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EP O 400 245 Bl Description Human inmunadeficiency virus (HV) is
considered to be the etiologic agent  of the acquired i m nunodeficiency
syndrome (AIDS) (Montagnier et al. 1E8éuoo3qsBate, two rel ated but distinct
types HV-1 and 5 H V-2, have been identified (Barre Sinoussi et al 1983,
Popovic et al, 1984, Ratner et al. 1985, Wain Hobson et al. 1985, C avel et
al 1986a, BriescNmePnet et al , 1987). HI V-2 has been described in european
patent application n * 0239425 fi I ed on January 22 1987 At this tinme it
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replication sa6 imsrdtiosogasie® &N adrodis8JRIVAL G2 BRd SIV ritbdel IO At FdgOtei virds
The only notreglitatiordas welira yemssititat bivedegproteihs © yor iiwa alnttion.SThe fonliylinbtable diffbrehca in
and Sl V r esitaegenstic drgepizatiogsnof rHiGdli Hig-2fand Sty residee i thel opam realing frame wéfercld to Bs vpx,
absent in Hiwich issabgent puHIV iaachvausvhish dssrresent] im HMHT\bul ndb int HIM@tand BIVHCEheR ebald1988 V/
(Cohéur et alGuyadsgst @y yefdk These viuses 12 Pyth trppie and gytenathissfon £B4 [potitye tT typipkocuing
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processing i { {TELLH 095 g’e% anh &ﬁtg hul h %lycopr tein ar
transnenbrarbgségJ:gg,qu %@bﬂﬁvgﬁ g %%&Pc?h dér%p@ﬁgrlz?{tﬁi Xft gfﬁcoprjgns é
Virol . 63/ 647,66 ploperaPdt HIVEREnal3F SREISpe gkﬁ@élér@&lmrﬁééb?dl yYﬁ@BFoE&r@' 98id 84 uddh \Js
and SIV ey satcoﬁvsmst@ Rrkeicth BMérentid btwEenifididhiGolles bi MM hddBiv.0f about 80 kDa for
HI V-2 ROD. Undtre isdetbrs driday Rthdr BF e Alim &ML kdt@fGses HavaBEW adthdnetfatedfthat thére could
envel ope pr aglomerdiffcedi difdhd Ghel @iiols iSdlatdshal HIV-2NG rEotRaniewil] HAARS YO Aefbe
not obser Veckubtfpet bthewBir@f HIVRV- 1. Theref ore we can consi der that

di meri zati on OA fitshbgnoupedao be ragigdcio theddoiertiv-2 ROR dspmsiteidwits therGNEdY dnderot HB%/0R
and SIV esvdisbpay 8bnes6ampwidstse ATCC underor di701g002, on Uimuay priégkrty coul d be used -
as 30 a convehisemtd sphgrRer cap be ehldtddge thatisolatediNh2 EWR alepatitedfvith ¢het CNCbinderay A3
H V aad S| V.onPeeenbarBn1¥f.s wor ki ng further on the human H V-2 retroviruses
have now denpnShesaivedsaisiasthayenigep dessiibed ip dhesayrppeag ippiprt applicdion §7381RS and dave been
vari ous i sol°&?’é‘§9”6?d q-\ﬂ“‘!P"Zm"‘!“PP Rlerediettance with that _they have defined

subt ypes #f \h t sbe wz F’a'lt‘“\‘ﬁ"}' §‘E°'Q§I§B %?Fu’ orfigs of A sped SPJ"@

i solate H V-p (Q‘I h v o] P’e'h 5%‘?‘"8% g, RIV-
Eggr?ua,&ysggo %;él ven \&;ve now inte u Ezsmgélﬁ]r § rt%j) E %Fgﬁg %fc%re c{f it
with the ¢N Ag%ﬁ%ﬁ% Becen% B‘ an 'Iat)tdr ngy at es
have been descm ) ntn |£ fﬂ%reﬁirﬁ 9%@8 t@ﬁévﬁ‘%ﬁgé}ﬁ%ﬁsﬁ%a ‘B{? (ot dAd gfy %rd?e?ﬁéechar
been char act R1s}is6 6 thy HV2EHO LOYRE e HARSfekrdvilgs. 40 ‘Fhe I nventors have
been more part rigUhvhton aisdlcBicemt @mpositiens ehipridlg 1B Gbsve QRMJoks A dafibodies REEYNTzing
i'sol ate of Hhdée ditightlsV 2 EHO. According to the definition already given for
the Hi V- 2sq et r Buretvésths YriventiorHbrokidbs mbDmearRdoraRsSin ditrd 4ileGMsi bOdnGinfactibe byaé &V-2 BHO
the product rmefoviiser ¥ plategactoviasb, ilbMn@ the¥@lantighiee | nvent ors have now poi nt ed
out a surpri si g inveatjpe congera aldd| a\préte$sHied ther prdpadating of e tritigens tindantibpdies cifed iabaye.
envel ope pr ecuPygpisinglyiche¢ vantoss hewe given qyidenta dtakthe pivelopear precyrsendnd diveematurd products,
extracel | ul ahatgs yheo prirgeativlarsand nigpngrmpmbrane ralyspriniekisnef V8t By yehiclT istingyisle fiomothe
i s t her ef & ecofpsPending @nfagns A What ROB M @ diffseade; ip theie polpgplap wejohts #nd theasence of cross
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retrovirus. 'Tﬁ”é’"‘t"ﬁ\‘f@ REFies 1284, éﬂ;ﬁ'@‘?dnga"@ﬁlﬁ'pﬂg‘?‘tdfeﬁ ?S’n?ﬂa|"§t HY-2 RGP agvRinee
anti gens and® ?’f’tB'B?j?ré’?c?'@?f%‘aﬁ'fe?? §°°P'ﬂ'8§'% anti gens. so Mor eover the

I nvention provides new neans for - the in vitro diagnosis of an infection by
a HV-2 EHO retrovirus or a related retro®irus, involving these antigens.
The invention concerns also a process for the preparation of the antigens
and anti bodi es cited above. Surprisingly, the inventors have given evidence
that the enveI ope precursor. and the mature products t hat |s the
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gl ycoproteins or precursors of these glycoproteins. 2 EP 0 400 245 B1
The invention accordingly concerns a purified antigen of -the human H V-2
EHO retrovirus characterised in that Bpto 400 zs6mtt i t uted by the envel ope

gl ycoprotein of HV-2 EHO or a glycoprotein of a variant thereof or part of
said antigen, or an antigen having the same inmunol ogi calzctﬁ‘lrolpertles whi ch
antigen is recoBwiivanradsodiglyeaiogs\a mnified eptiops, ef t@e’?“ﬂ‘ﬁ? ALk trovisys phgractagped
recogni zi ng tihtatdhie coneitdedpy g epvelonraglycorrioin, pf HV-2 = V‘é"(‘,’P "t°<§f| F’l‘"tégﬂé °"
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range of 19)% 0 Iécﬂlﬁi:‘y fs ftﬂpta‘ﬁ&mp?dieudéﬁht%\&oo rbiBinsoflthe résem HREHEbn @lid VilRin a
i nvention ;,q %q,%,bg,@;aatmyd@ga,t weghiabove cﬁar acteristics is defined as
a purifi ed ant l ﬂeanf.r& ash&2€ of thd/1neentidiQ b6 RtigaAShating the Gbyve héradietistis lisodeiineg dshe
same i mmunol qgiifedlantteR BES HAS2 BHIG! relrbliras oregifdopitiein haviig the sandf imivusoldgichl-popkrtiks
retrovirus , 4ababtaieédckdn® & dariait of hatHIV-2 EHO retrodiad e dhdtactetised i tivat il 5 egended bynttie eny
that it has agef@in@aiihatit haea gbisculaf weightofdrecheder off120 B deespending tsihroendélopg preguredie
envel ope precur mor secomdl aBpese oftthalineepfinacet pudfiedt dntigen ref tha tHIGA EHO (selrovifus ©¢ 2 glyeapepiain
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that it corr eamms y& 160 BTHNAD €HOOfas bikBle YLD RPRIUDE DCLYeREE! dFPdaR of
and in that,i Qbohtseottb%omﬁcfngﬂﬁb sihddh tRMUBEArER MoBLYL HRIGRIS @f The GAdPEIEIAE HIY-2AEHO
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det ern# ne. t he orSugprisinglyfthe nyestorsihpYecdemprstsatedhi the vasations of fha malecyias me vaftous
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formation O EOD%YIE a%%nc%?ne&"p Novidin the%e HiéRint Bretob branEligRscchatidb BiRdins present in
pol ypeptide p he glycoproteins, which reflect differences in the

am no- aci d COWpoéhbﬁ Iaoﬂotbﬁt&aerbreséﬁ gafticilar €6pit6Pes IcHT cdGIU I B0dllg . nofl be raedessitge Trhéhe
i nvention al sQefeepairg@ycdpdieini i ed antigen of the HI V-2 EHO retrovirus or
an un- gl ycgsy! athedbqvs aebdatied piotsink endyiycameein can be Inalvdedgpldnh er ig amyepossible combination,
i munol ogi cal i eqieosiiionJor attedn dithd diagnesls df raw nfestion sdeainlty dup tor dieuman Yetpvins-g) the HIV-2
retrovirus cha&Hastelygesed in that it is a protein p60 and it has the sane
ani noaci ds conpasatfirsb prefaged ¢vebogiont.dih epmepsition dafined barepbpys iy H’&fa"‘P"dse%&‘sth%B contains
ol i gosacchar i dw redesiserap1209f the enveloperglyseriigin, Having @th'PF“'?’H@'gl“erlg'ﬁPTdB’rP‘

the proteins derinaespcondanisiened eaberdiment e xomp 2“79’" %PB‘P 'y‘é’P' toin
concer ned, pr P19 hrying ﬁm°'°f’%§“é‘9'i§r°6t“éi°ﬂ§’ o100 Qe i "‘?‘H% B19P é'h?,sé‘?fﬁ’}“?"d@t the
chai ns presentab?"ﬁgt’ “glycoproteins. Such a protein could present
particul ar epitopes which could usually not be accessible in the
correspondi ng gl ycoprotein. 50 The above descri bed proteins and

gl ycoprotei ns can be included, alone or in3ny possible conmbination, in a
conposition for the in vitro diagnosis of an infection especially due to a
human retrovirus of the H V-2



EHO subtype. In a first preferred enbodiyent, the conposition defined
hereabove is characterised in that if contains the precursor gpl20 of the
envel ope gl ycoprotein, having a nol earib ago 245iht of the order of 120 kDa.
55 In a second preferred enbodi nent the conposition contains the
extracel lul ar envel ope gl ycoprotein gpl00, having a nol ecul ar wei ght of the
order of 100 Kmanother embodisment aerarding 19 tae fyeniim. tha compagiiancgontains (i dimerie alyeapistsin
gpl 20. 3 QE@d‘a&w malscufan weight giribr ‘Pfé‘?’ #9KBp- r?é'ﬁf°’%f€ﬂ‘dﬂ"cf?‘f1@“‘!°6°‘t“ﬁé‘s one of the
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nvent i on, ar ey ARaE ) Sl ol n bR Shove general
gl ycopr ot ei Rigfin bl (!3 Bfeﬁ h daftle! uﬁ ch peﬁﬁ§mtaﬂ d florh 99225 of HIv-2

charide chaighg; AT atqpig‘ﬂ%maﬁﬁﬁenm:a% siyebamiewgphé]e.a\r.@ad IndiBdulaP Weigt, of Ahed
conposi ti ons,,de,sofwmaorot ein p60 above defined. The invention also concerns

a purified antinghér snfigelladéordingdiné iventenCind MAICis WY th B8 prRIBEUIR o6 de4 Ghycoprotein
definition, neNingahglbayreQimiorigital propbries, bridCobBmee frdnaaahtas iHNED EROD, P Eatabiised
obt ai ned f rmiﬂmus\a@lybm?dteumépwhﬁd-uﬁcoﬁr&porﬂslﬁ the limeredérarof thegpdsn that it is the
t ransnmenbsane Theiowe(itiontatso ncoag@d’d , anhimunaggesic rohepsitiknacompesinghéntigent of V-2 IEHOr asof
36 kDa. Anotdesribedri thg @recetingmagkisrog aritigent Hevingrihesinmmuanipgigs gropbriiestof HB/-2 BHiQuandiderso
t he precedi rigchosemposition goulfl becusert astvaainehia Wiisiggse they aapreparadiielAllol digi adainistration of a
propéapt i es, dasecdf BhodPiwaer kilegign vari ant of HIV-2 EHO, is characterised in
that it is a dfoypeiiionr eviesropdm iente jabove glefinition sAmerise dPr LSRR WErQ'V@OR*QS?'?nQBTOO
t he gp36.2015hich coutdrie apseqiaipd Vi pthersahthe glyearroipis 4P27P. o1 A PraP8®nmposi ti on
conpri si ng ant’f g?ﬁge%wmpwgc Eﬂg@;{@" ngtggpe "ﬁ’e'f“ﬂ% p@ﬁ"éd 4?5'"%%5%@3&9?“'"9
anti gens had' vy

comosi ti on d""B'&“ s sy, o :ﬁ:' At Gl et o ﬂagv‘ia'af a0 iRl grbgdes
al | ow t he a rﬁc edéa\gjl (?ita: 3$ﬁ ?;‘N ?ns% %i%ds Eﬁ;e?bﬁ rl)e é )]ng[tﬁsrclgges Bﬁ L I2 % {%Enpre aration 0
Ef B g g srie SR Spaen fhe

Conposi t i onqh cQ Iy rﬁ & thiS &
gl ycoprot el %aalggil d %ﬁs fa\ Qﬁun@%&ﬁ)% ofvfﬁett n me (tco Ja%n of HIV-2
0l oD ot o e e B e o b sgad | AR

conposi tion aCﬁernanwonm%&daaeé 46rBihd R th& MUBAGdnSRS inf dirktRRiboditiéht, CRESRFIBRNA 13D
anti gens @f uidy Vacagnizeld cBRMEEepRbeYo B PSRy MMIEINYgpS Qb0 GBlod0, gpl 29, gp8O or
gp36. The inventd Qstord SMbEMNME Hidbe RAdhdLNE Natibodied iaROEHaRGembd a Ml tHey OBtognize.
ani mal s and spmnical 06 alycaprdidibgpdors di rect ed agai nst the antigens defined

her eabove. 25 n a thild@rélerd @inBodiiieht thedsi mbnoblmal:értibndiesjadeehardueiriiserdliettﬁ&(\@) re¢oigtize
di scl oses orspetigalig tha4ly2dpratdiregpd2®par at i on of that nonocl onal anti body
referred #0 asin' hmm@k"memglmemﬁhqsenmomm%antlbrﬁ!aﬁ@@techharg:tquaedtlh that tHeycraengnize
t he sai d antspérdigglly theglyeepratginean2fq.-cal |y wi th .the ami no acid sequence of the
tr angnﬂerrbr ane Yoy ewsfinuisticihe aribodigs wbove Kexoriked eier suehetbet ey ole direcieriagpinshepitepes which
resi dues .at FRoRpNton PN groseyarl amfigens of the inveilier: fesrcaPitepat Paingdiobrecogpizest by aﬁwﬁ'ss

the i nvent i Againgt the 9p390 gr gnp ptipe ?ﬂ‘fﬂ?ﬁ?l relalpt g'vcewatﬁ'a%;qpéﬂ 5 @H‘Zr" ﬁf ‘E"Ké’tﬂ t hey

recogni ze* a co?ﬁ’fﬂ'ﬁ'% s8 3” et £t ?i"elér‘l’f“f IEJ:EP' ﬁ%{%ﬁ” F°T
a second end ??e‘f??c t'?)tﬁ tl"e%Wbtaf"B'ga' 38‘;% : l ) @s sm tec nsﬁjcf:;
t hey recogm sgé dxsc y ’iﬁe’é‘% i (HBlro i’gk' S“‘é ﬁi’r W
embodi ment t rm Rﬁﬁ Eg'ng& o5 of the
recogni zesp |1m ,es coprotel n n anot er pre erred

enbodi ment thesg, rﬁﬂa%& Béﬂ ceﬁé"(;f'apgrqhﬂse @%u&%ﬁfaa‘g&ﬁédsﬁmndnﬂeé Haivo Brhl%)h spleen
recogni ze speci fgatlshdh shirtfils GraiERRIRIGNZ HOAGMith MO&BgeARY b fikngdn. Yt he

ant i bodi es abovgsisiesrinRaiked célis WHC hydidhil collURYer AytRidénal 1fning doriiansind  epi t opes
whi ch are presesdecing Mo 6If ths aiybridaiasa whitt) @étBeted fthet IAGhoLIBNAE Riitibodles #iiEHS Specifically
epi topes &ei Ng Redgnizeho giovg ddindalyantigahs. bodi es agai nst t he gp300 or one of the
envel ope rel at B ploytivopf thd divbridorngslod be realigell Bp carfverttibrdl BchiRigs ivhOlving ass&ies\ferr the
processes f oabilitylobhypridoghas toi praduasfanthotiehagding sheclatlemiied entigbrsy ed according to the
i nvention. For Aipresesarforepregueingcthe nsnodipnel eantibodiess dijectpd: againbtt ane @ s¢varabaritigans glefined
especi al | y ihsregsdegemprisesée mice or nurine. Use can al so be made of cellul ar
cul t ur es, 8%i t hepultiringdsi spipedechybridomatagiadinalad akpvern an APPeIREgiRelyrp modiym and

t echni que of thEcHgingitheghrRecionghantinedies exsreted Py salf Wipctachipidomas, gr ipmatively
(Nature 256 495"'?‘7%’;56 3‘15°§‘°6é‘é’E{'d°’I&‘tsc'Bth’?°n'@f"P6°“f“h‘?f§ mQyse, P WheD gsgifes have boen
preparing the hyBf 3PP t he manufacture of the nonocl onal antibodies
of the 45 invention conprises: - starting fromspleen cells of an aninmal,
e.g. nouse or rat, previously imunized it vivo or from spl een



cells of such animals previously immnized in vitro with an antigen of the

i nvention. - fusing said immunized cells with nmyel oma cells under hybridoma
form ng conditions and - sel ecting thgpq;@bgngmhybrl dormas whi ch secrete
t he nonocl onal anti bodi es which specifically 50 recogni ze the above

defined antigens. The selection of the hybridomas can be realised by
convent i onal t ecierovaiagthe morsiclpnahentiasiion then fomedtiam saithpdcitasy of hybri domas to
produce anti bodiT8e aaigediessan beeeceyencd byrivaticus teghtinupe such 28 raskoisuaung-afsay with bel ardigerg
t he nonocl onaF°b8ﬁ?q°Mf’es directed agai nst one or several antigens defined
her eabove, "ﬁf) ther gyavision, the E'M‘f"f"ﬁ‘r@ﬁi?’"ﬁ [emethep é%t‘@cP’?B?@F"?"dQS fersirifipg antlgen having
i ndi cqred a"bogg ‘?’fe

monocl onal ant i b(ﬂ@"gﬁ;%g:g é?%%%"%ﬁs S'é{?aﬂ @Y’%’EIUEOZ ﬂffgﬁ 'ﬂ%%@g\c@;‘ Ip‘g“%ts and separating

alternatively - |Iu \Fﬁ% ae emnyt;rl d sﬁel nt o, t zoﬁ-[ oneum of a
e e, ot el @?%%go i e
The antibodi es Cahigh Jfg,gg_'yi% / var| ous te i qfues such s " seid antibodies and

radi oi MUNO- as sayvadHirglihe iRMuBiNiG bl 1B rddfove RE MBIBETS Shich Sro ﬁ&(?l{l RER\%L or? n,
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ROD (Rey et al., 1989a). 45 CHARACTERI ZATI ON OF HI V-2 ROD AND HI V-2 EHO
ENVELOPE PRECURSORS There are at |east 30 potential N-1inked gl ycosyl ation
sites on the envel ope precursor of H VERORGD248B1Vi ew of this, it remained
possible that the 20 kDa difference between the envel ope precursor of H V-2
EHO 50 and m ht be due a reduced nunber of ol. gosacchari de chai ns
in the envel (’?qé: Hi%3 isqiates wasngt dug 33 fiifferpnca. in the number of N-finied
el ect r ophor et |°I 8‘8&?‘ i "'%%f tﬁ"r?&l"i’%eéﬂe’ﬁﬁ > tdigestion - with endaH

"‘Q“’i
degl ycos Iatlon endo
ni gh. mannosg (4as y°r e? s jé %ﬁi&ﬁ%“’ agiloodobl i oqurdys 8%&?’ §bh:frhd oaiens
H J. BnOl . Chel"gpe nds E 1) ool d&gét‘% 2 8?

a1or

Wi th [35S] netgy t&iWsﬁQatﬁ-Gﬂer@rﬁ CJ)I‘IC@I*II&{ g biSthd\Pd ﬁ’ofdé@grh QJsulEs %taﬂw %1 P rotease
t he di meric f QirdBho infig(R] LR B CAMHSIRY ForPihe Qésoclhmf‘%b@&'méﬁ b ertedb
preparative geahre@m@i6tgoypéplides o £30, 1H0Qnd8Y Hk wWh6lodd] & Gp1 8T HisiHE RS o Yiﬁ&%laﬁ Fgp2m
di ssoci - ated df HV-hEHDmas esrvertealto SR%jor B0l K palipeptitd-arddRAY faitk 96bng 7515 3Rlypeptides.
bef ore di gest iTns digdstionaa gpt4bland e 2@ pitatheWs powase easlited inBé produstidalof biBifict polypeptide
envel ope pr ec ratiamssvhiph tefigctdcRBR)encas dn thpdrdito dclBtdainpasiisrebel@en e therdéisto Rredbrs&s.
80 and 60 kDa, respectively (Figure 3). These results therefore indicated
that the 20 kHV-3iEHOCENMREOPHSLYRQRROTEINS AREFNQT RECOGNZELRBY IMURINEN PELYDDENAL ANTH
precursors #f BORESAGANFTIHE ENVEI-QRE-GLYGRBROTRINGIORHV@ RODJ| f f erence in the
nunber of N-Iinked oli gosacchar| de chains. Under the experinmental
condi ti ons of .t h%%b T P"?!’F @ By imsniniging mice Wity acuriffed preparption gf gp0Grom cofls
conpl's¥e cl ead™; 't ' '2 'ﬁ?%ééﬁ’?& ddé'e'e?t’él)n@es? ﬂ""B?ddPé were, reiesiep 49 @s @ptbgp300

I d Bodje asgay gsmg
pol ypepti de, squ,@t;ofﬁggfgsggm 1 ’tétettv AN gfnetam i P

OLIt n ara -
prot ease, wh ser; nd sz

ﬁb%agh xot% ta% ! with 2
glu ; ¥ % §3065 i%o i |d not ico Dzet:ny

envel ope- di marsmﬁl %Wt?ﬁgtﬁew Fpositide Egy

proteol ysis Wig bheCn I %}co&&&&e&tﬁlﬁb'@@s ilret o S%E)é H eje tHg Jatter
obt ai ned W £h ¥4, lgp Q0 Qﬁ@bﬁb@fﬁer@nrﬁm nﬁré\é\tlthtgd %rtﬁplc S‘:ﬁ. serum.
arising fromt eecbbmmnatmdeateqte BBs3RE At iMAc eﬁﬁttagse&t tn e&tFHcaﬁxa

naj or pol ypeptahdide rerismbmbranelid§lond¥61n8 Gnvélalse gHIBEEERSs of HAE2 EIRD (Fidire?, b§dn6}Q FdeOANo
t he di ssoci at ies).of gp270 io of H V-2 EHO was converted to a major

p®l ypept i de and Antigp3cai antiboBiBs dit chot/ecdghize PIVH yepeiidpb d@&proﬂmsmélpg@stsbr%mw and the
gpl 40 and gpl 2@rageliular glyrepraiSin gp12Daeid as expedtéds dert MnniunaprgaipddedCy the HIVE1 spbdiicinOian
pol ypept i.de paeumr(Figure\hi settion &fv-Bdoterdstidgly, faati-gpaelemtitodies imenuadpratipitaa $IV-mac envelope
conposi ti on belyprreieinsh dwesnyeippe @regerson gt 4p rtecruecgrsor imgr gpIBH@dEN/Edradiefitlar glycoprotein
GLYCOPROTEI NS 9RIR8- Fieye REMTmcNzemmotsive veuRialse inp@inyt@cDittied ByNfp HIVG2 BIEKiESuman serum
AGAI NST THE ENRgurespeectam&iempaghrihe Kgsctivity ¢fjanti-gp3peamtiboplies yith esyridpe alwedpiwtritis of bojtelliy-
pr epar ed by"’5 E'i'd Vr’ﬁaEé?”W% H‘“hth ¢of tHIsE) EHPeqonfimas the impertany homelogyr ketveere H|Ve2
i nfected with 'wath@rt"at dha Hf\‘/é?c ﬁ'é?ié""z"gs he s@teaf B8 diE3 Hgkpaid be

referyéd to ag' i t|a"te holis °react|V|t of these
ant i bodi es wa t;. ﬁ

from HI V-1 R %

with {3H ¢ U%&S@Qito%d ly

S

LEan e

Eind

with typical RegRRisfdeyed. ﬁﬁ&b &Qﬁnr&%ﬁf L er i'ihef x}z:éu % %Q?Jty
anti bodi es i My&RPIbR GéaLiivitg i the RiikdredIh sm e 4o D) and
w th a siml argpribfiEnot Md&&aﬁ@&o‘f&t‘t‘n@of% Irﬂn\u\‘@pr %H%Sh %N—‘dﬁ urb '), AHop 388 lantibodies
anti-gp300 antidebied eBondly Chll tRY. ervEIGROcBEroiein Yot Bifv-d RED qEps6Y, %ﬁﬂoggb‘lﬁﬁﬁﬁd)bﬁoﬂﬁut it
of HI V-2 EHO (shiwgd he réactivisyewithi tieancor&dpbhdig @nvalolsd) glychistvisingGst HI-DEISE ndrdith Broted of HIV-
(gp270, gpl 20,1 (GpireB, Solibn gEIBIPROONET.5% polysumiapkie Qe Thearbathith i nb-gp30y Rhtibadies Witk
posi ti ve hunafokdemmiein essfeundlie be wettsperifis becagieCtivas cbiveve inosit PLtRCES indspentidnBibf virus
and sone di st iinfretione Pese reeuts indicle that anktrgp3Q antiberdisis idu hatreaainwithtehwelobs gipcpmteins anidiv-
regi ons of #heé ERveliheativgopdenpired irms of H V-2 EHO (Figure 5, sections ROD

AND EHO) . Antl JPverisan Ntfdteedﬁ dibtaineeh by rimmughiptz enalysis,/ and dnvnetnmp@recnpntatron assays
gl ycopr ot ei ns 'Ecﬁ}r%“@’t‘t wta?remtawbar@wpmtpmmwmmw e{;gbteym iz¢ the alepptured
gpl 20, whi ch %m%l datter foan t?g’? piativet fan phy this teanspepbiang glyeoprqtein-dimer
human serum (FET°B aBacg'g?f’f'?tBth'lF'V"ﬂ‘ the FR“@'?"@&"PW’I‘@ Ry thespfliffergy)s awihodigst i bodi es

|nnunopreC|p|tated SI V-mac envel ope gl ycoproteins: the envel ope precursor
gpl 40, the precursor diner gp300 and the extracellular glycoprotein gpl 30.
These Sl V-nac gl ycoproteins were al so i munoprecipitated by the H V-2

speci fic human serum (Figure 5 section SIV-mac). The reactivity of
anti-gp300 anti bodies with envel ope glycoproteins of both HV- 35 2 ROD and
SIV-mac but not with those of H V-2 EHO, cdhfirns the inportant honol ogy
bet ween H V-2 ROD and SIV-nmac and al so suggests that H V-2 EHO bel ongs to a
subtype of the HIV-2 that could be differentiated by its | ower honology to
both HIV-2 ROD and SIV—nac Ant| gp300 antlbodles along HIV-2 and HIV-1
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but it showed no reactivity wth envel ope glycoproteins of H V-1 (Figure 5,
section Serum H V-2; 10% pol yacryl am de gel). The poor affinity of this

serumwith the extracellul ar gl ycoprEPemoodﬂs BitV-2 was probably due to | ow
reactivity with the denat ur ed prote| n since this same serumcould identify

gpl 25 (ROD) nat i ve conditions of the
i nmunopr eci pis ﬁ q-y 'V' fzps So&ERM i MOHT cREMIURHR nENYELEBE
strongly all SPE ve pe ¢ ycopr P E%. 2 rRoD (gp300 gpl 40, gpl 25

and gp80O) but ithﬁaa% Fﬁ% smwpx .M h Jn@ertumggagdﬁjg Rﬂ?gnmqms,{a
gl ycopr ot g N arkk i £ ol prot % 2646 &n i
anti-gp300 ; thg sérd?nﬁ&gnl(fﬂﬁ wﬂz@%#%’% & ah PR th \Lhdittén Qhis ALY pol um re ed
ant i bodi es Wtiohgly With SRl shdRpY ¢f HIV-2AGD o nb b RaBlity Vil oBSIRBY WitPHIVS FAEShveld
was obser vedgiyddpeRink (Rgurd Gestion B6HR HNEE Nt 00 fpolyachyibinidedeBCTHisOEbser/dds Rdidtes Uhd: S
i ndi cat e t hatherdight Bp 36 arodsir&xaElite Betwkidn MM HIVa oGtV sofd 8 \HAL-DBifvelops glycoproteins.
gl ycopr ot @ nBhiérodshdéctivity sedmkdDe dirbdtdtitbwanddithe/dméric fahas aft the @rleldpal i¥), tHoAMRAE fof@N
of the resul bisheodwelopaeptbchyorigndtn ambthotranamanhbyanb glyeopebteinndimérgpB0I T rdhoiRéricadrin@h
assays ( Fi gutheprebursan@pBip,was iayvwbdklytreqoghized by tise HIYr Eositiveasstum, WHSES timOdxyainiual
ant i bodi es r glrcognaieinegpi29ewad @izt el recdgiizednin gibw ghBédebitis pessiblelia suggéss thatcHIV-v positive
form The nagsaruperebeanizeddn epitdps intthetrpnsreantbrane eegigh 9icish Y20 ativalape glycopiviivl apd feas
a confornét i Bi§ inaseetion et denptiyation sind sfineatizqtion: (weief feauiredsy Thespe Epsulty j efpbasiam tantigenic
ant i bodi es. djtiprenges betwepn the aqyejopepyceprotenspf EROOAMAERPY TY OF AN HI V-1

POSI TI VE SERUMTIY fiipvineniable jreivestiqyesultoef tg semppizesrigtwesn the diferpntretrguirysen Hiv@md
Hl V- 2%EHO. H'Vtzt?églfmé'ﬁﬁgm Bt s, an HIV-1 posi tive human serum was used,
which in an [ mrunoprem p| tati on assay 5 manifested a specificity t owar ds

H V-1 ext facel r e co rotel n 120, In an i munobl ot "assay,
this serumi dej?n.f’w1 g?i&’ﬁ 6‘58"& esuié’%r\yem dkQap,0f mraédar@m%s

this H V-1 positive serum Déaﬂl‘éd ﬁRUndﬂw-m RI@@p&ﬂV-&nEHQQSSIVxhaHI V-2 ROD

r%!::& th{\ a§

whereas no rea v v v eh NS
(Figure 64 secfion Seer HI V- 1; ) swrwat i on
i ndi cates thatlthere mijght..he sonme cross-reactivity letwe een few H V-1
positive sera AmdRUBV-3 envelgpe gliyeopr ptein 0. Thi o] (Ta Iyity
seens to be difected tdqwards the di rrer c fornssmo t he eﬁ(/el O[S)@P |.§, t he

the |t ransrenbr aje
H¥™%decur sqr gp140 wag very

p
dimeric formof the enyjel ope precurjsor gp300 an
gl ycoprotei n dj mer gp80”°'1‘1‘ﬂ§'$[9‘mﬂ‘reri c f pripneser
weakl y recogni ged—ty—tHrs—H-Vvit—posrtt e
gl ycoprotei n gpaBbiwesinaoat |all rlespgn|zedy Ip view ofstHesgs iit

possi bl e to supgest thgt H V- posi tive ger ur'n r cogni zed arn epi tcpe i the

PP S =N

VX SN,
]Cl Ao [ CATTJg

t ransnenbr ane [gq).an, of H nyel 14
this intefacti Jﬁwbgt t' ur @t on anagd merl Za | on Oéeserequ?gec 1?hese
results enpha_s- .an di ff rgn bet ween |t he nveI ofde gl yadoprotjei ns
of HW<2 ROD ahd Ezd&kﬁ hgbﬁol I ov(n%n f‘z‘& ¢ 1%gi ves uljt g E

conpari son bet 2@@ th(ﬁ different rdgtrovifuses HifV-1 _nd HI\-2 anc | soljat e
of the |atter. d 140 Qr 4t 138 | noRécullar®s \eisfht |(k&h) | d# |viral
proteins of H V-1 BRU H V-2 ROD, HIV-Z EFAC,__ S VITEC 25

ENV ) GAG VPX VI RUS Pr
ECgp ™ gg Precursor p, M P X 30

Monomer  Di ner gp : Extrage/iulareglycopiotais HI V-1 BRU 160 -

120 - 44l T™ gp : Transhiembrane glycdprofdin H'V-2 RoD 140

300 125 M#5: Major Protéf of the 28re 26 16 HV-2 EHO 120
270 100 36 . 80 56 27 14 SIV nmac 140
300 130 32 65 56 28 14 40 Pr: Precursor
EC gp Extracel | ul ar gl ycoprotein 45 ™ gp Transmenbr ane

gl ycopr ot & nCleims Maj or Protein of the core 50 Clains 1. Purified antigen of
t he human HIV-2 EHOretrowrus characterlsed inthat it is constituted b%t/l
S

the envel opely g 198 ragiqen Pf She fumao Qr relrovisysy eheietesised fp W i is, gonplitipd by the
thereof or par tp:P @gp aivaggw é' 2 'EHO r?%x?? @wfrfaw %:P’ﬁ%m S*:d ?::';%‘ %gg

i mmunol ogi_cal "

pOSI tive §"ér umpV\As:l' Vggserug\ ﬁ&é&é@ ? ot assayf%égf s not ecogmzeg i odle dlrected agams ::En

an i munopr eci pdljcéﬁ 8” gp300 of HIV-2 ROD in an immunoprecipitation assay or in a western blot assay under the
same conditions.
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assay or in a western blot assay and it is not recogni zed bH n
directed against the glycoprotein gp300 of H V-2 ROD in an ImI”" llﬂﬂl””"l '
i mrunopreci pitati on assay or in a westf 0490 845 %Esay under the
conditions. 12 EP 0 400 245 B1 C M S THE

CROSS- REACTI VI TP CSE ThRVELSER DENAT URER E,W;
GLYCOPROTE stgcﬁﬁ%%ﬁ%%ﬁ@@ AR M Ve these exper rreEtGEED T VELOPE
HI V-1 positive human serum was used Whl ch in an i mmunopreci pitation assay

5 manifested a ismesd dxpérinteyits!=a - ﬁﬁoshﬂ/e\'ﬁu]naﬁr‘&nﬁrﬁﬁﬁ’d dsud, Shick mVa‘ﬁhrﬁ)rﬁ@loprecrprtatron assay
gl ycopr. éJEI 8§ gpdidted bRpailicitynBREABIHIVE catbaiar dntidpe SEESHMBIdIIGITRO. firt SfimEahoddt 851

gag precur sor sispsturaidentifstiOgp120ranagalj drécdisors bbB ahd MY/ adaiien, tHis/BIVE @ositive serah tr@dted
strongly wi t hsigpg@ovithigpBog e ymsd oHiiv-2 RORGHewhenccrasctivity wae alssbived #ith &2 EHO envelope
observed w t hgloprogeirisHEgwa \be bestire Sphupt ONr101 1% polfabiylgmide gél). Ehiscdbs@vatidseindicites that
H V-1 ; 10% p8leseanight] bendothe cepsé-ieactivity| botwaers tew \HIY-I opsitive dére ane Hithenvelodeaglyeoproteins.
m ght be sdfre Thip gross-eecivilyjspemsyto be dijacter towards thp diimerig fpgng of whe envalope.dmd theildiviefic form
envel ope gl ycapihderelee pregursomgpd0 aad dhedransmembiagg glycopreteinglinas gp0. Hierreanpmetic form of
towar ds t he dfffeAr9cErspiogRieo was Yepiaweakly, gcegnized by fis HIVH cpogiiivaeseiug. woarens de axisellular
envel ope precB'P’%"BF:%%65 Aprgnot Al fecagne r'ﬁ)Y'%Yh@t Zl?td PeseiRle fo 2hoggst thel il pasitive
nononeric f 'ZB ?’ Rgin i’ﬂ'ﬁ"\?’a Rpdpgion, Vg BODgAYslorgy Q'MEPPPWI"sa“d for
H V-1 positfv ?;"'? £y { copro el %% Gre g?%’g TB’FS& TsYp PIBNARZE apfigenic
Bosi tivd ser Z% el oSl “ﬁe i i T SHR b o an
H V-2 enve ope g ycoprot e| n and for this interaction both
denaturatigp and dinerization were requi red These resuI ts enphasl ze
antigenic differgpigsibe v 1y r | f and
EHO. The fol I owing Fabl e%rbéiggﬁn i (ﬁf@r ?’Pﬁ 8@3? 8? VU@!\AB'é%tet'ﬂé
di fferent retroviruses H V. 1 rif \/Bfl nh“Ys%I%QQsoH Yz Eﬁpt:e'ﬁ rRBCTabl e

1: Conparative [nmoreculraf wergnt ( Kua) or viTatr—proterms—of—H-v=—{—BRo

H V-2 ROD, 24l V-2 EHO, SIMmac 25 - . GAG VEXV
GAG VPX VI RUS 1r —EC TNy -

Pr M P YIRUSH Pr ECgo Nbnomemm ggi e pr Mp | Nonomer
Dimer H V-1 BRU] 160 123’ 41 _ 55

25 - 35 HI V- 2 440 30 5 36 80

55 280 16 HI V- ?9'@%' 8‘2‘6' 2 "°'“°'-133%‘“’ 36 | 80
56 27 14 SI'M nac 140 — 1300 30 32 5
56 28 Hi¥-Uu@RrRW : 169 edur sor £ktrhcel | il &S5 gllycdPr ¢t ej @45
™ gp Transmgnbr ane gj ycopratein, jor Progein pf thejcore $0 d &l ns
1. Purified,antjgen-20kos hedpumgna b V; regg ovl rgg "h%rsacterégedi {g fhat
It is constitutéed by the envel gpe gI ein of| H V-2 EHO gr

gl ycoprbtel n of {g1va eddt dwer gqodr@r n@rc,t of ggi dl aghi per,g Of a£|7a L?em
havi ng 't he sane]i munol ogi cal proper{ies, which ahtigep i's r¢cogni za
human H V-2 55 | gi\wasdd | Vv E N bl g afz [egagnijzi h
antigens ofoH Vi2 _ROD in aﬁ ?rrnlegna()ﬁYovpeg!ajgi tatrfj“?(;énl ass§)§ %%n a \/ébgt r?}“bl ot
assay and it is not recognlzed by antibodies directed against the

by

gl ycoprotein gp300 qf HIP\/ i n an i nmunopr ecr pitation assay or in a
west ern bl ot assay % et epﬁ cardltlons EP 400 245 B1 * C L
M S * 2. Purified_an Pge XGgeehar y?f"’Z‘E’HOretrovrrus or a glycoprotein

havi ng t he “6ame i mikbBBgi Fansmamhsane pleonsetginobt ai ned from a variant of the
H V-2 EHO retrovi rué‘%GcMmeri Peptaim of fthei cord, characterised in that it is
encoded by the env gene and in that it has a nol ecul ar wei ght of the order
of 120 kDa

so0 Claims

1. Purified antigen of the human HIV-2 EHO retrovirus characterised in that it is constituted by the
envelope glycoprotein of HIV-2 EHO or a glycoprotein of a variant thereof or part of said antigen, or an
antigen having the same immunological properties, which antigen is recognizable by human HIV-2

55 positive serum which is capable of recognizing the antigens of HIV-2 ROD in an immunoprecipitation
assay or in a western blot assay and it is not recognized by antibodies directed against the
glycoprotein gp300 of HIV-2 ROD in an immunoprecipitation assay or in a western biot assay under the
same conditions.
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corresponding to the envel ope precursor. .5 3. Purified antigen of the H V-2
EHO retrovirus or a glycoprotein having the same i mmunol ogl
and obtai ned froma variant of the H &P 408@46@1r ovi r us acc Hﬂﬁml Hﬂﬂ lHlIl
,” Characterised in that it is a glycoprotein gp270 correspondimgtto®ra s

d| meric formof the gpl20 and in that it has a nol ecul ar weight of the
order of 270 RDdurified i’(“'gqﬂu?fl o dtiV-3 fiH éﬂtrows 1°hé glycorrateifhayinge the igme j@mypologicel
gl ycoprotei n haw ?Pg’t'?sn@dé’atﬂ'éeq Viinlvik °E'§1’ fetrquicus ARcprding o P! chameierised
variant of the Hf % ‘Z'trs g \herfﬂ%g can'dﬂ hss @ mgleyia welohLo! 4oa ¥der of 1R0; kpa
that it correspo’i‘?ﬁ%sp? Ing fPte AVRIPRE PRFIETCt of the precursor gpl20 and |n

that KLiis fedCHlikd @ e soropta o &éma V0 %aRe TRIGCINGAL
vei ght of ch oef? Qf‘ “é,%&a.g% n;tgoﬁffu Vi 4«’5 aeéo ) xlsrﬂﬁm s
having the sanme .h OOl & otemrda@ﬁf sépom ® men@ rrh bOH 1‘é6 ah U has a

H V-2 EHO accorqhgmu,g,q,, 9t tHe brdefdldFdaCr 1 S€d in that 1t 1s a glycoprotein
gp36, having a nmol ecul ar Wi ght of the order of 36 kDa. 20 6. Purlfled
antigen or a gl yeaRdOinBidn roté NHv-L IO asifBvirusTIoll AOJIREIrGSh hBVIEP @B LS imMkiblogical
obt ai ned from a prepeitieednd @btaibdvirodi &t @C18é HIVIEOEHDreRdvinisBodordinga Eldifl £ ChafeRfdrised
that it is a gl yie@ariotaiospofdio tiendatird pfodict 65106 p@eurdod gi1bE ardil intHat i€ isf the stradeliular
t he gp36 accor diengpldpa giytaprotsinigp100. hatiuy a holemilacwidighyef the@fdet diaod#Dd- 2 EHO
retrovirus or an ungl ycosyl ated product of the glycoprotein having 25

the sanme i mukolRygliedadntigon op @r glycemyotain chaditg e rseme fnrymplegioghipropanies @hd tobleindd) fonp a
EHO retrovirus oaganhet HIY-8EHOcatcording foaglaim 11, charagterised indhat iti§ @ dlyaerraiein onié. kasing a
ani no~dci d conpgdadiechigiVeight pitiee jiey eli§iBe-ei n gpl 20. according to claim2 and
in that it has no oI I gosacchari de chal ns. osition for the in vitro

di agnosi s o &n RuffedcaigsA °é %cP%{PtP'S} CP?‘@ g?ﬁi“ﬂ '?%F' r RSQR®) Ftﬁ 39¢ optgiped frap

0 0 sub BB Gt e i paaed L 1 QIR S A
according to an s 19 1g digerip ?"(9 the§ (38 5‘§ M >according to claim 8,

h d
;I )a/‘(r: g‘g: g'[HGISzS Lgtbunpe%tan{lgﬁé%? jﬁ}%ﬁh\?é EF—IBe tBCI un 99 % agedO %:5\ ?)lggﬁiﬂnc?;\;;n:

opBft am
Conposi t on “accap gmté?.ti pme%i pse 4 Ct eegam% Aorsc.h ﬁpog&.on HAS cab8ih 3o

the extracel | ul ajocddighb Bih Lhnk GARk bed ib digbbltbharifietiRg @ olecul af wei'g
the order of 100 kDa. . Conposition accordl ng to claim a8, characterl sed

in that it fuig hgym Sém%h @dr R it o GthgiBid & aB infeeinleafetiblly ddto a hur@P BhBvirud\hd V-2
mol ecul ar wgi ghtEHUP sublye, QHizftRferigdll inth4) itlebMprisdsZat 6B biyeaniyad hecarbing QMY IS of claims 1 to
produced in aninals, characterised in that they recognize a purified .

antigen according to anyone of claims 1 to 7 and in that they do not

recogni ze t he 8entopipogiien gtopaing tadlam Bschafactélishd @ tHaODcwtzing the penwer opi€0 of the envelope
gl ycopr ot ei ns  of gitdbivotdin, halinglBmolédotasighhef thezorrier ¢fA80 k3. except an anti body

whi ch recogﬂl zes specifically an epitope located within the am no acid :
sequence of tH@ Gampnsition ebeoeding to Iclpisn Brahereqierisest intal;it Jurkesotaing e SepcRlluipiRsiope
am no ici d resi dileespreipin gRiP.hedResR moepulatitpiabbef theorfist #dPKPsed in that they

recogni ze an e |to e V\/mch |s commn to t he E)ur I fied anti %ﬁns acco

di )
claims 2 to 41 feon g @g‘e Ftb'bﬁ'f“?-fé c @c'{‘%ﬂ'"?'igc olycbprotdi
agai nst t hée gp30992 TW’&HP ‘Hﬂl"”g’gm PW%S ?ist one of the envel ope

rel ated gpl 40 12 0%%,?5’ f 3\5«% Lihas O\éharr%ns%gmi afjl?'eccéémggcg&ﬁéﬁl antigen

ant i bodi es eXCEp cedidln PQA&QH‘ Ftﬁeyséa%{ Welohd giftBfroteins of
| ocated within theo, Drypﬂ@gh ,o§§&%%,n9 i HWAE ransrre rane glycoprotein of
H V-2 ROD c;grrprl sed between am no acid resi dues at positions 579 and

604, charact en.S@éhotibhal shdbodlol %)beﬁt%%fﬁo&ﬁwlﬁ@ﬁ%oﬁhi&@|sbééifi§dﬂ? arf) bpeIo&HteR within the
gpl100 accordi Ng dnindCdcili seuénceSoRthe trafdimbBr@ndfichBotein b HNEE RQD carfisddibetabr et
di rect ed agai nstreifi@s gia6bnd 579084d B0, cikedieRsed th that Gef Fhcdt@iaé ABdpit6paavhizh istdafmon to
gpl40 or gpl25 othe blirte® adiglns Jodwkdiracto chitns 2 toEdParld whidh is2#bb rdddgniZed by antibddies diected
15. Monocl cweal asgkind diebi gp300ax be pritibaivs dirdciol aghjnstdne offther anealapa relate! gpp4dair pi2a bl WIV-
an epitope | ocat28O0Nsetrbiims subypani no aci d sequence of the transmenbrane

gl ycoprotein of H V-2 ROD conprised between am no acid residues at

posi tions 579 t&nMoreganal atibqdies wxgeptsascpntinedy whieh W?quéwgm"t an SEJ@EQ logated| vithin the

the gl ycoprotei naTjRp1 sl sa&'@mecﬁfﬁﬁtrﬁfefmewa@'eﬂ sivcopg%t?'mof -2 BB cpariseyl betoen amifo acid
recogni zed qu anfed alabgosﬂpqsefgg Qd 4 m that they reoogmze specifically the glycoprotein
gp100 according to claim 4, sa epltope bemg not recognized by antibodies directed against the

gp300 or by antibodies directed against one of the gp140 or gp125 of HIV-2 ROD subtype.
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5 l gp300 or by antibodies directed against one of the gpl 40 or gpl 25
of . HV-2 ROD subtype. 16. Monocl onal antibodi es characte y
recogni ze specifically the gl ycoprotiErodop245BHaccord- i ng”lﬁlﬂgumumglmuﬂm
epi tope being not recognized by anti bodi es di rect ed agai nst the 'gp300°or * by
anti bodi es dj rected a ai nst one of the g 140 or gpl25 of H V-2 ROD subty Eee.
10 17. Kit f&r Moppglop W\b{’?'??f ?ea ﬁb@f' dip P 'éfh’eP?Qf"é?tﬁPB‘?'f'cﬂiXea"t"B“? |'°é?‘?do‘(%'?h!“d
o ccance o anf SR B e e ) B S I
(F:){)rGr;rer]ggsOf ) ag Ig g.ll di %@% %aémg f@a:dge ito ?e%é no re((c;s gmzegtig E? 3 bo %sg(i;rected against the
5 p ? tgnstl ugt glst o) g§40 3&1 of ?R? bﬁ@Sto 11,

conpogi tion of according to-any

possi bl'y | abgl Ma.%cona aﬂﬁaoﬁesecnmdngw it mﬁﬁ A6dobrd shéMitich) the thi ad
| mrunol 0gi cal e i 5ORPEHGS g'?lott é:;ykuavg, ami’ déerggec?da gﬁ% ﬁzﬁp %@@n i

i f said anti bOgAtiﬁ@dléérdﬁedin%Mode%f $1§p1180 & B 5 GRHIVFHTY bl . e teste
appropri aje one or several incubation buffers, - a negative control, 20

- means for trheit dethead Vit dighosisloPan infeaiondR s EE&NG\IH’Wh@HIV@EHﬁGuIﬁﬁ%Wﬁ@EIoISQ?dad
antigens and t binpieniol b eisayedifér tialp@santd bibartibaivs Bgsinsh HBSE EHOI dharadigtiséR WD, it
18. Kit for theomprisesttro di agnosis of an infection due to a retrovirus

H V-2 ROD or HI \~ 2nai@en accerdihg olangnedticlagaipéd € ot zocolmgositios efyasiibehsaccdriiigy to anyone
presence ®f anti bolitidos 8tmlineossith befledrOD or HI V-2 EHO, characterised 25 -
in that it conpri geegns enabling thy eqegtiop for fhe jorpatiopicy fh%wwmhg'?gl compleanipaed betveen the
clains 1 to 7, in 2BeyRistiaens 8y tg tibodise if eaid Ia@‘@%??cﬂ’% eseht ip Molqggyalﬁamplg 25 D)
whi chhggr esent  di fft‘i-ﬁe@n‘t’hef‘ﬁ?ﬁﬂ?ﬁ?‘%@]eééfevﬂ?'dﬁéﬂ"?’%ﬂe’s means enabling the -
reaction for the Fd‘ie??éﬁ' ?Pﬁ’ f the |mmno 0 ex betvveeja t he above
ant1 gens 3 (ne JRTLETEShESELly Hods o el e PG00 BB g e
tested, when 30 a"t'b 1est ?aﬁ' %t"bfh &P al incubation buffers, - a

t { .
negat ﬁ;ﬁ&? R o o g‘ﬁ%dé Lo Jasn ‘H?e&%ﬁ Eifehﬁé%f :%aé ngg%jggﬁggﬁg
present ig themq Emor

OCESS re aratlon or a purl

antigen according ahd eﬁg‘)ﬁpr}lﬁl PfEHgl 3bcBBing tb Qanyone CR MBS H NG #.N8 doRbin&dh RBth the
steps: - lysing CQBJrépédﬁfn@ﬁﬁti@Q\sW L2 RODWRRR pre&dnf d?ﬁélrdnﬁﬁmldh&iég?eal%@e
separating the supER &blng MBI 16 @ld fotmfion @K inb &frhunologital 64HiAX G Be above
di luted extract Wahtigeds SR th dfibodied pbdsBR présahtemt thel bidlobital HaMpid tEH tested, when
retrovirusm or W t lapgDpriate one or sevepDinyidbtionalifedr nonocl onal anti bodi es

accordi ng to anyormegdtivetaatrsts 12 to 15 on an i mmunoaffinity col um under
condi tions suffi<cingEabs foo thal dewtioh e tht dnmublogical odmplexdempd batwixmt saideantigeas ahd the
anti bodi es and antanipediss ib$aid antibodied dreipragentdix the aamtple. - washi ng t he

I mmunoaffinity colum to renove the nol ecul es which are not retained on the
support, 5 18. Process fas|the prepgratianeot & Rurfigd antigencasenydinactd amypne phalsiespt ©CH Eﬂ"tpél-’t"lgdhﬁ
in an el ect ropfliovig ser§anpl e buffer, - resol vi ng the eluted anti g‘gns

Procéss for the ,r{ysmgtoplg "?.f? HYB‘BP%‘“’B‘P" refrevirus HiN:2 ma@peemﬂﬂwmsype 'é’"‘tff?mafhe

H V-2 EHOretrowrcﬁ ﬁ’ i cal _sanple.to b e 055|bl
presence of antl'b g‘(fﬂ n;p oat "tl‘—_'l—@segé Al '%) ft'he
monoc f

P T ot oG 2, ops. é& ,{u . 1s§8c‘¥7é3ég;o an one Ialmoal('?pI o 15 on c;n& ing

anti gen according a§19a RENLS te“ nmpositli Ol’l accor

anyone of cl ai ms. Gk ihe -MH%&ﬁ.rﬁ? |hr§u'. Qd"%en{%{?@%'rﬁ%cmb@wfnaf gRt ﬁo@?eté?ﬁedaon the
conj ugat e between sgg antigens and the anti bodi es possibly present in the
B th

bi ol ogi cals sanpl £,el e antigens Tec6\@ie8 & infhtlindpAipit4HBA/R Gh BB¢teRordei Bhrhildbufler,
formed, if any. 2kesoWmg@Rsfutst@ntigtdde I n vitro diagnosis of an infection in a
bi ol.ogi cal sanmple to be assayed for the possible presence of antibodies
agai nst ant i Zemrcesk foil ¥e 2n Mih dagnokis \éf 2n IdClionCspagifichllyl dug tb acHVal EHOWeatgvisd &ps :
14 EP O 400 bigigicaBgamplecio b asshyen dpr tha possible|prgéncabf astitibeaghiost batigbrest BIW;2 BMO, h
an anti gesr accoeniisigg the fallowimgsepsif clains 1 to 7 or a conposition according
to anyone of cl at rpontgcting the biologiea! sampisi tr be tesiad. with pn arfigencoeardingdo aronryof slaimsddn s

of HI V-2 ROD, whi cW‘P@WG%P@tBPFbaCF?WB PRYgRecH Flaigs £ tetensarscopditons ?W@@“’S@"Pﬂ“?ﬂ 2
EHO of a conjugate between said antigens and the antibodies possibly present in the biological

sample,
55 - detecting the immunological conjugate formed, if any.

21. Process for the in vitro diagnosis of an infection in a biological sample to be assayed for the possible
presence of antibodies against antigens of HIV-2 ROD or HIV-2 EHO, comprising the following steps:
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especially regarding the reaction with anti bodi es agai nst gp30

e e b a0 | beies possi bl 1 Easaaant he ol of ot oo Hlitl;tMI i 1l

detecting the i mmunol ogi cal conjugate fornmed, if any. Patentanspr Uche 10 .
Gerei nigtes Antigen des humanen H V-2 EHO Ret rovirus, dadurch

gekennzel chnet, das biplogicgigame! ptest Wihzn gatigen pogerdingiaanyogepf cleimaciio
G ycoprotein ei ner an lge %1°H}p§| 'd'"B %’Ter?éﬁlla“?“élalm H‘eg‘ cﬂ\’ﬁ?'?agj%‘h‘g‘thdwffe;ilpm
ot e tur g ﬂez.sﬁ'ﬁ e S ] T S
Er kenkung von Ant i gH 243 ens_and the antbodies F’O y present in the

| munpr azi pi tati onsa F%;;E,mg,l, 6 = Test in der Lage ist, und
das nicht von gegen dasmg% ycoprd(ﬁ)bt%el%n 'gp"%g" v%)dr)lmlery\/ 2 ROD gerichteten

Ant i k6r pern i paRhtapdpridckeUNPr Azi - pitationstest oder einem Wstem Bl ott- Test
unter den gbei chen Bedi ngungen erkannt wrd. 2. Gereinigtes Antigen des

HI V-2 EHO Ret novGierdisigtesdiitigenides RimeRenDRILeEHO- orbyirGs Badiiick igeieARkzel ofat \@kO8H aus 20m
schen Ei genschafHuhGlyceprdwil tearHiaa EHOI ddar sindar Glpdoprotei @mortakian® dalilia: RRY biRdkh TelBdes
nach Anspruch 1,Antigedsirodér epeskeAntiped aiiinddnsellba Sismamlogischenl EigesOnafése Besteht]i wdbdi das
wi rd, und dass eAtigsi durbipbie kunhanegidVi2pbsitivesSetien er@nbiss st dascir Bnignivng veh2XOitigeén des
ent sprechertél derhlYi@IROPGn piderh dmmunpezipitafionstest oder eingin ddesiamtBlagtTiestde gor Hibdé- i2t, und das
EHO Ret r ovi r us dtRE} vomogaes gaso@edoprotein tap38 yomyHi¥ 208 pefichteten dhiixgipero fresine@Bmmunprizi-
Ei genschaft en, enitpfignsteshodgtrineay WesterngRleti-Fast wnter den giqioyerpBedligyngent erigonit wisg, nach
Anspruch 1, dadurch ekennzel chnet, dass es das { ycoprotein gp270,

ent spr echen d Mn@gpn MI\G%EH o wuq r et& cepitein mit dap ,glewhen immunologi-
Mol ekul ar géhi chtsc ?sc 6’51 Eg o r\\;gg‘n 218 éwr ﬁqgggt:;téggu:g@ &E@E@ ehvﬁgh??:u;i:
Antigen des HI V- F&g\ I

i munol ogi schen ggssen ‘ n?:ngd'g?]ségga fo8RPeRf qogf' ‘(?H%H’f Liffer Variante des HI V- 2

EHO- Ret r ovi ru§ r@e?% S/Q\ j\a% ;Hl\p@g%ﬁ og%eo &Z % ng’ d(%ﬁsleec endl%muﬁ ogischen
Produkt - des, VAT sncmtegpi'h il e gl aa%m,,
L1 Gy Copt of €1 St et e ) it tecﬂ.aad s ey

von 100 kDa i st .und8ass 8s i MbiBuRIgBNER i et GESEnGHRNg (nsPaGkel N Mt den

gl ei chen i mmunol ogi schen Ei genschaften und er haI%en von einer Variante von
H V-2 EHO geni.s SGeRitigissUbbigeh, dosl #itlz ER0-BEL0RIRRZaLICEIRBprotell diSdeR PleféAdh immunologischen
G ycopr ot eistn g p Higendchafien, nediatérb kK sthai 1\GRakkeC Bés HIV-20 EHO-R¥toGEE MaEH AREREICH A dfarch
kDa ist. 6. Gereaekempraichndhitdagsess ddie reifeh Podikt abe Voriiotols gpe20d gptspiicdh)@Rd. dass es das
i mmunol ogi schen exirgengehidifiiGiycopiotein @ptoal it sinehd) Molekulavgamickti i @ér Gféisseddnrdneng/ adn 100
HI V-2 EHO nach A®sptuch 1, dadurch gekennzel chnet, dass es das d ycopro-
tein gp80 ist und der dinmeren Formdes gp36 nach Anspruch 5 entspricht. 7.
Ger ei ni gt e$5 ARt |%P'Q%3‘"M°V—°EGVE¥1K90R@P'F o den Sleishesrimespnplogisehpn Eigénpeheftep| und pthelten

Prodykt des G yd’B’bPB?'eY?'i@""?n"?" Ho? §HR|geméss M’Pﬁﬂﬁbl‘o@ﬁdsfemaﬁ"%h Qﬁthdﬁs?eﬁﬁ das
und erfal ten vorlPhEpRigpin gedsimitpinem alekyiprgawichtipyder Gréssenordnyng venoif ‘dadur ch
gekennzel chne ass. &S s Profei n 60 mt der Ie chen Am nosaure Zusan
menset zung i ch g?ev Qé it gon gigichen F'§'ih|°" at %erhane"
eine 01 gdbacengy s agsa G srﬁh AN LT S
ei ner I nfektion, eson ere au gru I hes nen 'ﬁé’f Vi- SO rus '

vom Hl V-2 EHQSL&F esOfY4h Gbs QOB HGRGIIE der gﬁ‘ﬁ@ f r'ﬂaqu?Jdﬁlg§eseél ‘copro ems
Antigen nach ei ngiMidACHieidBS RhrhinbiBgiskndh ﬁggh H% Itﬁer{%dm O g
Anspruch 8,45 dadHeGbvirgS Kﬁ:ﬁ!ﬂ:ﬁ YekdhredichndE 5ss B %aéj ﬁﬂate)l'(% R gl&@\lggm @s%ure-Zusam
HUI | - G ycopr ot einasetiuhg ®ib A6 GINMbRiEIA! GPI BRI Msprudh T uld d@ SR REKSIDIgB&conatikdtdR
KDa enthilt. 55h0. Zusanmrensetzung nach Anspruch 8, dadurch

gekennzel chnet, dass sie fener das extrazellulare HUIl- d ycoprotein gpl00
mt ei nem Mol 8k (AusangensetAong zunincrino-DEgmse einay irdbktionginsbesondedOaufghdnd eindéstiumbnen Retrovi-
11. Zusanméhset Zum@midivi} ENO=Subivp.Hagurchdgekennzbichysit alasszsid windestens elmAstigen aach einem
ferner das di merder &sprieher dis usifasstgp270 it ei nem Mol ekul argewi cht in der

G ossenordnung von 270 kDa enthalt. 12. Pol ykl onal e Anti k6rper, erzeugt in
Ti eren, dadur g’h SAPEMPRSAEAIRG RSh Angpauch 8 dedugch rpelennaqiohngt, dass et degeoridufer gp120 des
nach ei nem der QHFVFJ?PFFE?“T "B‘i aifiom W%@ﬁﬂ%‘f’m 'O HEI Q!%S“%"P'é‘g HeC1RP Fé"“‘é"

HUII-Gcho A&, von tl\?&]) gdﬁd h rotelne von
er Kennen. Eﬂ"ﬁﬂ%ﬂ ) 'l‘ifli KEP e ﬁﬂ g Siond 15@%?“”‘3@#“"‘
spezi fi sch e| n inner aPB"S YA SRSk eggewict 4, d 8§e§°r A Ee ot

d ycoproteins von H V-2 ROD | okalisiertes Ep| top, das zw schen den 10

Am nosaur eresten an den Positionen 579 und 604 enthalten ist, erkennt,
dadur ch gekennzel chnet’, 15



dass sie ein Epitop-erkennen, das den gereinigten Antigenen :g

AnsprUchen 2 bis 4 geneinsamist, und das nicht durch Anti kGerl:EMﬂﬂmmmmm
wi rd, die gegen gp300 gerichtet sindEPO®O 2¢®B1ANt i k6r pern erkan , g A
di e gogen el nes der die HU Il e betreffenden gpl 40 oder gpl25 vom H V-2 ROD-
Retrovi rus- Subt %mgerl chtet .sind. 18 14. Monokl onal e Anti k6rper, mt

Ausnahne ei nks o nachy Aaspaieh idpduich igelanpzaighnetydass sig damer dasdimere Glycopro-
i nnerhal b der AR #5440 '§%N@'ﬁ'ﬂ"a@é§'cﬁtf"aﬂ?§ﬁ‘€FFBP°é‘ﬁ‘é?9 ‘@P?W(?[‘@'hs von Hi V-2
ROD | okal |su'=;;_rtP ﬂaleq\% ﬁ,"é"r ec e ere 4 en Posu;lonen
g;g unl d gpfofgltn%ﬁi Qdﬁx HI eé%fe l::!:d ss sne mchdTe gng'tF %vozéﬁs ‘;ﬁ;gpgg
ni cht von Anti I?Grrpern erkannt WII’ di'e Segen das gp300 gerl cht et sind,

oder von Ant{xQjoRskionate fiiRsP& IR pAl%hé?uﬁﬁ GMWW%% 863 ShetRth 20 .%8%1!5‘%&4 Aminostiure-
RCD- Subt yp ger issdubiet des! thRsmemnbrandfDEIRcpiadAs GorP AV 2 KRS0 BkalisibFiek NA Fischel Gn
Ant i K6r pess, demindsRrcrdsioh G dh PodiidhdnCI79 K B6WénthakbASisti EHAGRN . ercF' ekennzelchnet,
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| okal i siert i sfst, ud®bdas nlchddtmchZle&)QhEérkaﬂﬁtﬁvnrAFHld’lmauﬁ;ﬁO@@érﬂﬂet%md R6r voR AhtlkbrBaHR N
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durch Ant /&6r per erkannt wird, die gegen gp300 gerichtet sind, oder-durch
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dass ‘sfe spezi fipsrschRsday <sfen ag Jory Bosiianen SA unst @0d tenthalten fish rdadurch gebenn-
das Epitop nicf Ichneb d3ssasie Fresif etdase@'K‘é’ﬁ'ﬁle'"\MpFQ? nagf) An @g'eﬁ ogkapnog yoe) das Epitop
C gpp @B‘IAM?" Anierog gig

geri cht et @i nd Medep APHRPR ﬁ%‘?’l@@?t ndie gpgen F|308|9ﬁ’
vom Hl V-2 ROD- E‘Eﬂ?{‘ﬁﬂesg‘@? opifPager g trﬂ"°"3':")“’2 P 92Nt #di tro- Di agnose

el ner | nfektjon, n S virus vo |n e|ne

Cectenser o MM S i E P
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EHO, dadUEsCh 9‘3 Sl h%Qr'P nen &7 uéﬁé al{elﬁ‘%gd Sallirdh) nn

Anspr Uche bi Seiéh qass%ué‘@p %ﬁ%@@&k%@ﬂ%p‘(ﬂma 9.%&?5‘ ofk ShoPSi lt

Anspri che 8 bi gictkkurcA AftikBRSH drd ﬁrv)(}@'o%egeﬁgdﬁb smdlgder durc Iablice ver, gg

Reaktion zur Biehéiuag gf140@8erighids Déth AW bJ?gFacﬁmesﬁ,d gebi I det- zw sc en
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mehr er e | nkubathspneip 3f driennengivitei 8e3 OEpitepyiichKanrtl ahtik&rper dritahrit lwird,Udie Ysgeh \was gpade s

zwi schen den Agerichtetsin, uuludvoie«ntwmerd{diergegen efpeddvon e t40rodergpusolomtiile-2 FROD-SLbtyp

Konpl exes, fal gerichitelesindint i kor per in der Probe vorli egen. 1& Kit zur in

vi tro- Di agnose ei ner |nfektion aufgrund eines Retrovirus H V-2 ROD oder

HI V-2 EHOS nt7eiii@yr ip yitro-RiggRose gingsnfektjenrauiarend RigespRatrp\fegyeam HIViZ- EHQREYDtyp dreeiner zu

H V-2 EHO zu tmmemol?ﬂ'ssmgi’@%eﬁ qig Apwesentigiti yorc Antiséreern rasadrc HIYe2 EH@a dasiuvsh

unf asst: so. hannz eheeﬁwmﬁszt EHO nach ei nem der AnsprUche 1 bis 7, in

Konbi nati on mi F'"d\??‘Pe §§1:‘°Aﬁf pi @ H@‘ﬁ GF‘%FUSPH"W"‘?‘*'R@"°'U4"§'9°"°" nach einem

Uun

hi ed HYefs R
e ! B @a@g Ty {?x el A
fotl eh&D 5%1. fare ,” ene

und den no6glic énss%dl s
Ant i k6rpern erleﬁg hve\@(gﬁ%“ge I'gnet, einer o der rre refe Inkubatlonspuffer
55 ei ne negfi| Ylﬁn KEdAWEI® ibLawisthentdeh ARIABACNAURIWEH AntiktiSord YeoRGA ImPiGRbiogischen
Anti genengund RBhpisRs, %%Gﬁhﬁkﬂﬁ&ﬁ@ﬁbrbm%ﬂ'eﬁ&' schen Ko&rﬁ) géi?es P'I dre

Anti korper in der Probe vorliegen. 16 EP 0 400 245 BI

| LI4Bl Kit 2drJd vitkd-bidgnbseldner Mekifon AhiigrindZdiies HB¥os R HNUS BOBI0BSHIGE ERD M GheR N
Ant i gens nach eufrrewesdstioit Aors ptikdzpem deghri BIV-8,RODGaSIIR BHOI 8 tdsRhdba BidRGischen Probe,
Schritte: Lysi dadurch\gekennidichaet)dass bamstassty Retrovirus H V-2 EHO infi zierten
Zel | en uneb Abt Astigeesvod dHV-DIEHD -naciit eineaksiexs Anspriehe| 1ebig T, drk Komidination mit demkentsprbéheden
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10 zurl ckgehal ten werden, Elution der durch | munprazipitation | n n m
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Hi nbl i ck auf di eolRH¥REHDumMissendialip flgenderoBghdtten gegen gp300 zei gen, unter 30
Bedi ngungen, di dn KerdakBiringndigr avi tertendandriglagisehes Prakp snitteinem datigerinach ginere derAnepriin
n6gl icher wei se i InPiti&pdeppipgs LusAByMepsetrugciachgindm dar hatrrices § bis hle HnterNiadinguages. ¢ die
nbgl i cher wei se g'%'ﬁ‘fnpcfé‘ﬁ%m‘i'”ﬁﬁﬁﬁ‘ﬂfcbﬂl %‘i?l’féﬂg%ﬁih]"lﬁ‘gdéﬂ ndgligherusizs Ip der; Hiingisghen Probe
Anti gene pdfifi gOUANdpPRen ABIPIEE olRiRR: n HI v c ract 6risé en ce qu'il

est constitu6 d&*@eﬁldﬁ%ﬂﬁ?'ﬂe&e's" H%b"ﬂﬁteé‘d’i')'@}"l?f?ﬁ'écr‘a% MHugets EHO ou d une

gl ycopr ot ei ne \}éﬂa AP i Ao in ol S E.e e en & AnR6rp6 em
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15 & Conposition pour le diagnostic in.,vitro d une infection notamrent
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|agnost|c in gltro d'une infection spécifiquement due 2 un rétrowrus HIV-2 EHO dans un
échantﬂlon biologique devant &tre dosé pour la présence éventuelle d'anticorps contre des antigénes
40 de HIV-2 EHO, comprenant les étapes suivantes:

- mise en contact de |'échantillon biologique & tester avec un antigéne selon I'une quelconque des .
revendications 1 & 7 ou une composition selon I'une quelconque des revendications 8 & 11, dans
des conditions permettant la formation d'un conjugué entre lesdits antigénes et les anticorps
éventuellement présents dans I'échantilion biologique,

45 - détection du conjugué immunologique formé, s'il en existe.

21. Procédé de diagnostic in vitro d'une infection dans un échantilion biologique devant étre dosé pour la
présence éventuelle d'anticorps contre des antigénes de HIV-2 ROD ou HIV-2 EHO, comprenant les
étapes suivantes:

50 - mise en contact de I'échantillon biologique & tester avec un antigéne selon I'une quelconque des
revendications 1 & 7 ou une composition selon I'une quelconque des revendications 8 & 11, en
combinaison avec les antigénes correspondants de HIV-2 ROD, présentant certaines différences
immunologiques avec ceux de HIV-2 EHO notamment en ce qui concerne la réaction avec les
anticorps contre gp300, dans des conditions permettant la formation d'un conjugué entre lesdits

55 antigénes et les anticorps éventuellement présents dans I"échantilion biologique,

- détection du conjuqué immunologique formé, s'il en existe.
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