP“T Uglo 39 %gty R ()-@4 ¢ %OUTIC& ()-@ ¢

04 0%CqUCs: $9 3 2689%q%&' ( %d0%gY& ()-@ ¢

%4 OUCNH#C&' t %m%téﬁa‘iﬁ OLZH () §fo & ()- 310%g%&' () - 10L#L10L#L10L#L

> %0% & @EPS 0% #LE (2@ ne\|[:vU410 3 K 38$10%$+& ()-3

OB&$10% % '&29) 08089833 00goR’ ()- 3 3FLOMR ()- OM 3$10%qU & () -

 F3$109R$&&T¢Tkat bBr¢ft @10 3 ¢ L- FPORS $C& ()-3 3 +10%%& ()-3 3

*10%g%& ()PSPORT 9%40%$>& ()- 3+ " %0%Y% ()- 3  10%%& ()-~_cdefr|obU410
3s10%%& (JPILDP#>90%#>10>#>3 N 35$10%#58&' () - T35$10%u#4&' () -

Y410%6 %' (hor@al LehyROVEqYEE () - r u+99.[53bU410 3 Y33%4090$9& () -

10%9%&' () -1do8 $20%&t{)- $10%Q%& () 2RBEEL0%GY& () -

3y10%%& (Yabe @S| [ bUAL0 3 | F#940% qué& ()- q f#9A0%e$QE ()-3 ¢

f#%iocy&;qcy( ' ﬁogxté 10%0% ()- Y 3%951%04%%9&' ()- T 33%0%q%& ()-57vU410

3f 10%g%& 6§%&: () - 10L$L10LSLIOLSL | 37$10%.$L&'()-- 3+37$10%%& () - -

33 510%q% c {61410 3 { %0% %[9& %410%/; #V& ()

040%Q) $Q& ?L PE& () - 3F 109%0& 28 3Y'510%]%&' ()-O |[:vu410 3

| 3839409 %2
lung 21897 1 30.37
24 hr. Ascaris lung 30.59
hi dose IL-4 lung 30.8
CDhla+ CD86+ 31.42
normal skin 31.73
fetal uterus 31.79
PBMC activated 31.82
inflammed tonsil 31.98
fetal brain 32.21
RA synovium pool 32.77
allergic lung #19 33.18
18 hr. Ascaris lung 33.42
adult placenta 33.43
normal lung pool 33.45
Crohns colon 33.52
403242A
NK pool 33.72
HY935 activated 33.75
DC/CGM/IL-4 34,28
DC resting mono- 34.57
derived
fetal ovary 35.06
fetal adipose 35.07
tissue
CHA 35.2
PBMC resting 35.95
Be 36.19
A549 unstim. 36.4
fetal heart 36.87
ulcerative colitis 37.83
colon #26
C- 38.32
4 hr. Ascaris lung 40.2
D6 40.62

C+ 44,38
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colr.” Freshly trans ormed cells are grown, e.g., in LB medium containing 50 pg/ml

ampicillin and induced with IPTG (Sigma, St. Louis, MO). After overnight induction, the

15 bacteria are harvested and the pellets containing the appropriate protein are isolated. The
pellets are homogenized, e.g., in TE buffer (50 mM Tris-base pH 8.0, 10 mM EDTA and
2 mM pefabloc) in 2 liters. This material is passed through a microfluidizer
(Microfluidics, Newton, MA) three times. The fluidized supernatant is spun down on a
Sorvall GS-3 rotor for 1 h at 13,000 rpm. The resulting supernatant containing the

20 cytokine receptor protein is filtered and passed over a glutathione-SEPHAROSE column
equilibrated in 50 mM Tris-base pH 8.0. Fractions containing the DCRS8-GST fusion
protein are pooled and cleaved, e.g., with thrombin (Enzyme Research Laboratories, Inc.,
South Bend, IN). The cleaved pool is then passed over a Q-SEPHAROSE column
equilibrated in 50 mM Tris-base. Fractions containing DCRSS are pooled and diluted in

25 cold distilled HO, to lower the conductivity, and passed back over a fresh Q-Sepharose
column, alone or in succession with an immunoaffinity antibody column. Fractions
containing the DCRS8 protein are pooled, aliquoted, and stored in the -70° C freezer.

Comparison of the CD spectrum with cytokine receptor protein may suggest that

the protein is correctly folded. See Hazuda, et al. (1969) J. Biol. Chem. 264:1689-1693.

30
VII. Preparation of specific antibodies
Inbred Balb/c mice are immunized intraperitoneally with recombinant forms of
the protein, e.g., purified DCRSS or stable transfected NIH-3T3 cells. Animals are
boosted at appropriate time points with protein, with or without additional adjuvant, to
35 further stimulate antibody production. Serum is collected, or hybridomas produced with

harvested spleens.
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biological activity.

Alternatively, analysis of natural variants can indicate what positions tolerate
natural mutations. This may result from populational analysis of variation among
5 individuals, or across strains or species. Samples from selected individuals are analyzed,
e.g., by PCR analysis and sequencing. This allows evaluation of population

polymorphisms.

X. Isolation of a ligand

10 A cytokine receptor can be used as a specific binding reagent to identify its
binding partner, by taking advantage of its specificity of binding, much like an antibody
would be used. The binding receptor may be a heterodimer of receptor subunits; or may
involve, e.g., a complex of the DCRS8 with another cytokine receptor subunit. A binding
reagent is either labeled as described above, e.g., fluorescence or otherwise, or

15 immobilized to a substrate for panning methods.

The binding composition is used to screen an expression library made from a cell
line which expresses a binding partner, i.e., ligand, preferably membrane associated.
Standard staining techniques are used to detect or sort surface expressed ligand, or surface
expressing transformed cells are screened by panning. Screening of intracellular

20 expression is performed by various staining or immunofluorescence procedures. See also
McMahan, et al. (1991) EMBO J. 10:2821-2832.

For example, on day 0, precoat 2-chamber permanox slides with 1 ml per chamber
of fibronectin, 10 ng/ml in PBS, for 30 min at room temperature. Rinse once with PBS.
Then plate COS cells at 2-3 x 10 cells per chamber in 1.5 ml of growth media. Incubate

25 overnight at 37 C.

On day 1 for each sample, prepare 0.5 ml of a solution of 66 pg/ml DEAE-
dextran, 66 pM chloroquine, and 4 pg DNA in serum free DME. For each set, a positive
control is prepared, e.g., of DCRS8-FLAG cDNA at 1 and 1/200 dilution, and a negative
mock. Rinse cells with serum free DME. Add the DNA solution and incubate 5 hr at 37

30 C. Remove the medium and add 0.5 m! 10% DMSO in DME for 2.5 min. Remove and
wash once with DME. Add 1.5 ml growth medium and incubate overnight.

On day 2, change the medium. On days 3 or 4, the cells are fixed and stained.
Rinse the cells twice with Hank's Buffered Saline Solution (HBSS) and fix in 4%
paraformaldehyde (PFA)/glucose for 5 min. Wash 3X with HBSS. The slides may be

35 stored at -80 C after all liquid is removed. For each chamber, 0.5 ml incubations are
performed as follows. Add HBSS/saponin (0.1%) with 32 pl/ml of 1 M NaN3 for 20

min, Cells are then washed with HBSS/saponin 1X. Add appropriate DCRSS8 or
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specific embodiments described herein are offered by way of example only, and the
invention is to be limited by the terms of the appended claims, along with the full scope

5 of equivalents to which such claims are entitled; and the invention is not to be limited by
the specific embodiments that have been presented herein by way of example.
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b) a substantially pure or recombinant polypeptide comprising at least two
distinct nonoverlapping segments of at least five amino acids identical to
segments of SEQ ID NO: 14,
¢) anatural sequence DCRS8 comprising mature SEQ ID NO: 14;
10 d) a fusion polypeptide comprising DCRSS8 sequence;
) a substantially pure or recombinant polypeptide comprising at least three
distinct nonoverlapping segments of at least four amino acids identical to
segments of SEQ ID NO: 17 or 20;
f) a substantially pure or recombinant polypeptide comprising at least two distinct
15 nonoverlapping segments of at least five amino acids identical to segments
of SEQ ID NO: 17 or 20;
g) anatural sequence DCRS9 comprising mature SEQ ID NO: 17 or 20; or
h) a fusion polypeptide comprising DCRS9 sequence.

20 2. The substantially pure or isolated antigenic polypeptide of Claim 1,
wherein said distinct nonoverlapping segments of identity include:
a) one of at least eight amino acids;
b) one of at least four amino acids and a second of at least five amino acids;
c) at least three segments of at least four, five, and six amino acids, or
25 d) one of at least twelve amino acids.

3. The composition of matter of Claim 1, wherein said:
a) polypeptide:

i) comprises a mature sequence of Table 3 or 4;

30 ii) is an unglycosylated form of DCRS8 or DCRS9;
iii) is from a primate, such as a human;
iv) comprises at least seventeen amino acids of SEQ ID NO: 14 or 17;
v) exhibits at least four nonoverlapping segments of at least seven amino

acids of SEQ ID NO: 14 or 17;

35 vi) is a natural allelic variant of DCRS8 or DCRS9;

vii) has a length at least about 30 amino acids;
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b) a sterile DCRS8 or DCRSY polypeptide of Claim 1;
15 c) said DCRS8 or DCRS9 polypeptide of Claim 1 and a carrier, wherein said

carrier is:

i) an aqueous compound, including water, saline, and/or buffer; and/or

ii) formulated for oral, rectal, nasal, topical, or parenteral administration.

20 5. The fusion polypeptide of Claim 1, comprising:
a) mature protein sequence of Table 3 or 4;
b) a detection or purification tag, including a FLAG, His6, or Ig sequence; or
c¢) sequence of another cytokine receptor protein.

25 6. A kit comprising a polypeptide of Claim 1, and:
a) a compartment comprising said protein or polypeptide; or
b) instructions for use or disposal of reagents in said kit.

7. A binding compound comprising an antigen binding site from an antibody,

30 which specifically binds to a natural DCRS8 or DCRS9 polypeptide of Claim 1, wherein:

a) said binding compound is in a container;

b) said DCRS8 or DCRS9 polypeptide is from a human;

c) said binding compound is an Fv, Fab, or Fab2 fragment;

d) said binding compound is conjugated to another chemical moiety; or
35 e) said antibody:

i) israised against a peptide sequence of a mature polypeptide of Table 3

or 4;
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10% & ()- [[\\\\\\pX=F 10% & ()- F 10% & ()- F 10% & ()- F 10% & ()- F
10% & ()= VW =111 55 Aed agmndt QDR s8 508k o) -

ii1) is raised to a purified human DCRS8 or DCRS9;
iv) is immunoselected;
v) is a polyclonal antibody;
5 vi) binds to a denatured DCRS8 or DCRS9;
vii) exhibits a Kd to antigen of at least 30 pM;
viii) is attached to a solid substrate, including a bead or plastic membrane;
ix) isin a sterile composition; or
x) is detectably labeled, including a radioactive or fluorescent label.
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8. A kit comprising said binding compound of Claim 7, and:
a) a compartment comprising said binding compound; or
b) instructions for use or disposal of reagents in said kit.

15 9. A method of producing an antigen:antibody complex, comprising
contacting under appropriate conditions a primate DCRS8 or DCRS9 polypeptide with an
antibody of Claim 7, thereby allowing said complex to form.

10. The method of Claim 9, wherein:
20 a) said complex is purified from other cytokine receptors;
b) said complex is purified from other antibody;
¢) said contacting is with a sample comprising an interferon;
d) said contacting allows quantitative detection of said antigen;
e) said contacting is with a sample comprising said antibody; or
25 f) said contacting allows quantitative detection of said antibody.

11. A composition comprising:
a) a sterile binding compound of Claim 7, or
b) said binding compound of Claim 7 and a carrier, wherein said carrier is:
30 1) an aqueous compound, including water, saline, and/or buffer; and/or
ii) formulated for oral, rectal, nasal, topical, or parenteral administration.

12. An isolated or recombinant nucleic acid encoding said polypeptide of
Claim 1, wherein said:
35 a) DCRS8 or DCRS?9 is from a human; or
b) said nucleic acid:
1) encodes an antigenic peptide sequence of Table 3 or 4,
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| = L-??, 1359z@EbHLJJ%?ﬁ%r #a%%%%%%@fﬁ [\]~" EFGH JKLMNOPQRSTUVW
XYZ[\]”_" abcdef ghi j kVibmis Higise atsa) squree; | " #$9&' () *+, - . / 0123456789: ;
<=>7@A\BCDEFGHI JKLM\I(PQ;Q@JM@X%[&}&,@,&}J@Q& ghi j kl mopqr st uvwxyz{| } ~
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| " #SYR () *+, -. /0123 43161)8cg_n}pnses synthetic nucleotide sequence;

<=>7?@\BCDEFGH JKLM\CRQRSTeVWA kY, dreferablgaéghhadk3 kimopqr st uvwxyz{| } ~
I"H#SYR () *+,-./0123456789. ‘mate:
<=>7? @ABCDEFCH JKLI\/I\K%}?&&?WWR T”\ “abcdef ghi j kI mopqgr st uvwxyz{|}~

| " #$9R' () *+, - ./ 01234%3 7@Mmprises a natural full length coding sequence;

<=>?@BCDEFGH JKL TN A i . .
X ;$%&, O "+ -] 01234 1 Q%Mga\n}mpnﬁ}qulei Bdtel b OMAP 8418 DONSY SHIDERSY;

<=>? @\BCDEFCGHI JKLMNOPQRST&MWKYZ[ \ ] ~_" abcdef ghi j kIl mopqr st uvwxyz{| } ~
P #SY& () *+, - ./ 01234%%i¥ is a PCR primer, PCR product, or mutagenesis primer.

15
13. A cell or tissue comprising said recombinant nucleic acid of Claim 12.

14. The cell of Claim 13, wherein said cell is:
a) aprokaryotic cell;
20 b) a eukaryotic cell;
¢) abacterial cell;
d) a yeast cell;
e) an insect cell;
f) a mammalian cell;
25 g) amouse cell;
h) aprimate cell; or
i) a human cell.

15. A kit comprising said nucleic acid of Claim 12, and:
30 a) acompartment comprising said nucleic acid;
b) a compartment further comprising a primate DCRS8 or DCRS9 polypeptide;
or
¢) instructions for use or disposal of reagents in said kit.

35 16. A nucleic acid which:
a) hybridizes under wash conditions of 30 minutes at 30° C and less than 2M salt
to the coding portion of SEQ ID NO: 13 or 16; or
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b) exhibits identity over a stretch of at least about 30 nucleotides to a primate
DCRS8 or DCRSO.

17. The nucleic acid of Claim 16, wherein:
a) said wash conditions are at 45° C and/or 500 mM salt; or
b) said stretch is at least 55 nucleotides.

18. The nucleic acid of Claim 16, wherein:
a) said wash conditions are at 55° C and/or 150 mM salt; or
b) said stretch is at least 75 nucleotides.

19. A method of modulating physiology or development of a cell or tissue
culture cells comprising contacting said cell with an agonist or antagonist of a
mammalian DCRS8 or DCRS9.

20. The method of Claim 19, wherein said cell is transformed with a nucleic
acid encoding said DCRS8 or DCRS9 and another cytokine receptor subunit.



