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(‘her ei naf t @ arfeurid pertide containingt theseir @ mem@pp o X11) agino 2girty (Rerdinafieriréforredia hskbe
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added . to serum and precipitation of at Ieast '15% of the, | abelled antigen
is regarded as a positive result. See.V. S Kal yanaranman et al., Science,

. 225, pp. 321 (July 1984). However, g\ 98 P4y Bfie reported results, 50 the
test was positive only for 41% of . the I DS patients and 72% positive for
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F. et al., &taerees pad@idely @pcludéd hal HBBAY js thebalitivd agedt.of AIDSaNd repbrésdaied nuclestide
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Cancer | pest iaticitnenuanassaptbased anothé A¥estentt Biptstechpiziie ion arlindirent inshundtugrestent mefliody-The 1
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rret hod. of detecting anti bod| es- in ‘ser a of Al DS and pre-Al DS patients by
usi ng= ysates of a cell line, designated HOAHTEV-111,  as the anti gen in an
enzyme-|inked i munosorbent assay- €pld 14811 N 2 strl p 35

radi oi munoassay based on the Western Bl ot technl que or anindirect

| mrunof | uor escent nethod. The met hod i's about”’85% accurate. The Gallo

pat ent f urredgents intbe dadrathation at e>$aue:rdlla haméri lg:ene tHerviras. SEMelV péptities yBbDdes¢rivhd, of
65, 000), p@ch(ti\h60 sefidices phich ¢ri/ifinDs, t@ﬂe)ppptpesqhe(rdirydﬁmbw@e dadpeptide Hakiby 13
41, 000) aramincessiggreonendtet py acetyisieraip @ sarjier pmtsinnant heving AheIglloping iemine ecids sequence:
horms,(xual s and heroin addicts. O these, major [mune reactivity or
specifi ity is diy-entgd mém-tAbaHVah-@lm{-brg—&‘wmstbleuuthm&ﬂm' envel ope
antigen of HTLV-Idin-Gis-24K patent -further .states that it is belived that
addi ti onal purification and refinenent ..of p41 may Iead to an even rmre

sensitive LIS ed on t i.ge swtaliq_
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228, .9 g @ : system | n
has een use ent| LV- 'l encode pept| es whi ch react 45
| mTunoI ogically vmth ant i bod| es | n sera’ from AIDS patients. O oned HTLV-111
DNA wassssheared if f?‘gngg,gsAggdvbrﬂsgﬁ{,eﬂrbn&qram axfless - vector. The
i nserted DNA was W@és eh DG Ey-E0k Ttr@a@szo.rc;egus:er.@1 w00 cl ones
tested, 20 showe J..Lpléegpgi.xl ty with sera fromAIDS patients. The 20

cl ongs; were anal yzed and found to contain segnments fromthe ORF segnent of
HTLV- 111 and were identified as.clones'175, 191, 13, 31, 162, 113, 121 and
127. OF 20t (nhewsinghitis @Hon Nz, BRFmMpRIyNesstyluted and_ﬂllkeamj a FRPUdSPr o plcatt ibast 5,000
prot ei n erfedirsuar waoht Weicthpaptideoty peftoin tees mat noroglly pie topntibadiod weasent inya hemar_host)
i nfected @rend alse desciied thata @Pﬁ"fedﬁH?JVHSP‘G'G ﬂé"ﬂgd'ﬁ amiRo Aeids; seqyence fgfresgprding tqsg
patients. T.W Chang et al, Biotechnology, 3,«"pp. .905: (Cctober, 1985)
reported the use of a reconbi nant: -E: ol i- derlved viral antigenic peptide.
as beinf useful in aﬁsmlﬁ‘sﬁ#'&’qubéﬂéh bevaktliybodi es to HTLV
IIl. The antigenic §8pt‘11@e‘5]sa'de‘"sﬂ4%cﬁ3&kcﬁ)blptfﬁﬁé ¥etr-Rhvi-ng a nol ecul ar
wei ght of 15,000 d&rEoHYSS5 C.D. Cabradilla.et al., Biotechnology, 4,
ppZ 125 (February 1986) al so descrl bes .the use of a bacteri all'y synthesized

env pol ¥PeRblafSy afiPX inag thl%@%e%@@dﬂ%sab@w anldNEcod % yexe @dﬂ}ﬂﬁ}ﬁb& h&¥ing 26 amino

ant i bodi escili®) iddia¥a ddobe, dsPavitmmbhoractv tis: SrofRgdP théd the IcSrilu¢BEd BRFRBIMS havidd,
1988, desczglahé\da&,maamsz of cheirrr‘1 cally syﬁiheSI 'zed pepti des conj ugated to

carriers as Mg bfitae fepdied @ssﬁy’rlﬁrbté_du%yfov\uététtniy’ﬁntmﬂﬁs @SHTLG-IHERK Yor Hikgnosis df AIBS6rul
as 3 ERreBAIRS BoribitiBnsBiivoive aiggeusioSof ithe HTLE-IIL et AVvinatThe nthef assaypprecstdesfava not
human hws the¢rotestérbsuificisntly. upSe terpresent Nale 9 the pecaie®s riel180k acduraieh T istundesiniec
sequences fagtise in te screening| ofirsera dn bihed brojot iThie issththere il (0% acsuredyoefdhe Bpte may parmit
pept \de ha@onannaissl sere e axckeiag detestion,end the isesyin dised yransiugiens to dhecsevase detiment of
protei n armipodaseniagist Merepysr. |topsegof b HELVAIN jvits ascle desting: agesl ip jdangeroussto heplthy
wher ei n X 'abgratepy yrkergpequing exdreme a’ﬁ?ﬁ%f’"at‘ﬂ grod ! P%’F?sl ‘t'&i‘@s‘tf% G‘E'II"Q rﬁgf RS?pa’EaH‘@

epti dé t(S’r sé?ma *“eﬁs{'équ ea.t g 9g or
brot ei n 0PI eg ?T‘w % ng@' Hfﬁa Eg g % q§§s
o pg;ﬂg'@{%%i{\ r.g.sqr cRnF‘ﬁ% naag;oaaﬁa g sinne] Jagpgg%ffhér LR
d | i fal itiv
pr ot ei msh%ébﬁw: ‘f] i Me%% ks h@&it’h saﬁmiem Qhelr]f§nlly and may loand to & noalthy
Wdd- dChlviily RIDASEhd b6 exiled from normal social activities as a

- Ar g- Il e- hRidiabd asel cf nréawmf\laﬂgn
A n-d n- LedhseduBhted y- I 1 €- Trp- A y-Cys-Ser~A'y- Lys-Leu-1le-Cys-X 20 wherein
X is OH ro N nuibdrex fsiadgortingt etoshriait @SIPaetl 4)6597768 Gb deby SnalCTHel resRitOdigatadthat N
of at | eastie conjifa@dpolymptideasith\28 iaginio askds Bmopegobdias thy dqattvated viruel igeoidr} Cosand
nor mal lsy loibeschot desaibb kHepepticls compesitiomtof tha peesdmtiimeantidnost . Cosand al so descri bed
that a m xt Ufughashorp.aipyip thetpredentrewiahlg vageine of methatcih geovide pratertioe against BB{Ydhtlsng
to: 25 been reported fiyf- mgg, @%nLgm.Alq?p] conditigns| dhe. pge- oquea@yateq vigys |peqyokep years of
contracting the disease and would prevent its acceptability and use.
Simitarly, the development of monocional and polyclona! “antibodies to HTLV-l in mammals involves
&5 the use of HTLV-Ill as the immunogen and this presents snmllar risks in the procedure.
There may also be mentioned: WO 87/08005, whlch relates to certain synthetic peptides useful for
detection of antibodies to HTLV-Il virus and. to dlagnostlc and therapeutlc compositions and methods of use
thereof, EP-A-251612, which discloses human monoclonal antibodies capable of specifically reacting with
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Pro Al a- Ala h.r-Leu-Qd u-d u- et - I\/Et Thr- Al a- Q/s X30 wherein Y and X has
the saffe reani ng defined above and a conJ ugat ed polypeptide having 26 am no

acids, identified above, as having: T EPY S a aggvty that is stonger than the
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and tFeir f ani droduesnieiserpositiveea tadsetnegativavesuits.hy i ndi vi dual bei ng m stakenly

di agnoseckeas haogordigs A DS present lirvertien.| a2 peplidepcampositivn | comprisingl a paptideyoft thidsfivasamino
consequence .acifh e nixiurd et two peptidestand ppsiorally & thisd peptidepasdmimugnageniereagent forthe dagRting
very smal | . ofpntibedies o HEVrifh Jihe aeriide ¢pmpositien ceramtisercaraptivesd thiifydive prejeo ggidsa pisture
am no aci ds of & PaRjide a&a@sbwefagowr@'@eﬁm 3,paplide ofqbpd “'"R}B?%WEQ aciqspad 9ptionglly a

does not deé’?}’FlpB@'d? I‘?E-a ‘i"ﬁfba‘t’ c?ﬁptk‘}?s Wi% ?ee'y l@,fynthesns The

Furt her nvarse;‘ﬂ tCSmE‘ZI'I m;% EB ‘g #L B W‘H’em;ltgg
prot ection ?}Atlons T e?ﬁ;e (<T¢) posn on| use?léﬁ f q(grod |on df ant oc%i:eosnt rac Iﬁr?é%?

condi tions. El VI rus provo

h
di sease and mkﬁcﬁdlp ¢ i pt@. & |H$ ¥ gil&!lnsl% fulSI‘ F”uJeaJ uﬁ ntJ?% ibodi
devel oprept 1Ay ARALLAY aép'f%t@s Rﬁ@%ﬁ 3 °§£ﬁqﬁs&§§m§ﬁ ebhs: TR S

i nvol ves 55 jl & Hatin noi\an%aﬂﬁ\ota Bos'sBRUeRRIEN and this presen s sinilar
risks in the prh(e;%egdure : siI’ﬁkgere may al so began‘gnt i oned: WD 87/ 06005, whi ch

relates to certain synthetic peptides useful for detection ]{%antl bodies to
HTLV-111 virus and. to di aypgsiie-LendAlaey abeihd-* rongosFEP ot #tP et hods

of use thereof; EP-A-251612, which. di.sclo h | o | es
capabl e of speci ﬁleaﬁly FE‘AE’C?%&WYIﬂe TI?IF&’G’% fmé) Eiyan anl?é%efrjlll%g

det er\niznant of L | L .hose nonocl onal

anti bodi es; EP-A- g’%b EP ‘Fcagﬁc?é?ng? '?h ;gca)!r* “expressi ng proteins
whi ch are i mmunol ogi cal I y react Ive with antl bodies to LAV; and WD 86/ 06414,
whi ch pr d¥i de%"a?ﬁ‘f?ét'ﬁ@ﬁiz Pdes havi ng substanti.ally the sanme sequence as
i.mmunol oci al | %‘T‘gﬁ’:ﬁf cggt fra @ of "AIDS-rel ated viruses. 5 In
Application SerV§ 'ﬁlsé’ﬁ i?'si 566 and 847,102, (see European
application 86 303 224.9 (214709)) appl i'cant's descri bed a 21-ner peptide
with twenty-one 1) ami.no.a S Y e t -
det ect i on Gﬁrﬁn#%o%‘?‘é?lta'vﬁ%lig/ﬂ'# Ig%acc?£I A%%r&pé ?g\c?'%on%%(gapggt

t he Al DS V&Egs.ﬁ%g@w Q{L},st__lggrproduct I on of  nonocl onal and pol ycl onal

ant i bodi es Upon extensive clinical testing with 'the 21 mer
peptide at vrious bl ood banks ‘and reserch institutes, it 10 has been found
that a snmwl | nuwaliejues thetedtaid afgmén&%ereef about 2.67% of serum sanples, nostly
at the |ater st@geoub to’dolpairts byhweidht bfest ed positi ve by Western Blot Analysis,
gave negative results when tested against the 2lmer peptide. Even though

the percent3ge.irspSE™ leyd-Hex -3 ycopsisiarox d-ybe TH sablyaml &gl R r d-T riphat

56 asn-Ala-Ser-~,

analogues thereof; and option'ally



sera of possi bly infected |nd|V|duaIs nay escape detection and be used for
transfiisi 6n and in surgi cal procedures. It is, therefore, an
obj ective of the present invention. g, %1# perfect a detection or
di agnostic procedure that will ensure ectl on of antibodies to HTLV-111
in all individuals who may have been exposed to or was infected with
HTLV- 111. A f gt feit hy ectphmeby weight ol BNeeVaDArgMot-BF{SeiPro-TRCB4F-fo-lelabnd &naldg@B| Y
sensitive and tikHdfo accurate, " i.e. it will not produce false p05|t|ve or
fal se negat i Wds todswhdegstood Ghat the trmcemanchou@ used ¢oesppiicets ¢hatnamery/aniind achis:
pept i;de conplisi ti®rledmpri sing a peptide of thirty-five am no aci ds, a
m xt ure sof tAwo peptaigiiee, and optionally a third peptide as the | munogenic
reagent for Ashe deweeraragbe of antibodies to HTLV-111. The peptide
conposi tion Q?Brrprrmﬂ'aafjéptl de of thirty-five amino acids, a mxture of a
peptide of d@But T@&W one am no acids, a peptr de of. about ni net een am no
aci ds and opf¥ onaf |ogtaa'°mrdrd peptide of about el eveén amino acids. ‘The
pepti ded® wer @ made 9 "%ol i d phase peptide synthesis. The 25 peptide
conposi ti on 'ﬁ&s beels 'P%und to be useful in a highly sensitive and accurate
met hod for t'ﬁ de_t H}ﬁ of antibodies to HTLV-111 in sera and body fl uids
and di agnosig, of.A RC-or pre-AlIDS conditions. The peptide conposi ti on
i's usefyy II"Me‘itl na thronige production of antibodies to HTLV-111 or LAV in
heal thy manmgls siiglingS Bal b/c mice. According to the present invention, a
pepti de conpegi tii)ihrééﬁﬁé ul for the detection of antibodies to so HTLV-111
and di agnositp of AtrfptophddC or pre- AIDS conditions in sera or body fluids
conprising: M a $epsinde having the follow ng am no aci des sequence
-Arg-1 | ee Lev/aAl a-¥/adiinddaod Ar g- Tyr - Leu-.Lys- Asp- 35 @ n-d n-Leu-Leu-Gy-Ille
Tr p- A y- Cys-CySer -=hoystaings- Leu- | | e-
Cys- Thr - Thr - Alhighlyzgersitiee andiacpuraie methpcof Jetecting mlbodlesamuﬂdlg'u@smﬂhﬁm@(ﬂ\d diggnogls a
m xture ofef A([)E éB%etPfi'Olbﬁ@O'!R‘;b  BAMPEiss hq/te'IOgms'ems 45.-Arg-1 |e-Leu-Al a-Val
_d u- Ar g- TyrA Pepering 2 septidepempesition selactedfipmuag comprigingrr - G y- Cys- Ser-, so
anal ogu&s t hefeRep d‘a‘é’éggth?af‘rt'°“ﬂqéff‘§'8fa°'d(*?‘?“°3bout 5to 90 parts by wei ght
of -l1le-Trp-Gly-Cys-Se r-G ly-Lys-Leu -1le-Cys-Thr -Thr -Al a -Va .
| -Pro-Trp- 55 Asn-Al a- SehArgwdabegeesA1hehﬂeﬂ}uahdcfmﬂn1¥eﬂ—DW$5ASP—EP 0 278
148 B1 (iii) about 5 to 50 parts by vve_g
-11e-Val- Arg- thG??TGEEHqu7§3PHFJSEF treU1éﬂy-5Ma DGy sriversdfert s
to be understoodcth t %ree Let£ ) ged Eo;respond to the naned
anino acids: Ala¥s” 2 g 3 gfnlne - aspar agi ne,
Asp = aspartic acid Gln glutamne Glu glutamc aci d,
analogues thereof or :
35 b. a mixture of:
(i) about 10 to 95 parts by weight of

-Arg-1I 1e-Leu-A1a—Val-Glu-Afg—‘I‘yr-Leu-Lys-As p-Gln-Gln-

40 Leu-Leu-Gly-lle-Trp~Gly-Cys-Ser-,

analogues thereof ' '
(ii} about 5 to 90 parts by weightof . . ..
45 . .

-Ile-Trp=-G ly—-Cys-Ser'-Giy_éI{j"s;-'-'i.eu'-'-' ;_ieecys-fﬁt—TthAl a-Val-Pro-Trp-~

ASn-Al a-Ser-,

50 -
and analogues thereof; and optionally
(i) about 5 to 50 parts by weight of -lle-Val-Arg-Met-Tyr—Ser—Pro-Thr-Ser-lle-Leu- analogues
thereof.
B. Using about 0.1 ug to about 20 ug per test of the peptrde composutron as the antigen in- an immuno
§5 assay procedure.
Further, according to the present invention, the peptide when coupled to a protein or a polymer catrier,
or in a polymerized form can be used to stimulate production of antibodies to HTLV-lli or LAV in healthy
mammals including humans. The method comprises introducing an effective amount of the peptide

6



10 s @dy: = glycine, Leu :_ Ieuci ne, Lys l ysine, le =

i sol eucine, Pro = proline, = met hi oni ne, Ser = serine,
Thr = threonine, Trp = trypt opEFrb,z 78%18 = tyrosine, 20 Val =
val i ne, and Cys = cysteine. A hi gnly senS| ve and accurate method of

detecting antibodies to HTLV-111"in body fluids and.diagnosis of AIDS, ARC
or pre-Al DS dcempshition, Wherei [Fadhi ptide tid\eonjufdtddidia pebieir, Sth as AumdnlseRAI dIbdGindntd e bbdle
conposi ti on o ehemheslahimg by inkspentongal dr SUbegtanedis injection. 2. a peptide having the
fol | ow ng am nib sacirdépceswitiLtBepresent invention a peptide composition has been chemically synthesized and
- Ar g-y |, e- Lewprohlamd Wiy | theGliatectiongef Byibodiesto L. V-AEip-body fluids and diagnosis of AIDS, ARC and pre-
A n- d n- Leu-AlRS) chdifion, | fer- the adGingtioC\pk h&dthy Gapmily Dy Lstimulating -the3production of antibodies to
Cys- Thr - Thr -HAL¥:I\ex|LAYindeahig magmals) aad Beihe devaleamest ofsthiminapaiastl apd patilonal antibpdiesy
m xture of : WHIMaBdupam@is o 95 parts by weight of -

- Ar g- | | e- Leu- AIMg-poefide cprposition cpppisegy- |ys- Asp- G n-G n- 40

Leu- Leu- G y- | Pe? RePfideciayingipe "9 a"‘é{ﬁéf"ﬂﬁi?@ "Hereof (ii) about 5 to 90
parts by ®eight. of 45 -I1le-Trp-dy-Cys-Ser-d y-Lys-Leu-|

‘e- Cys-Thr-Thr: - ALaAgg Va1 é-R1P-AllapvaAs 01 v Brdaryr-Lel-Lpsdaspral ogues t hereof;
and optionally (iii) about 5 to 50 parts by:wei ght of

-1 1 e-Val - Ar g- Met - Fn-Gtn-Few-LRw-G3zr Ik eeT i Gly-Sna-8gueGlyHarsedieu-Bletsi ng
about 0. 1,ug to about 20 ug per test of the ptide_conposition as the
antigen in an i mTEKB"SB"Th‘a‘s‘sléyVﬁllogéGuT%P ‘%ﬁl"l’rér Seftcording to the
present invention, the peptide when coupled to a proteln or a pol ymer
carrixgr, or i&\a&gmhhémﬁ;bxzed formcan be used to stinulate production of
anti bodi es t oBHilibbduteldf tworpeptitles:i N heal t hy mammal s i ncl udi ng humans. The

met hod compri se® abot 10 LSS werts &n welbhtad kipegidawbahott tobnty bre qwinpt acllie, dhalogueEhe@of
278 148 Bl conpaziged grthe {otievingisaqueaash peptide is conjugated to a protein,
such as human serum al bum n into the body of a healthy mammal by

'n“ape“toneakgogzéw?&wme%aE LeELIOR, r-h@uaeggyﬂss@%e)hem §-pegsent

I nvention a peptide conposition hem-ca sl ze
Gly-Ile- Trp-Gly-Cys-Ser- _

(i) about 5 to 90 parts by we(ght of a peptide ef':!a,hou:t.nineteen amino acids, analogues thereof
_arranged in the following sequence:

~Ile-Tip-Gly-Cys-Ser-Gly-Lys~Leu~Ile-Cys-Thr-Thr-Ala-Val-Pro-Trp-

Asn-Ala~-Ser-.

35
. The mixture may further include 5 to 5C parts by weight of a peptide of about eleven amino acids or
K/ . analogues thereof arranged in the following sequence:
-lle-Val-Arg-Met-Tyr-Ser-Pro-Thr-Ser-lle~Leu-. :
Each of the peptides may comprise a shorter or longer peptide chain by having more amino acids
40 added to the terminal amino acids of the above sequences or having a few less of the terminal amino acids
from either terminal of each of the peptides.

It is expected that as long as the three dimensional conformations of each of the thres peptides
recognizable by the dominant antibodies to HTLV-Ill aré preserved, the synthetic peptide composition may
comprise analogues of the recited amino acids of the above sequences. The term analogues" encompasses

45 each of the entire peptides, portions thereof, peptides that contain substitutions of amino acid residues,
insertions and/or deletions of amino-acids, or polymeric forms of the peptides. These analogues can also be
used to detect and/or elicit production of antibodies to HTLV-Hil.

The amino acid sequences of the 35mer, 21mer and 19mer peptides in the peptide composition useful
as a test reagent for the detection of antibodies to HTLV-HI in body fluids and diagnosis of AIDS, ARC and

50 pre-AlDS condition is prepared to correspond to a partial segment of the amino acid sequence of the HTLV-
Il virus designated as p41, a part of p160, the LOR (long open reading) segment, defining the envelope
protein of the HTLV-Ill virus. The amino acid sequence of the. 11mer peptide is prepared to correspond to a
partial segment of the amino acid sequence of the HTLV-llI virus cors protein designated as p24, the gag

segment. -

55 The peptides useful as the sohd phase lmmunoadsorbent for the detection of antibodies HTLV-Ill were
synthesized by "classical™ Merrifield method of solid phase peptide synthesis according to the following
scheme. :



prepared for the detection of -antibodies to HTLV-111 in body fluids and

di agnosi s of AIDS, ARC and pre- 5 AIDS condition, for the vaccination of
heal t hy mammal s by stinul ating t:hei.éygg*?“'m of antibodies to HILV-111 or
LAV in heal thy manmal s, and for- the devel opnent of both nonocl onal and

pol ycl onal anti bodies to HTLV-111-in manmal s. The peptide conposition
conprises: A a peptide having the-follow ng am no aci ds sequence: 10
-Arg-11e-Leu- Al GHal -G u- BY-Tyr-Leu- Lys-Asp~ "

G n-d n- Leu- Leu- e y- i e-Trb- y-COys-Ser-Ad y-Lys:- Leu- | fe=~\\5

Oys- Thr - Thr - =Gt Qs NHTHASTR Al 4- Sert, anal obuelzT Qr . PQLYMER,

m Xt ure gof two pla tides: 20 (i) about 10'to 95 pa+g by wei ght of a
pepti de of aboutcx'i)%/venty one amino acids], anal ogues thereof arranged in the
fol |l ow ng sequence: rg-41e-lLeus Ala-VvVal -G u-Arg Tyrg el
Leu-Lys-Asp-G@ n-d nqcf_eﬁ%\'_le'hq d Gy-1jle-Trp-Ady- c,ycs’-‘%%??’“fut?%’lab?)ﬁ%“s to
80 parts by weight of a peptide ofabout] ni neteen am no aci ds, anal ogues

t hereof “arranged In the fol |l owi ng sequdnce: 30 - _

l e-Trp-GAy-Cys-Ser-QAy-Lys-Leygd Ig-Cys-Thr-Thr-A a-Val -Pro-Trp-

Asn- Al a-Ser-. 35 The m xture n]ay "urther i de 5 to 5C parts by wei ght of
a peptide of about el evgge - NBITH-SCIESCHY - opregoL e of arranged in the
foll owi pg sequence: -1IIle-Val-Arg-Mt-Tyr- r o-Thr-Ser-iie-Leu-. Each of
t he peptides nmay conprise a sSiBod-e@miModayigaregiapti de chai n by having nore
am no acids 40 added to the term nal arpno acids of the above sequences or
having; a few | ess of the terminal an nd RAAIs(Beprateéchrr ternm nal of each
of the peptides. It is expected that ag |ong as the three di nensional
conformations of each of the three.pept]i F&P rl@Kfit 3hbt®) by the doni nant
antibodies to HILV-111 are preserved, e synthetic peptide conposition may
conpri se anal ogugzof ‘the recited am n'(%Q ag| ds of -t above sequences. The

(oo o o, Shegeseen s s ol bl micr (N e o

t hereof , pepttdeé: \ Aci'd Tesidues,

i nserti &ns ng{b‘?ft %Ihpeti ons of amno a ids, or pol i g@,;fmxggi,t,he

pepti des. Thése aral ogues can al so be {§sed to detect and/or elicit

production of antibogigs dndndlla¥ild |- The ami no agi¢t sgesigpres of the
35nmer, 21 ner and 19mer peptides 1 n the peptide conposition useful as a

test reggent for the detection of antilodies to HTLV-I111 in body fluids and
di-agnosis of AIDS, ARC and so pr.e-Al DSjcondition is prepared to correspond
to a partial segment of tgtecam n'aci dvsequence of the HTLV- |1l virus

defini ng t he envelpore NB-TH0™NH-C: .POII¥MERY no aci d sequence
of the &1 nmer peptide is prepared to corresRorfto a parti-al segnent of the
am no acid sequence of the HbBcV-aipkptiides resid protein -desi gnated as p24,
the gag segnent. 55 The peptides useful as the solid phase

i rmunoadsor bent for the detection of. apti bodies HTLV-111 were synthesized
by "classical" Merrifield nmethod of solid phase peptide synthesis according
to the f%l | ow ng schene. 7 HF (Cleave)

designated as p4l, a part| off] pl6d, [k he LOR g open readi ng) segnent,
O+ -G-GO Q

S J " R0 R' O
45 . ' l " -

isobutylene + = CO; = +- HyN-C~C-NH-CH-C-OH

50 + F-CH, --POLYMER

Following the above scheme, Boc-amino acids are added to the resin to prepare the 35mer peptide, the
55 21mer peptide, the 19mer peptide and the 11mer peptide.
Analogues of each of the peptides can be prepared by varying the above sequence either by adding or
subtracting desired Boc-amino acid(s).

dipeptide



EP 6278 148 Bl (err) CH -C-O G NHCH C CCH

POLYMER CH3 Boc-ani no acid. * Chloronethyl resin R
0 Boc-NH-CH C O CH2 - ' - eP9oYY5hEe BeC- am noacyl resin TFA
(Deprotect) 20 EFgl2r TEA (Neutralize)
CH2 R Q0 CH3-C- CH3 + CX2 + H2N-CH G O CH2

POLYMER 25 i soHulidwingetuinpletion of assembly of the desired blocked peptide on-the resin, the paptidecrasisy Is
resi n Boc- anested withcantlydrous hydrofluoric acid to cleave the behX(stef [Giking lthe)pepiitie R2the resin in orlbro
Boc- NH- CH- Cii\te@teChepepitide. Side-chain functional groups-of &@hoyiicR wBioh ai bivsiedi didng syetbesis b¥0
HF ( Cl eav e)oeRzerived biogkingOgraupRa® also cleaved from the peptide simultaneously. The free peptide is then
78 iso but §| @payzed and purifggsby reyersepigse high R¥4sSCrq- uidishiomgiegrephy (HBIL) and characterized
+ ' F-C?! 2- bicchemically by aninovagid R0atsis| owi n the above schene, Boc-am no acids
are added to t¥i@laesiypthesiy ilir"éﬁh?fe‘h? H%°" s 'P% R @gide ofqye onrts Crtgiminglendt ¢ be
the 19ner p@BevALbLYsire@Hameiyiperzhyricyamionresinpesprgiyg lodhe fpllowlag Aehgiey he pept i des
can be prepar ed by varying the above sequence either by adding or
subtracting desired Boc-am no aci d(s) 8 g 0 278 148 Bl Fol |l owi ng

conpl etion of assenbly of the desired blocked éptide on the resin, the
peptide-resin is treated wi.th anhydrous hydepflyoric acid to cleave the

benzyl ester Iinki Py the res order go liberate the
pepti de. ;9 de- chalp'%feé}? ?gf}@ 'g%}%ﬂlps of a ; i ch are bl ocked
during synthesis by ]benzy erived bl ocki R | so cl eaved from
the peptide sinmltaneously.pilThg free pepti eTs

anal yzed and
purified by reverse phase h| gh"pressure | i qui d chromat &gr aphy (HPLC) and
characterized bi ocheggcatdycHyc-am no aci d anal ysi Simlarly, synthesis of
each of the peptides that has an anrde ) s Ctermnal end can be
achi eved by using a 4net hyldbenzhydryl am ne resi n\accor di ng to the follow ng
schene: 10 CH3 4-net hyl benzhydryl - 18 ' angne resin
disopropylcarbodiimide « - iwoe i}

25

%0 - Boc~NH-CH~C=NH~-CH:

Coupling the C-terminal Residue to 4-Methylbenzhydryl

2% amine residue

\_/f The peptide composition synthesized according to ttie above described procedure is highly reactive to

- antibodies to HTLV-Ili and can be used as a highly sensitive, accurate, reliable and specific immunoadsor-

bent for the detection of antibodies against HTLV-lll. Results obtained with the peptide composition

40 according to the present invention show that it is more sensitive and specific to antibodies against HTLV-HI

. in body fluids than the Westem Blot method, the standard method used for the diagnosis of AIDS. See
Tables |, Il and il

It can be observed from Table Il that the 35mer pepflde has the highest immunoreactivity. However, it

is preferable to use a mixture of the 2imer and 19mer peptides, which have amino acids sequences

45 overlapping the 35mer peptide, because. it is much more difficult and costly to synthesize the longer chain

peptide. This is because the yield of the synthesus process ‘becomes increasingly low for peptides with
increasing length.

Based on the high degree of sensitivity and specificity of the peptide composition according to the

present invention in the immunoreaction to antibodies to HTLV-INl, it is believed that it is also useful as a

so vaccine for AIDS, ARC or pre-AIDS conditions, and as an immunogen for the development of both

monoclonal and polycional antibodies to HTLV-ill in mammals. The peptide composition as the 35mer

peptide or a mixture of each of the peptide itself or when coupled to a protein or a polymer carried, can be

introduced to normal subjects to stimulate prodiiction of antibodies fo HTLV-iil, and provide protection

against infection by HTLV-lll or LAV in healthy individuals. Since the peptide composition according to the

56 present invention is not derived biochemically from the V|rus there is no danger of exposing the normal

subjects who are to be vaccinated to the disease.
it has been found that when the 2imer peptide conjugated to human serum albumin (HSA), as the
carrier protein, was injected intraperitoneally and subcutaneously into healthy Balb/c mice, antibodies to the



Boc- NH CH: C- CH di sopr opyl car bodi i m dei ., 26

CH R O 30 : BocINH-CH-C-NH Coupling the
C-term nal Residue to 4-Methyl benzhpgl - resi due 35 The peptide
conposi tion synthesized according to t e a ove descri bed procedure is
highly reactive to antibodies to HTLV-111 and can be used as a highly

sensi tive, 2ame pomitie crosclebditd WithaliTLVAIPRErs brodudod By Mo BABRI micd) SBé ApplicatibrSerial No.
det ecti on o47,1a2tndotablieds agai nst HILV-11. Results obtained with the peptide
conposi tion 4Be gesmiby dbtpiged indicite tat disee Atmar npsetitle] nalwhassful laatani immiusogem e the
sensivtj ve developmeatdffbioth mapocionsliaivbphilysional getboedids t-ATLV-IN iimdmmalsody f | ui ds t han
the Westfern MBlaspd ondhenigepits phiainest with dher 2 meepaptidp, il dscexpectad thet ghetepligln camepsition will
Al DS. See JgmitiEyiate themromnqu P"ﬂb‘l’ﬁl‘esdaHT'dé"' Gpd erevidagpreteqinh quginptdniegtipn by HTLViithe
35ner pept PrEAVH hopithy i H%%t‘t '? ﬁﬁ%ﬁi‘ﬂe‘éta‘&f“?\/‘i"? eptie, GRroRopition; will plso Bo upeli! 48 jap
to use a ?@ , rte @ﬁtpf’ @@a' W‘H°E'ﬁs Y'?aWéV' ' 6’“%‘?'&?"
sequence‘fs Jﬁw SI on & d if\v gtmrjufhe lgany

diffi CU| an % c §&?r‘ %lly th suze@c&hl no vov men |th the
because t hgr XLl ic @ ﬁg gn? g:f

pepti des V‘bl%%brdtlap fma o o?{ﬂg m céQQ tlfe ﬁ 3@ bsufe o‘? he%ﬁuﬁ@tu&ﬂ \VdrlteYs,
and speci f nGitidubisA to HearR Grdids&ibn %mg ibbihd? Uhoafiddl 19 tidGHT 0ok 14 &) there is no

i nventi @ Jisk ok BEHobUIdTW RTLYAR fnl A8 udeCof AR PR &ﬁ\p&éﬁiom\ﬁa]duelopment'o? n{a%aoﬁmd
that it i Spohiceeald@RiBbdids tBTIV-MGh M@eredis) Burther, upMolte findiR{epQF the test tA\LéMTt antibodies to
condi ti onsHTIARN wiBreathe iWENEAGEE s &xpbseti e tilessripRp 6B Béra ©f bbdyt fluidywrRacisaidadsk an d
pol y&l.onal exposutebdl dhee Bbdraiory{WokkerL thlthd RITLNANNTVEISS And. gk pe@ipbsied 0 GNP disal istep IRard Be

t he 35ner gyeidgéd bhe tabing shenprecautionary Btee at tisactivatin eny eipts i vdhieh intag dief prasent\tiyaeating at
coupl ed2¢ 080 Cylerdaibamhogr theysampley bseracan. bedydidids which dretoibattesteduced t o nor nal

subj ects to AqthenPeoblempyhinie eyoisied &y thenprpdsesipfciie prgseRTinventiqn is thenkpssibily pifieise
prot ect i onPoskj¥el 1e&its icased by d1 Rigpengy| of antiganiey matprinl/from Hecally w{;pur'fwd | Wit Aol B V-l
Si nce the ﬁ’é P'PQ?@B“E'E) HPES‘M' jd8rived cRraiping prRyPuitied: Wit ewressed svirpl qgﬁ‘@@ﬁt?%‘ﬂ'"l'@mﬁbt

derived bi/Bat '=t°F" &0 P 'wg'an w@weef 0905, 93GHive yith

T f P B

that when ﬁ,ﬁé::gm .cf?{ dssd CEu(gﬂ"g?s ﬁe%‘?\j:@zﬁe%r!:e I ng seve o:':x%‘
sﬁaec dolh 93. o4t ©

,{y hvmr 8 g oy ot ssomth
I 0SS

t he car r| ;S
heal t hy p@ fthe
reactivg wt 'be w%rrﬁs BIE\ ngo hQ o?fa@l: ﬁ&‘gatnvﬁ%‘suﬁpﬂel &@Jréc‘?%f
Serial No. thggul mﬁ 3 a@ﬁ@lsra%&ﬁ % WHateas B8 hoburid) ORIHS rbdufid ustrrBQhe
21mer pept jeglffiel cEmadshibn ébstﬁé éthgé»\Ss 0% JIINY TR IMNBwihdds the\QnditPemt: opnent of both
monocl onal and pol ycl onal antihodies to. HTLV-111 in manmal s. 5 - Based on
the resul tauditomt Raxh WhGHRCHe 12MRINADEPti de, it is expected that the
pepti dessconposition will also stinmulate the production of antibodies to
HTLV- 111 awhdrephaNGR) ipithe Blsotbarea reading fos the reattive tontml dog AT lis\ihel dbborbancé. feadibgnfor
heal Lhy i rtte nandenslive contol. | s. al so expected that -t he pepti de conposition wll
al so be usef lfachgheElIAmethestising therpeptisle cerarasiierpetdhet prespntinyerionriy reiddinoeraes aaved
pol ycl onal? Befitive Bidicatien B“f'F‘FI‘IS’\PVlTPd'?ah diAGRFIE Whore decstang F‘l"l’ﬁﬁer’bﬁb@éﬂ PEqdupqg a
847, 102% ER¥ ?@§“"7T |“?§“ Y‘gggaﬁﬁt mef“#ﬂ%waav'a ° B e % I‘?!é’* ot | de
"('f‘
at
an

o |
conposi t | ?!g co
. . vaccme

e x or g

CorrpOSI tl tude se g re as?ogc a cteriz;ge( pq?n lo ana $ tests
| vol verrry of ifm% o el LGN oﬁase DRt §d ing the
&§ T R o g @19&\'ti5?leis flfher B6n Bt BAS TWeHbr Blo ﬁauys.s
vaCCI ne orM SterY Bitg BRLELRIA RS Hih' tHehiSdpfidel §anﬁ593|tfoh HoddbedCpcRvel SighalT in ten
product i onnaViukie well bsfore the p24, p55 and p17 bands appeared in the Western Blot Analysis. Similarly, the
ELISA method with the peptide .composition of the invention is more sensitive and produced earlier

diagnostic results than that of ELISA test kits presently available in the market.

50 Further, with approprlate amino acid analogue substitutions, it is expected that various peptide
analogues based on the prescribed amino acid sequences can be synthesized with properties giving rise to
lower background readings or better adsorptlon capacnty to SO||d phases useful for HTLV-lIl antibodies
screening assays. .

Various peptide analogs based on the above described amino acid sequence have been prepared.

55 These analogs and their reactivities with the anti HTLV-lIl antibodies present in sera of AIDS and ARC
patients are described in Example 8 and Table lll. The relativity in an ELISA test for the same amount of
each peptide by weight per volume was compared with the reactivity of the 21mer peptide, which was
assigned a reactivity of 100.
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I ndividuaks I'n the health profession and those being vaccinated to the
HTLV-1l1 virus. Simlarly, there is no 15 risk. of exposure to HTLV-11I in
the use of the peptide conposition- fgpglhg188Ke! opment of nonocl onal or

pol ycl onal antibodies to HTLV-111 in manmmals. -Further, up to the final step
of the test to detect antibodies to HILV-I11, where the test reagent is
exposed to theOws assplisdadicafe tiset tha 2dmeripeplids fof thé ﬁpsdnhﬁwfe&hdn&s umius ingksizfand\sequence in
exposur e of tnahmedeaiblelioatobfﬁyg -va Flléetrm ithe N- teemingTlok/~Trrt Gly-Cys-8e3- frofmitle Crtarminalpdr cleaving
eXPOSALH € i n Hispeptidel indbtwaencthe das ahed-Asp-dp thed toypeptides RG 10 d4nd 1p mwina @tidsn athreyultsd Bp
of degcti vatdrangticakss of iantiggniityi cotferredbylsee Bimes peptiddyyn aviditieri, rgys—eat POioR 02 frorC tHeof-
hal f an houterming alsa gprearsio ¢ impstant, @ this @dgition |of iLuss tay¥ip elppveysaid peglidgewith A1 praigo acids
Anot her pr oﬁs@fﬁsvﬂ'ﬂ"tf,‘??"ﬂlstha\PB‘PQG@!‘EFYb?"‘t'Wé Samigy agidgcsupl é’sé’ﬂ‘tT'PT‘Fi!(rEm'$96'rﬁ'ﬁ°s
the possi bi Play Bf”'i’a&F @ be F'?"PW"Y@s‘Eﬁ b%’aa@'@er' 'Bq'?’affﬁef P dale; Yl pogtdes 4 and 6.

anti geni ¢ ng o P'?" °E ‘E? 10 PP “’ °p '%\fble Iil. The
pr epar ati On %rpler@e a in 031:’? %l:lrecl)gr;) Pq-ﬂ?jw;e '::8%;? on“ 6:: n)bige 86 men romTher
fragnents %’ﬁ (ﬁrf ¥ :&SE ,n\' eantl cf% '\'? ot

n me p tide ’an s%q F\&S rrEs‘?) rlg 46 avg mer@%f Ihg%ag protein. A

| eukocyte a
antigeni c Mg héUnSof ELISA vdsbhsQsing e 1 E.apeﬁ % orup abd frvriund! BdsBibnt with Western
i ndividual s Bf&i%oﬁ.hﬁw the Pt bdpt&o s ARAP Mirfunbact E’E ot 266 MMple€ B whiY 859 had
t hough t hgy bbsaVéhowiPlo RS RSNGSERE 150 wsid lshowhl de. poh ndgad@ 85 he Wiedain Blotfstisoa)land
may be i nfl itrhe poptidé BhotbdEoridsmRdingddsultfos 114¥qutof e 150 bisd210p @6t of thy @07, SSPENAHR 10
can bring semETaleahxi ety to the person and his/her famly, and, cause

hi m ket to be Moaverdiestadse the peptide® bf thogresent iaehtioniate systhetibélly pabarbd) aaequplity tdndies
can be avoi dadolisy. and ias g resbic rqpeyduditility o fthetiént repulte Samite assuresinAlpem sineesvetytanati ersgunts
reagent o of the peptidasratb yoauiied éormeachiteshprioeadurp] and thecbxpaniesof praparing dhetfeptide is relatively
possi bi | ity low the gpst of seeageing kagly fididy,fot antibopies toald Lrithang didonesiscof ABPSUARG angyirer§iDS
the 21 mer p¥Yhe erepatiohe g vaccmdiselayslydaer eas the accuracy of the results

usi ng the pe gt"‘ﬂé’e@t‘? @qult'% p’é&”’?‘h@ %ﬁ‘{"i’: £ withs the G’dﬁ?&?’ﬂé'?"ﬁ'%% Nich P‘b P?"SVBP h" t‘5%{5

the cutoff EYY inf prydd C - gndnp é’ ~ °“gr%éa%8¥1 e ass%v 'ﬁ,ﬁ
A192( NCR) YOtV } . se F'” USI ure 0O e
é’ami’i&ﬁeﬁ{s% %ﬁf fiiha wa %

absor bance g{gge(?]mu g,éjmiﬁfﬁa’%x ;ﬁ‘
n certaln cases

usi ng the p? ﬁré.géd pei ,g
gave a posi '\fteis 'lcn? LR iR 5 Pmtiodt SQ%y jtaide rn?aytﬂaeadded in the
st andar d ' gsafkd bufterb tdcfifile 5&&5}%&% bRIfY ofs 8 plakes oF B, trurthbh InSrséradidnGRioRidase
that the prgsfightodMbieIndnScidh¥Cdnti amsh BG GHERHE mhy 88 udelltn Mol & hbrs@hdih doRsiiblase
Ext ensi ve Chdnjugiad gdat brill uméR Ig8 &0 sHd6deMinday ¥4ddr. TRS Gelating skl @Ckhesh PdcasseScan
col | ected ditiudegcalf BKkin peatinOsiy SKin deRitie fi3tDgedetih o &Q&aova‘nraomﬁlegélétuhwotwmsae(mahad

i n New Yor kwith 4yumar progeingl | y sel ected for .Hepatitis B vaccine studies. These
serum sampl es TMfoﬂOMQsaxammanwmmembnw West ern Bl ot anal ysis and HTLV-111
ELI SA tests of the présent inventi.on. The results of. the tests showed that
the Sehsiti EXAMPLE1 t he ELI SA nethod using the 46.peptide conposition of the
present Inventlon Is.rruch h| gher than that of the Western Blot Analysis.

Nbr eover 4%[] tochion ofc "“"‘ e to LV HIbY a0 ERzYMSeL.i n’A‘n l.ln 9' POMRSNSE Y on pr Odgced
| 24 55
bands éSpeg?Qé 'rs‘(;ﬁ'u'?n'ga%g?é'rrﬁl'd'm%f&’ fofdhe/Bimer 8 B gop el ayineBisR ity

with the pep? OdBWen' a{eg Yol cobtDS at 8'? th 'Y e Hafhice and
pr oduced eawnx .a@syaﬁ Phart e e “@ By e
avai | abl g, | ,ﬁ S S A A mawl..t oo 550 atosassarsy'msfa.gé@e in n PBS

anal ogue, Sbibﬁt'btf&ti sua.sto mcklnsn-easaﬁ& /@fdinttiling \6Rds! fRlicvel I 6k mar8 AaSHbd Sith PBS
based on t hgonRinfhg C.059E By IBILME TAErH2E 6 ARE Bra QBIGbdORKeR YY1 8 Hurmas! pédehtlor normal
properties @hivituay woleSHRutb®witONES cdataibing 20% by voleraslhohgal godt sbr@iin] €% bR #eighit/gblatinand
capaci ty t00.65% byl venmes Besohi 2@ bid dilion oHT:20/volkrhe @IVblirbe) despactieaty. 2@NII NthaSIB®Y Sera
Vari ous pepwérd @addudab egd veisad atnwed ltrereadd dor &85 chaimutasi db 87° Girihe avelisCivatie thew) waeshed six
have been piiragsawithd0.08%6 by Tiokime Twean @9 dn KB it logler tor waovs wibblresaniibadies.t Harsesadish
HTLV- | 11 anpdréxisdseceonjugatesiegeet anti howeraigGiwasuBe asrdsetRe aptibofhetitosr Wrbindduith dhe ABS
i n Exanpl e &tibasy-antigen eomplex formiad in pasiivs walls-\109 ¢l of perpxiqasi lapeled ggqabantithymanslget a
amount of eﬂl&'?‘P"p%ﬁi"PQi’é" W ‘Wé1° e “Hé\a' 81 Seren. RAS% by Yplure dwemn 2R in PRS was added to
reactivi 6§ @4ch wplkand jncubatadah s Ldor appf P%Hsmtﬁ%sélﬂned a reactivity of 100. 10

The wells were washed sux times Wlth 0.05% by vo een 20 in PBS to remove unbound antibody
and reacted with 100 ul of the substrate mixture containing 0.04% by weight orthophenylenediamine (OPD)
and 0.012% by volume hydrogen peroxide in sodium citrate buffer, pH 5.0. The mixture was incubated at
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EP 0:278 148 Bl Qur results |nd|cate that the 21mer peptide of the present
invention is unique in it size and sequence in that nere deletion of -Arg-,
or -le- frmthe N- termnal or er- fromthe Ctermnal, or
cleaving this peptide in betmeen tﬁgfa%?éiﬁgéﬁd -Asp- to formtwo peptldes
of 10 and 11 ami no acids, all resutted in dramatic | oss of antigenicity
conferred dw M mid.NMis snm&atb eixturd WasAideH foidemet thel pefoxidado 14baIdytiorMrihg hdolor soautte
C- 5 ternhglionfiivere stppeBby the abidich 9P a0l @k 2.Ni MySOhahd teldbibr yisld mbasuley Ssing an

t he above Bla$Alrepdnpivhictequentifies thé celoi maringcit de2nindisl ODa®s Bieguieliiat 482trh)y Atsaps were
ant i geni ci peyform@d with 4520 ydil@iot emqmnaiaslerumnsamoleawpdsxsgme:hnqereactuve controls. Sera samples

- 11 e- Tr §- Qbjeingy Gorsen indigitheabdiadngsed as hévinp AIDSanncludel es jepctiveneontiols: Abwortiendetreadings

t he ant i bogtgatesrihancre putofftabpasean¢epieadingedeteTainpde aqepriing iy tp tigligdag fprraylrwere taken as
Anal ogues ®¥Fititehe 19ner pepti de have al so been prepared to produce sinilar
results. See Table |1l. The 19ner P tide also shares at Its N-termnal the

am no aci dcgﬁtﬂ?@h(’feo‘df"‘l’?(@c)ﬁﬂxé‘v -Ser Wit h the 21 mer io peptide. This

agai n cf% o etion of the
segrrent frtt:] &;h@ﬁte e itt??gtqag e & ﬁ'qingg?% gﬁ"&' o 3% o G B emerrs
tinmer pept 3s Al anno “aer %ﬁfu Bees &P0ndi ng to a segnent of the
gag protein. A conparlson of ELI SA. results u5|ng the 11 nmer peptide as the
solid phase i muno adsorbent with Western Blot shows that the 11 ner
peptide Is highly Imunoreactive. Using a total of 266 sanples of which 159
had 15 been shown to be p24 positive and 107 were shown be p24 negative by
the Western Blot nethod, and 1lner peptide showed corresponding results for
114 out of the 159 and 105 out of the 107. See Exnple 10 and Table V.

Mor eoveto, because the peptides of the present invention are synthetically
prepared, the quality can be controlled, and as a result, reproducibility
of the test results can be assured- Al so, since very small anpunts 20 of
the peptides are required for each test:.procedure, and the expense of
preparing the peptide is relati-vely tow: -the:ecost-of :screening body fluids
for ant®bodies to HTLV-11 and di-agnosis eof Al'DS,- ARC:and pre-AlDS and the
preparation of a vaccine is Telati-vely |ow. “The peptide conposition
prepared in accordance. w th the present i nvention can be used to detect
HTLV- 111 i nfection anddiagnose ‘AIDS,  ARC-and pre-Al DS condition by using It
as the fest reagent in an 25 enzyne- | i nked i munosorbent assay (ELISA), an
enzynme | nmunodot assay, a hemaggl utinati on assay or a

radi oi munor adi onetric assay (I RVA), preferably ELISA. . The ELI SA techni que
using a mixture of the 21mer and 19mer peptides is exenplified in Exanple
1, the ELISA nethod with a mxture of the 21 mer peptide, 19mer peptide and
11 mer geptide is exenplified in Exanple 2.- It is to be noted that in the
follomnng met hods, 0.25% by wei ght of gl utal dehyde may be added in the 30
coathﬁg buffer to facilitate better peptide binding onto the plates or
beads. Further, horseradi sh peroxi dase conjugated nouse nonocl onal anti
human | gG antibody'nay be used in place of horseradi sh peroxidase

conj uga¥ed goat anti hunman 1 gG as a second antibody tracer. The gelatins
useful in these processes can include calf skin gelatin, pig skin gelatin,
fish gelatin or any known avail able gelatin proteins or be replaced with
al bum n proteins. 35 The followi ng exanples illustrate the invention.
EXAMPLE,_1 Detection of Antibodies to HTLV-111 by an Enzyme-Li nked

| mrunoadsor bent Assay 40 A m xture in a-ratiio:by weight of 10:1 of the
21mer and 19nmer peptides, synthesiZzed ‘as described was prepared. Wells of
96-wel |l plates were coated at 37 C for 1 hour with-the m xture of the 21
mer peptide and the 19ner peptide; at 1.0 ug per well in 100 ul 0.1 M
NaHCO. 3spbuf fer, pH 9.5. The wells were washed three 45 tinmes with
phosphat e buffered saline (PBS) and then incubated with 250 ul of 3% by
wei ght gelatin in PBS at 37 Cfor 1 hour to block non-specific protein

bi nding sites, followed by three nore washes with PBS contai ning 0.05% by

vol ume Tween 20. The test sera (blood taken froma human patient or norma
55 . .
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i ndi vi dual:) were ‘diluted with PBS containing 20% by vol ume nornmal goat
serum 1% by weight gelatin and 0.05% by vol une Tween 20 at a dilution of
1:20, 'volune to volume, respectivel¥p o298 148 gpf the diluted sera 50 were
added to each well and allowed to react tor 1E m nutes at 370 C. The wells
were then washed six tinmes with 0.05% by vol une Tween 20 in PBS in order
to renove unbound anti-bodi es. Horseradi sh peroxi dase conjugated goat anti
hunan 1 gG was used as' a second anti bomgq%e_r to bind with the Al DS
anti bedy-antigen conplex formed in positive wells. 100 ul of peroxidase
| abel\ed goat anti human 1gG at a dilution of 1:3000 in 1% by vol une nor nal
goat serum 0.05% by vol unme Tween Q@npamifBE afaBLI8Med to S5 each well and
i ncubated at 37' C for anpf heying1 g 9 fuie e Wt e_washed six tines
ara A— S11vaa-ameiy atrtt+ody and reacted
with 100 ul of the substrate m xture containing 0.04% by wei ght
ort hophenyl enedi am ne (OPD) and 0.012% by vol une hygpogsipévesticdjeTested
sodi um ci'grate buffer, pH 5.0. The m xture was i ncubat eq@%t EP 0 278 148
Bl 37 for 15 nin. TBLfie%‘ébEH €0 xture was used to detget the' %ggb?ﬁ‘blase
| abel by formng a color product. Reactions were stopped by the addition of
100 ul of 2. N HZSOd and the col or yi el d neasured uslng an ELI SA reader
whi ch quagt i fikeguiged cioyprodeiginpcutSyndoeme (i.e. OD w7 /ABAsur ed8A(187
492nm) . AssayspWRNLE, Penfigsmed with 1:20 dilution. Nornpl ,gerum -5app| es
were used as non-reactive controls. Sera sanples 5 obtained froman .
i ndi Wdual di agposs edl seshavhpigxAl DS' is included as remsil¥e contnelEls
Absor bence readi ngs greater than_a cut off absorbance readi ng determ ned
accordingoto tHeEFSPSFFHWCARST DGR LXMRPe29noPafPAs posi t14/€° cut of R2HBT nt =
0.1 x A4s2( ROpyphaderftdpBetNCR) 10 wherein A4s2(RC) is ¢ilye absorbgpge
reading for the reactive control and A492 (NCR). is the absorbance readi ng
for the non-rdigstltie FoorsextalsThe results are shown i mM8FaBle |. 28720 25 30
35 40 45 50 55 12 P 0 278 148 Bl TABLE I 5 p 1/
Conpari s8h of BLM&RYMing a 10:1 nixture of 2imer and Ydmer peptitéds with
Western Bl ot Anale¥sds No. Positive/ No. Tested 10 ELI SAvrs3 West v

Al
U

Intravenous Dtué Abuser' 20/2) 20721
30 Sexual Partner of AIDS patient | 12/18 12718
Hemophiliac _ 6/6 - 6/6
Transfusion 3/3 373
3% Idiopathic Thrombocytopenic Purpura 1/1 1/1
%té Non~AIDS Kaposi‘'s Sarcoma _ 0/3 0/3
Health Care Worker(mostly with needle sticks) 0/14 0/1?
“ Acute Myelogenous Leukemia 0/12 - 0/12
Chronic Myelogenous Leukemia . . 0/2 0/2
Acute Lymphocytic Leukemia 0/6 | 0/6
® Chronic Lymphocytic Leukemia of the B type 0732 0/32
Chronic Lymphocytic Leukemia of the T type 6s2 0/2
50 Non-Hodgkin's Lymphoma _ _ 0/4 0/4

Hodgkin‘'s Disease 0/1 0/}

56
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Pat'i ent Di,agnosi s Bl ot 75 Acquired

| mmunodefi ci ency Syndrone ' 187/ 187 186/ 187 Pediatric
Al DS T ep 11/11 AIDS rel ated
conpl ex Eplol%#]l{fé%1 116/ 116 Persi st ent
General i zed Lynphoadnopat hy R 29/ 29 29/ 29 Lynphadenophat hy
6Y7 67 I sexual s o 1/2 148/ 57
58157 25 HeppycETE pelidpsexuals o /1"
1/'1 Bi seXUglacroglobulinemia o S 0/6s1 . 0013
| ntrayenous Drug Abuser _ 20/ 21 20/ 21 30
Sexual PBar tMyeosdts BhDopigient” = 12/ 18971 12/%r8
Henmophi | i ac - 6/ 6 6/ 6
Tr angf usi offPrimary Imn.nunodegici_ency including 3/ 3 0/25 3/ 3 °§§5
| di opat hi c SATERLYEE ol (- iy 1/1 1/1 Non- Al DS
Kaposi ' s Sgyggﬁamagigﬁlﬁkneml &ﬁﬁé‘thymoneﬁ 3 0/3 Heal th Care
VWor ker ( H’ostda)g,mwi EhoBEeh & aldatlstliof/ 14 0/ 14 dg/ Acut e Mpgllogenous
Leukem a 0/12 0/ 12 Chroni c Myel ogenous
Leukenmi a. Other Diseases Unrel@t2d to HTLV-IVI2 iadectieynphocytic Leukenia
0/ 6 . 0/6 45 Chronic Lynphocytic Leukem a of the B type l(y 32
0/ 32 ChyoniVédreynpnbegtiend eukem a of the T type 0/2 176 & 2
Non- Hodgki i’ s L homa 0/ 4 0/ 4
Hodgli n°s 57468485555 | o1 ¥ 01% 1
-EP 0278 148:BheHei £y flih1dmaukeni a 0/1 0/1
1/2 1/ 2 Macrogl obul i nem a .
0/1 20 Non-AID81 5 Mcosis .Fongoide 0/3 0/3
0/1 0/1 Primary I nmmunodeficiency including
0/ 25 Normal(Qfost kmon variabl e i nmunodefi ci enci es?/38 0/38
Hypogammagl obul i nem a_and .Thynoma 10 Gamma  d obulin Preparation
0/ 1 " Brothep,9f R1R% AFIERSes Unrelated to HTLV-I Iéﬂl?nf ectiofViral
i nfectiOns 'S mati : , , 0s11/6 0/1
1/6 15 Sar O5'gRERE of AIDS patient 0/ 2
0/ 2 Pati enfyiWet B PAPHS B ent : 1/2 172 0/ 1
0/1 20  Non-AlIDS | _
0/3 g0 InfantO68 ADSgdati@mtrol - 0/1 0/1
0/ 38 0/ 38 3 ' -

Repeat reactive by Abbott test 7/54 - 7/54

| ' 450/674 449/674

35 :
. The results in Table | of the ELISA test procedure according to the present invention with 674 sera
K.,_./.‘ samples show that the method is extremely accurate and highly specific. No immunoreactivity was found in
normal subjects or patients who were identifled as not being inflicted with AIDS or ARC. In fact, the ELISA
results confirmed medical diagnosis of AIDS which was missed by Western Blot Analysis.
40 It is to be noted that the cut off absorbance reading is very stringent. It was determined statistically
based upon a large number of clinical trial data (larger than 10,000 tests).

EXAMPLE 2

45 The procedure of' Example 1 was répeated using the same sera samples as in Example 1 except that
the well plates were precoated with. a mixture of the 21mer peptide, 19mer peptide and 11mer peptide in a
weight ratio of 10:1:1. The resuits are presented in Table ii.

50

55
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Brother qf AIDS patient ' ' 0/1 :
0/1 26 Daughter of AIDS patient 0/1

0/1 Wfe of AIDS patient ' 1/ 2
1/2 30 Infant of AIDS patient o °2c148B1

0/ 1 0/1 Repeat reacti ve by Abbott test

7/ 54 7/ 54 450/ 674 449/ 674 36 The results in Table | of

the ELISA test procedure according to tEBLBr3¥ént Invention with 674 sera
sanpl es show that the method is eéétglir“grrel ac and highly specific. No
i mmu eactivity was foungd. 0 . gﬁ?{ 0 were

Iden?ﬁl et as not bei ngndq'% EL,',EQF ! é/g'l Hﬁ é%a 31:# V)'hstig ELI SA
results confirmed nediTa | Yy Western

Bl ot Anal ysis. 40 It isto be noted that the cut off. absor bance readi ng
is very stringent. It was deternined statistically M&Mﬂﬂm
nunber of &cl inical trial data (larger than 10, 000 teStS)EF" %e %em
The procélure of s r.epeated using the sane s arrpl e

Exanpl e 1 except. Eﬁﬁn@%’&e&lg\@fosﬁﬁat es were precoated with. a m xtur egof t he
21 mer peptide—ToMET pEpride and I e peptT T T wer g Tar o o
10: 1: 1. The neguiied amhupodseidieticynsymddomel | . 50 55 14187/E870 278.8%48801

TABLE |1 ,£om0AlDSXS AIDEVI'EPA USIDSGHR, AXDSVOL Ekgthre of 21ner, |9mer 5

and |iner peggl des with Western Blot Analysis No. Positi ve/ No Tested 10
ELI SA - 9} ¥ 5iPAEPENt Di agnosi s 11

0 T U SO ) o RS ORI

11/ 11 2 pgidilseeNeDBenet £l Rbac appdednopathy . 29/29 29¥%6/ 116
116/ 116 20 Persistent Ceneralized Lyrrphoadnopat hy - 29/ 29
29/ 29 Lyrrphaélmﬂpﬁﬁﬂmhathy _ - 6/7 678/ 7
Heal t hy Honpgex o _ _ 48/ 57 48/ 57 2
Tr ansexual ’S"“ijtahy Homosexuals 1/1 48/57  q/q éiagg%ual
0/3 704 3sdAfshavenous Drug. Abuser _ _ /1 h21
20/ 21 30 Sexuaf éart ner of AlIDS patl ent _ o 12/ 18 £e
12/ 18 Henophskségual e T 74 ) 0/6/ 6 35
Tr ansf usi on ' o ' '3/3 3/3
I Intravenous Drug Abuser 20/2) _ 20721
Sexual Partner of AlIDS patient 12718 12718
Hemophiliac ' - 6/6 6/6
35 .’rransfusion o o : 3/3 373
v Idiopathi.c- Thtombocyfoé_enic ?ﬁrpufa.- v 171 171
Non-AIDS Kaposi's Sarcoma 0/3 0/3
‘“". Health Care Worker(mostly with needle sticks) 0/14. 0/14
45

60

56
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| di opat hi @ Thr onbocyt openi ¢ Pur pura 1/1 1/1 Non- Al DS

Kaposi's Sar coma 0/3 0/3 40 Health Care
Worker(nostly with needl e sticks) gpdé4rs 148 B1 0/ 14 45 60 55

EP0278148B1 Acute Myel ogenous Leukerri%ll 8148 _ 0/ 12

0/ 12 Chroni c Myel ogenous Leukem a 0/ 2 0/2 5
Acute Lynp i j i ' 0/ §712 09215
Chroni c Lynmb%%é%yﬁ%ﬁf%(&@g%i geg};er%ae B. type - 0/ 32 .0/ 32

Chroni ¢ LyrgNieeytigydRigenisue Déukdidial type 0/ 20/2 . 0r2

Non- Hedgki n' s Lynphorma _ 0/4 " 0/4

Hodgki n'ss Bicteskymphocytic Leukemia _ 0/ 10/6 B8 Hairy
Cell Leukem a . 1/ 2 1/2

Macr ogl obulGh¥erig Lymphocytic Leukemia of the B. type 0/01/32 Bfiz

Mycosi s Fungq tic Leukemia of the T type O/dr2 9/d 20
Primary | mﬁ‘ﬁggg‘fi%’f“gﬁ‘@ﬁ RS UH g e OF the T RYRE 0k 0/ 25
Common Var ixval-Boagritrad efvimphemsi es, Hypoganmagl obul i newiea and Thyowdra Gama
G obulin Preparation 0/1 0/1 25 O her

Di seases Uilodgkiets tRiseRse- 111 infection Viral infecti%hs 0/1

1/6 .1/ 6 oi dosi. s 0/ 2
0/2 30 Rat ity opefl étfmqﬁef"b | | Y2 g1 Y2 o1
Non-Al DS Macroglobulinemia 0/¢/1 6/8 Nor nal
Cont rol 0/ 38 0/ 38 , -5Brot her

of AMBS patMyensis Fungoide 0/1 0/1 0/ 1 DauBhter of
Al DS pati ent . . 0/1 0/ 1 40 er9 Al DS
pati ent 2o gfi"‘a‘Y Im‘!'“g‘l’de?i"ie“gyf}"?l"d‘ﬂ? 1923 nfant of 741 DS
Abbott t est¥Po9ammaglobulinemia "’“"HTHQE 2 7/ 54 48 450/ 674 449/ 674'

The above iRahbtG1diisabRephRitidie 11ner peptide may @txs0 be incbuied in
the i mmuno assay procedure to produce sinmilar results as shown for the

m xt ur e®of 2henePisarbes Yneelpkss itdeHTLHOI HXAWEEEt 3omet ecti on of Anti bodies
to HTLV-111 by_an i nmmunoradi onetric Assay (I RVA) 55 #I | s of 9?-
f1exi bl e- pdiEyol ni#i8AdPPde (PVC) plates are coated at C for 1*Bur with
a mxture Qf i 3 y weight of the 21 mer peptide, t 19ner pepysde and
11 ner ep%la égl&p?%ip%r ed as described, at 1.0 ug per \/\Q‘I in 100 8{’20. 1M
NaHCCB buf fpakieRt! with phpe1Y6ha s -are washed three timg/w th phosphate
buffered saline (PBS) and-then incubated with 250 ul of 3% by wei 89;

gelatin i nNeBSAZRS 37 C for 1 hour to 0/3
5 Normal Control 0/38 0/38
\,, Brother of AIDS patient 071 0/1
Daughter of AIDS patient 0s1 0/1
9 wWife of AIDS patient 1r2 1/2
Infant of AIDS patient _ 0/1 0/1
Repeat reactive by Abboft ..test : : 7/54 7/54
® 450/674 449/674'

The above results indicate that the 11mer peptide may also be included in the immuno assay
procedure to produce similar results as shown for the mixture of 21mer and 19mer peptides.
50 T '
EXAMPLE 3

Detection of Antibodies to HTLV-lll by an Immunoradiometric Assay (IRMA)

55 Wells of 96-well flexible-polyvinyichloride (PVC) plates are coated at 37° C for 1 hour with a mixture of
10:1:1 by weight of the 21mer peptide, the 19mer peptide and 11mer peptide, prepared as described, at 1.0
ug per well in 100 ul 0.1M NaHCO; buffer, pH 9.5. The wells are washed three times with phosphate
buffered saline (PBS) and then incubated with 250 ul of 3% by weight gelatin in PBS at 37 C for 1 hour to

16



16 . EP Q 278 148 Bl bl ock non-specific protein binding sites, followed by
three nore washes with PBS containing 0.05% by volume Tween 20. The test
sera (bl ood taken froma human patieg$ ,Qkgqgd gf! 1 ndividual) are diluted

wi th PBS containing 20% by vol une nor rral goat serum 1% by wei ght gelatin
and 0.05% by vol ume Tween 20 at a-dilution of 1:20 (volune to vol une)
respect i vel Yiock Aéh-spbcifel préthif bikidihg! 60, Bwed By nréelfed viashes ith PES! dontaifilg $.05% by
al l owed to wemhd Thedh 205THe! ot ls@rs (dod Jakén from Bmemaepdtient aF RorinBlGviwubal&e dilited with
times wth @B6S86tiing/20kabeevolimeanmizOgdanseRIBS 1erbyovelbr gelatin arelrid5es hynioma dween 20
anti bodi es. afild @iftidned) 4120 dvolaimd itovolumepraspsttivels. 290 at of dhvet dilutbd seamark gdled i dach welliandd
as a second alipwed lsoeact for Hxwinutehatt37 e, (The welis ate thenevashet! slb@m%:dmtqog&rpvo'ehm @ween
formed I n pé8in PREingeder to remeyg upbouryd antihaaiips| 115, labeled afftyliy pusified gort Al umesdo@ (Fe) Is
50, 000- 200, GER‘J‘ 38 31FPGORd ariposly Ugear Hﬁ@'mwmhe 'a?staeNSﬂfm@'%%' '“\PB?“U%"’"F\AB’@
20 in PBS wét's°féé‘de'%?'°t’@°§ée "m '9% v‘e'"f"s °' %%??f‘@é“ié

PX in
The wells s lmgf] it ?eg ‘[‘ﬁ%"% F'V%B utP d Btﬁm jgf

renove urfﬁou

a gamma- sc. .u%ncza'gfnﬁs b aﬁgﬁ °°;’é' X .bﬁésgﬂg'""'%"" o sl 3 c i o

vol une to imu (5t rdadin ‘?eaﬁiﬁgsnﬁ Ser 9 Jlé% #4 sD
were al so t%fatn pos' rea |ngs greater than the averag

r eadi ngs ,pf norrra sera san%fes +4 SD (standard devi ation) are taken as
positive. 1lexikn\¥4-E 4 Detection of Antibodies to HTLV-111 by a

Hemaggl uti nation Assay using 10:1 Mxture of the Peptide Conposition Coat ed
Gel atn Par Dettties of Sntpiedad] HBLVM doyCe | Hofagyiutihatibe Assdg adimg am:1 SMiixtueb_6this ePeptide
| munoad- 2ComgnsiienCoatadcGeandtin Paticies, Ghdoy Rad Bloed] Chilsroa Dat®{ mds 8x8dlig¢ Phdss Immchoad-
bl ood celbssorbt atin particles, or polystyrene |atex beads are coated with
a 10:1 by .weight. mxture of,,the 21mer peptide and the | 9mer peptide at a
concent rat i on GQna m! theroughbtjwashedd humag biagd qelis, Diepdrifood Thile. gelstin retticles|oF polystyrene latex
particl es oPeﬂﬂéétﬁsc%ﬁeé Yilhed 107 ybwRighY mbaurgy N\Qs%‘r'ﬂealpPRﬁ'dﬂlaF@ut"@d1%F pARtide at a

sanpl es in £oneenfaondn the range of, 1 wa/ml o 1"‘%'8% H%Pa“ﬁ cRatticlep orsheg ° then incubated
mi cropl at®. "k feéF"V t?fg YLy pamples t"b@?n""?' Bgped giolpttice '??Smcmpﬂﬂ?emer
aggl utinati 88" "f‘tH or ?J““"ﬁtﬁﬂ Petipins on the battorm,are fad, snd the

showing a p Q° 1\}uet'°? 0"98 °§§’° '°" ;

coul d be us @g % t}f :ﬂ wi{lc ;?:0551 rﬂ l['?% ﬂ‘; f%jti%\ﬁ(\ ﬁjaﬂ%fre saFu? Qu%fa?\h an\A@ég gilr’l tchg
of antl-EgL esmselrrensmc ng sera or bIOf|UIdS 30
EXAMPLE 5 Aggdiysigasti c AI DS, ARC and pre-Al DS specific test. kit for

HTLV- 111 antTbodtes detection can be constructed. The test kit conprises a

conpar t ment ed A Bagridstir ADSORRG iaRd He-ATDS ispetite 194-kEhi HPLVAI EfitseeiRs @etection ch ibOT
to use W t heohsii@tedf THohést [RIE RomMsIISesCH BaMPAIhentHA, enBlbsufd@ni@iniaG aditipls 1DB-@SIL pi@ss ¢dated
100 ul phb 9pdor G dsé Mithia HG@B the pepties caregosiian df the Tgieseiti inverdtion tnh®D uCEHIP.6i0SIMENaHCOs
mat er i-al s f buffeeperywall. Thet igCturtien comprisepmatarials foeearizpde detedtion imcsepargto rssalest conings
1) nernmal homsisting of Uhngrag hawan sepure (a5 wen wagiive coinlrol); 2) hebtdnectivietad, JIA40 atlahilized\RIAG
sol ubi | i zedsenDEssregctive fontrol) Blrarma) @oat gerumo ) peroipase debeisd-ogeantl bemanrigGipnd 5) a
per oxi dase Pesehangd-inglicator aensipting afrarhopbaaylengdigming (%P[Bcﬂ"@rhy mng?eror'mj f"clﬂpﬁﬂhate
consi sti 1% EJFat‘bP'{“ﬁb é‘ﬂ'%ﬂ?sﬁrl‘ﬁeﬂ M%fﬁdb‘hWﬂw eroxi d

phosphat e 40, & et b e o.u el J&s ’ﬂs tEvere) ga by M
I glal g\rNggen'lt T,KEL\ZJEOF or str|)|]§)1 pbecnatwé "Jh Ctgg§T ;m,‘s gre ent mven |on for u % © so‘? ;fse
particleg e mni-colums fill ed W|th control I ed pore si ze gl ass
beads, or NEkANsiele uI ose paper stTip precoated with the peptide of the
present invention for use as the solid phase |rrrrunoadsorbent 45

A second test kit for detectmg antcbodles using. the lmmunorad(ometnc assay (IRMA) comprises a
compartmented enclosure contamlng multlple 96-well ‘bendable polyvmylchlonde {PVC) plates precoated
50 with the peptide composition accordmg o the present invention at a concentration of 1 ug of peptide
composition in 100 ul of pH 9.5 0.1M NaHCO; buffer ‘per well and materials for radioimmunoassay
including: 1) normal human serum (as non-reactive control); 2) heat inactivated, NP40 solubilized AIDS
serum (as reactive control); 3) normal goat serum; and, 4) I'* labeled coated anti human IgG. The
“ procedure described in Example 3 is fo be followed.
56 In this test kit, 96-well PVC plates precoated with the peptide of the present invention can be replaced
by polystyrene beads precoated with the peptide of the present invention for use as the solid phase
immunoadsorbent.
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EXAMPLE 6 A second test kit for detecting antibodies using the

i nmunor adi onetric assay (I RMA) conprises a conpartnented encl osure

contai ning multiple 96-well bendablgy ¢otg/idgyd chl oride (PVC) plates
precoated 50 with the peptide conposition according to the present
invention at a concentration of 1 ug of peptide conmposition in 100 ul of pH
9.5 0. 1M NeABBRERIUf f er per well and materials for radi oi munoassay

i ncluding: 1) normal human serum (as non-reactive control); 2) heat

i nact.i vat ed, ANRHd tesb|kiildor deteting\HIDS/-# eantibpdiea wsing divt hereagglatimetion| §ssay3yompgsadasd
goat ‘s€r ungompartimenisy endigsgre| cehtaihing] multiele eveb!l Aehaped pristiicedyiapet eicrpniatescand materials
descri béd fehhemegeiyiination apsay tingludiag (1) [a|hetle 4f husn O red oo calls; @ ted|bjoed cells. golatin
PVC pl at esPaicles aiptexipaljstyrene pradperpeopige witt @ mixlureff AALH Py pejght At the,peptide poppoasition
repl aced b E?Sei:‘rgstf BfEUm @R @ nopeastive g Wé,ﬂ%ﬂ*g%gfj%@teﬂ'f NPADcsofypliized AIDS

i nvent i on Fo3fveSRMEs PREVEENTRY- PrRpasefRRRighes s © 4igdo be followedy 78148 B1
EXAVPLE 7 j test kit for detecting HTLV-1I11 antibodies using the
henagglfﬁiégiﬂgégassay conprised a conpartnented encl osure containing

mul tiple 'WeH'le 5&% ﬂe,o‘r of &8 dﬁn% 'ﬁiden;nﬁre if“a% ue&wét‘ﬁai; e.} E!Lp%%{f ané or
hemaggl ut i [akdRfy §eﬂﬂ9_ H‘Jt%a dHin tReiriNidel BrmPace Uig:igét EiésSic ﬁm ol Rlelhdd
Ox red bl aRderibd hetein &53ed irhdlanklid deldofidnddlof bath BKihd SHalbgle¥ bRMRowraR fisbidili ecoat ed
With a pg Xt ume Simuhbleaktivity Ry theb@bié psptiddse 1ARNdel WEI RAITES teble® Usifg?d psuRiaNBIbS
human ser UsghiresampleNTHI-rba2avty iol/ éack PsPtidWas; compated With) thd raadtivily b8 &b i2viadr eptiddIRéich
sol ubi | i zeshsAbtlaS10m6.i ti ve serum (as reactive control). The procedure
descibed in Exanple 4 is to be followed. i o EXAMPLE 8 The 35ner pepti de,
19ner peptide, l1llnmer peptide and ei ght anal ogues of the 2lnmer peptide, and
over |l apgi ng 19ner peptide were prepared in their am de formaccording to
the classical Merrifleld nmethod described herein above. The amino acid
sequence of each of the anal ogues are shown In Table IIIl. 15 The

i mmunoreactivity of the various peptides at 1 ug per well |evel was tested
usi ng a pool ed AIDS serum sanple. The reactivity of each peptide was _
conpare® with the reactivity of ‘tthe 21lmer peptide which was set as 100% 20
26 30 35 40 45 50 55 18 EP 0: 278 148 Bl (err) 10 10 (err)

35
e

55
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35 ‘EXAMPLE 10 1 ug of the 11 ner peptide was used to coat each well of a
96-wel | plate. The procedure of Exanple 1 was followed. 266 serum sanpl es
were scanned on the 11 ner coatedgplpdR 148l results are shown in Table V.
Qut of the 159 sanples indicated as.sero-positive by Western Bl ot Anal ysis,
the I'1 mer peptide showed 40 reactivity wth 114 sanples. Qut of the 107
sanpl es iEXAMPBEQd as sero- negatlve by Western Blot Assay, the 11 mer
pepti de showed non-reacti vi ty with 105 sanples. 45 50 55 20 EP 0 278 148
Bl The r eanfingsAmonnts ofst reixture [vhi21ntshBeplide and 119 pepkdptide i S | NMunor eactive wth
antiYodi es to HTLV-111. TABLE V Conparison of ELISA using |iner Peptide

wi th Wst er Foligwipg the/prioprsitre tescHbgddm Example 1, mixtures of the 21mer peptide with the 19mer peptide
V\ESTERN By arﬁ)gglw?ign ratios, from 191 37 to 4 1 were used as the immunoadsorbent. The wetlp wpre coated

with 1lug of the; mixtuye; fhe serum’ samples pspd were two samples from patients which had :psgn
stv f IDS and 7amples pa itp @%oi@mﬂpﬂi?ai§ Ely e éf

ot e A :
:?r;.“nskqw;'g%&,:ﬁmgai %% R *Pgs

G n-d n-Leu-Leu er 36 S based on an ARV—2 |sol ate, 2.
Arg- Val - Leu- Al a- VaI A u- Arg Tyr-Leu d n- ASQ,
dn- Arg Leu Leu-@y-Met-Trp-Ady- Q/s-

-Val -Thr-Ala-11e-d uA5¥3tg’X£cé_eu dn- 50

Zaire; % @I Ar

AspGInAlpiéé ﬁ“ﬁ !i%rnTrpGlyQ/sAl as=— AIDS

Phe>A -Thr-Val -Pro-Trp i s bagegtoie a V‘ﬁ%ttomhﬁgn
i sol at e ofz1EEV- 1113 ofdr Poeicyvd hesinsathapept sansldsl) andpizpasese

t est ed?agaigamil ser augmrh wecenknown to Segupositlive @ antiBodies 2o
HTLV-1I1. The results shovved t?at pepti des (31) and (23 wer e |rggunoregtgtive

ased on a MAL isolate from

0 01 0. 0 0

to ant'bOdlges to 0.625 1.17 0.02 0.62 0.46 0.07 0.04
5 1.25 1.30 ' o.oz 1.16 1.08 0.07 0.03

25 5 2.50 1.50 ~0.02 1.57 1.76 0.07- 0.04
7.5 0 ' 0.92 0,03 °"0.04 0.06 0.09 0.05

7.5 1.25 1.28 - 0.02 1.12 0.94 0.08 0.07

7.5 2.5 1:54 003 - 1.58- 1.59 0.07 0.04
10.0 0 0.98 0.03 0.04: 0.06 ©0.09 0.05

s 10.0 0.625 1.1 0.02  0.51 0.33 0.09 0.07
10.0 1.25 1.31 0.02 1.02 0.86 0.09 0.06
10.0 2.50 1.72 0.03 1.6% 1.67 0.09 0.07

35 EXAMPLE 10

1 ug of the 11mer peptide was used to coat edch well of a 96-well plate. The procedure of Example 1

was followed. 266 serum samples were scanned on the 11mer coated plate. The results are shown in Table

V. Out of the 159 samples indicated as sero-positive by Western Blot Analysis, the 11mer peptide showed

40 reactivity with 114 samples. Out of the 107 samples indicated as sero-negative by Western Blot Assay, the
11mer peptide showed non-reactwnty wuth 105 samples.

50
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HTLV-111. 21 EP 0 278 148 Bl Peptide (3) was tested agai nst sera which
have been found to be positive for antibodies to the West African isolate
of HTLV-111. The results showed thagp gopg isesq3) was i munoreactive to
antibodies to the West African isolate of HILV-111. .<* . Based on
peptide (3), it is expected that a synthetic peptide with the follow ng

am no aci d seTpeessoies: indicaiés thalibd 1+ 1iier peitide-is Inenu@breactiyeswith antibbdies- taHMLVABD- G n-

Al a- Arg- Leu- Asn-Ser-Trp-3 y-Cys-Aa- 10 will be inmunoreactive to the Wst
African isolate of HTLV-111. This _exarrergEiEows t hat anal ogue peptides can
be synthesized, using information based known am.no acid sequence of

various Strains of HTLV-111, as I} 0 fag&liicy@ s to test for the
presence of 15 antibodies to vari%ﬁ%{? h s eoiliige |11 in body fluids.
Clains Clains .for the fol | ow ng’,!(p‘p vg-%gé_.éég Bl eﬁéFﬁgd CH, DE, FR GB, IT,
LI, LU NL, SE 20 1. A peptid : tibodies to HTLV-111

i n body 11;I ui ds and di agnosis of AIDS, ARC or pre- AIDS conditions
characterised in that iSE_ngcgwpri ses about thirty-five am geseerds st has an
am no aci d sequence: 2 T
-Arg-1le-Leu-Al a- V3lg+@ - - ArgpglyreLeu- Lys- Asp- G n- A paiéu- Leu- p24-
Ay-lle-Trp-d y-(ﬁ‘s- er-3d y-Tys-Leu-1 | e-Cys-Thr-Thr-Al a-Val -

Pro- Tr p-s&sn- Al a- San4 AG9 sAaroanal ogue thereof, 3B88h "anal ogud07eing a
pepti de containing a substitution, insertion and/or deletion of an am no
acid or a polyneric formof such a peptide, which can detect and/or elicit
producti on of "antibodies to HILV-111. 2. A peptide characterised in that it
conpri ses aboyta)el=e\p2d mposictioe ds and has the amino acid 35 sequence:
-1 1 e-Valze Ar g- Nib0)- Ryp23emeagakiNe - Ser-| | e- Leu-. or an anal ogue t hereof (as
defined in claim1). 3. A peptide conposition for the detection of

anti bodies to HTLV-111 in body fluids and diagnosis of AIDS, 40 ARC or
pre-Al DS conditions characterised in that it conprises a mxture of: (i)
from about AMEYE Hpout 95 parts, by weight, of a peptide of about

nIog &5 sh Qvinn%eaf&loal - %&ing%- ig s‘g 3 gr'b s rﬁhesized based on the known
A g1 e Ll S A ilyichat i L in ol a
Leu-dy-11 e-Trp- y-Cys-Ser- or an anal ogue thereo as defined in claim
1); 50 (ii) fromabout 5 to about 90 parts, by weight, of a peptide
of - aboutg ni neteen am no aci ds having an am no acid sequence:

-11e-Trp-Ay-Cys- Serng%yvgxat, %Hi&zﬁi‘- raiﬁfgét?ryﬂburiﬁg—z;,sp-

Pro- Tr p- Asn- Al a- Ser - an anal ogue. ereof (as“defined in ¢laim 1); 22
Gln-Gln~Leu-Leu-Gly-Ile-Trp~Gly-Cys~Ser

t went y- dhe anj no_aci
1

36
, is based on an ARV-2 isolate,
N 2.

Arg-Va 1-Leu-Al a-Val-Glu-Arg-Tyr-Leu-Gln-Asp-

Gln-Arg-Leu~Leu~Gly-Met~Trp-Gly-Cys~Ser

is based on a MAL isolate from Zaire;
45 3.

Ala-Arg-Val-Thr-Ala-Ile-Glu-Lys-Tyr-Leu-Gln-
50 Asp-Gln-Ala-Arg-—iLeu-—Asn-;Ser—Trp-Gly-Cys-Ala-
Phe~-Arg-Gln-Val-Cys-His-Thr-Thr-Val-Pro-Trp

is based on a West African isolate of HTLV-HII.

65 The synthesized peptides (1) and (2) were tested against sera which were known to be positive for
antibodies to HTLV-Ill. The results showed that peptides (1) and (2) were immunoreactive to antibodies to

HTLV-IL
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*C. L ~MS * EP 0278 148B1 Peptide (3) was tested agai nst sera which
have been found to be positive for anti bodies to the West African isolate
of HTLV-111. The results showed t ?hfﬁ (3) was | nmunoreactive to
anti bodies to the West African iso ate 0 T_V-lll. Based on peptide (3),
It is expected that a synthetic peptide with the follow ng am no acid
sequence: 5 Papiitie\(3)l wabhisstedl ayaihdt @ereiwihich Yiave Togén toand- 1o b -pbsifive @riantibodies to the West

Al a- Ar g- L atiicghsiseldie of ATYY-IT The GysaitsAshawedl thatvpeplide (8 wasTimmonoesaciive Wearitibodicls do Yhé st
African i YktAftcanfsoltd bAVHTLYAN. Thi s: exanpl' e shows 't hat anal ogue peptides can
be swnt hesi Ztsged aaseptige (I)filds empdtesttha) asthetinipaptide with dhvarfolilewing amine aaill ssaepnesice of
variouss strains of HTLV-111," as®|nmunoreactive agents to test for the
presence of is antibodies to various strains of HILV-111 in body fluids.

C ains c &m—%i"mﬂa}#nﬁﬁg%%&rﬂr@f'&%é@h%@cﬁ npE FR,
&8, IT, Li, LU_N, SE 20 1. eptldeior theg ection of antlbodlesto
HTLV-111 in bodV‘ﬁ'r Qfsr-'%moaﬂ?' TSP or pre- AIDS conditions

charact'®rised in that it conpri ses about th| rty-five am no acids and has an

am no aci QJ.H%S r%? ctlgftot African sola ofH LV-ll.

-Arg-lle-Le ﬁ ts\ﬁﬂ '-I—E? }Q}ﬁmal Cﬂsﬂ \éfl'r'based on the known
Ady-lle- Tg,nm B lof Variguis shrains-5f L{/ Mimunbre 8t for the presence of
Pro- Tr Rs Agiib &Jis%t iouslsﬁamsofH@t’.v-mfh SR u@&ue t her eof SUC ‘anal ogue” being a
pepti de containing a substitution, insertion and/ or del etion of an am no

acid or acpmhgneric formof such a peptide, which can detect and/or elicit
produet | OGlaths fonthelfolttiwirgy Cantrladting Stdtds : BE, CH, DE[FR| @B, ILABLEMNISBESed in that it
conpri ses about el even am no acids and has the am no acid 35 sequence:
-1 | e- Vab - Ar g\ peptideTion thésdetedfiprpof Bhifbodies: to |HTEV-|lidn body ffluidsandrdidgoagisof AIRS, ARST or (pees
defined in MRS eandifions Tharatageqstin thet it eampisss abayh thirkyrfive freingjesids @nd bas apfamino acid
anti bodi es ts69YemIeY- 111 in body fluids and diagnosis of AIDS, 40 ARC or
pre-Al DS conditions characterised-in that it conprises a mixture of: (1)

from about&e—ﬂeaﬁwtﬂé-@@ﬂmu%dﬁﬂﬁne@& -&%Lb%-@flna@,%t-x,eu-

t went y®bne _am_no aci ds_havi ng an ani no acid se uence:

- Ar g- 11 e- B AL TR G R 2RISR T TR TRHS AR -@yﬁ-g‘g&-—'rhr-Ala-Val-

Leu- d y- | ProtTppehgnenldasSSexr—-or an anal ogue thereof (as defined in claim
1); so (ii) fromabout 5 to about 90 parts, by weight, of a peptide

of aboyf ni Net.ReRaGHE HrRf istsh hidgaer %%Md@%ﬂl%%%@ﬁuhm, insertion and/or
-1l e-Trp- G Yaofelich™ o?€dn- &dide Léfé; ok 8YsolyhBrici6em lsachhd péptds, @ch can detect and/or elicit
Pro- Tr p- Asn- pmdactﬁeaf-anﬁuod.a@tomv.mue t hereof (as defi ned in claim 1); 22

2. A peptide characterised in that it comprises about eleven amino acids and has the amino acid
35 sequence: :

Lo -IIe-VaI-Arg-Met-Tyr-Ser—Pro-Thr-Ser—Ile-Leu-

N or an analogue thereof (as defined in claim 1).

3. A peptide composition for the detection of antibodies to HTLV-Ill in body fluids and diagnosis of AIDS,
40 ARC or pre-AlDS conditions characterised in that it comprises a mixture of :
(i) from about 10 to about 95 parts, by weight, of a peptide of about twenty-one amino acids having
an amino acid sequence: . .

45 -Arg-1 1e—Leu—A1a—Va1-_Glu—Arg-Tyr—Leu—Lys-Asp*—Gln-G1n-Leu—
Leu-Gly-I le-Trp—Gly—CysfSerf_

or an analogue thereof (as defined in claim 1);
50 (ii) from about 5 to about 90 parts, by weight, of a peptide of about nineteen amino acids having an
amino acid sequence :

-X 1e—Trp-¥G ly-cysééér;clyéLyé-teu-I 1e¥éys-Thr-mr-A1a—Va1-

5 Pro-Trp-Asn-Ala-Ser-

‘or an analogue thereof (as defined in claim 1);
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EP O 278148 Bl ) * c Lﬁrp{.“g; éndh opt
(151),rom abaut o to sbout 50 parts, by velght, of a peptide of ||Wm"l"lllﬂﬂlllllll

-lie-Val - Arg- Met - Tyr - Ser - Pr o- Thr - Epro 27getag®1- or an anal ogue t her eof (as
defined in claim1). 5 4. An imunoassay nmethod for the detection of

anti bodies-to TLV-111 and diagnosis of AIDS, ARC or pre-.- AIDS conditions
char act er i sRaptiden(3} e tepted against secaowhich haye b?eéri’éﬂnﬂ iRy Pqsitiynr for antihedies| ta thegiest n
claim1 dyrice) ispliate of LA, The jegulis shaned dnat pepidey &) wps Impmorpactive 19 aftibedies, ixqthe o
(B) usi ngVeshAtigap o P%Ha% nt thereof as a coating an n.to detect

St i bodh 5. T34 FLRPPIP (Pl B perorind ROLA yaotc postas it rerusbiamito el Spabetseni m 4
wherei h the |mmnoassay is ELISA or IRVA 15 6. A nethod as clained in

laim5 wh f 20
of “the pepti AAEIRIBA TiEs RIW ARG HLbETys P B crhhdp- gy 27 00
t he peptide cqmg%sﬁ_. Feﬁehs \AﬁferLQrs_gg_S(L@'ys fllﬁs_ed as the antl gen. 7. A

met hodgas cl ai In“clarmo erern“the“pH’is fromabout 7 to about 10. 20
8. Atest kit for the detection of antibodies to HTLV-1l1 and the diagnosis
of AlIDS, whie iamuritiactib 3She whastiAtricanisolaéonertyar i sed in that the

i mMrunoads orinsréxamsie ahawe [tHat shalogudr pepities cabeGly@theseli, usingtihfadmatich @sedodnahekndwOr  a
pepti de eompasiHtspquangesof vhripusrstchins pf BI-I 3. iIm@Bnorédctive\ agemtsaid est foo thegdresenceioh g

t he priodéetopdies tofvarient stiginsl PEHTLY ! iRiPedy-fiuils. i n nanmal s or an i munogen for the
devel oprrent of nonoclonal or polyclonal antibodies to. HILV-111 in mamuals

cha@cte amg in that it conprises a peptide as clainmed inclaiml or claim
2 o‘r“ an mﬁ&jéh‘ﬂ‘?@?‘é'w Cpntacting Siatas : BF %'I'zBEnf&)GB Hr”1 LU, NLy 357 i ses a m xture
of : q DE tl | { :e(s)?oeH'ﬁ.Wle b la 1<
?ﬁqgfal ﬁq i)s ons c r?ﬂgrp %t%%“ c?mpnses ?bof} % @'g@;% éﬁcicped

acid sequencg as defl ned in claim3 or an anal ogue thereof (as defl ned |n

claim1l1); and, optionally, (iii) a peptide. of about eleven amnino acids

havi ngs awm-ﬁdeaéﬁu-ééQU&TnéeGAB*érerWd LeuclysrASpoblarsGinfLeedlén-cl ai m

3 or an ﬁlﬁ}iﬁ&ﬁ-p%we&yﬁhgéﬁﬂﬁ1§(aﬁygeibﬂef‘1éﬁcfé-ai'ml'i'hra?’ﬁl&-ovai\-

vacci ne Qr "an i nmmnogen as claimed in claim9 wherein the peptide Is

coupl ed 195°a']i¥rpo’tAe?’h TP pol ymer, or is polyneric. 11. A vaccine or an

i mmunogen as clainmed in claim 10 wherein the.protein i s human serum

al bunism. 40or1ap. anAlogret theyebf.f such t"4malogired deiog iacnepise qeniaivind e reubstitytionp inssrtidnoanglfor

ant i bodi es delptioqT plvan aminp rcideairraPalyredria rferot ofr such 2erepiide. whieh can debestngnd/esealicit

usi ng an i revervetpef gtibegiee dHBY-h process as claimed in any of clains 9 to

46 Cains for the following Contracting States: AT, ES 1. A process for t he

product i én Apeptide ﬂ@ﬁ’?ﬁ’tﬂ@e‘? ('ﬂ thet, %@P‘?@glaﬁwt SHovern e, afids 29 hagrihe.aminp pqid

body ff ui ds*d 8 n s A‘rP @Fﬁg or pre-AlDS conditions characterized
lg% e iale

in that it co h an I z- ing a peptide of about
thirty-five 53’3 5 &h a%)ho aci d sequence: 50

-Arg-11egleqs éeé@.l ot rtELJ;Y Jnedf‘ &u\ééd*é%%@kﬁxﬁmﬁﬁb ‘ﬁHaé— diagnosis of AIDS,
A y-1 g~ T g afpgmé’éesﬁdﬁf ScrdrBbl 1t HSEprdd et degroste o
Pro- Tr p- Asn- 4} ferv@bout 106 aasutasl r@QMﬁwJ« eroeagepﬂw&mbo@mh%ueam.h@hm navmg
pepti de cont ah Bming adid 8840&dck:t Ut 1 Oon, i nsertion and/ or

45 -Arg-Ile-Leu-Ala-Val-Glu-Arg-Tyr-Leu-Lys-Asp-Gln-Gln-Leu-
Leu-Gly-Ile-Trp-Gly-Cys—Ser-

or an analogue thereof (as defined in claim 1);
50 (ii) from about 5 to about 90 parts, by weight, of a peptide of about nineteen amino acids having an
amino acid sequence : .

-I1e-Trp-Gly-Cys4Ser-G1y-Lys-Leu-I le~Cys-Thr-Thr-Ala-Val-

% Pro-Trp—-Asn-Ala-Ser-

or an analogue thereof (as defined in claim 1);
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del et'i on of an anino acid or a pol ymeric formof such a peptide m”““
detect and/or elicit 23 production of antibodies to HTLV-II |“I ‘ "mn
process for the production of a peptipslgog@af@gierized in that it+cohprisds °
chem cally synthesizing a peptide of about el even am no acids having the

am no acid sequence: 5 N

-11e-Val - Ar g- Metend pptioBaly - Pr o- Thr-Ser-I1e-Leu- or an anal ogue thereof (as
defined in clai rilliflom @out/% foepeut § patsniposdight. oha Pentide bicaboke telsgani aprinodcids having an
antibodies to H?mmorgrqwqqemw flui'ds and diagnosis of AIDS, ARC or

pre- AMBS condi ti onde-VatdyaMetdyi-Sesdror Tor-Berde-Lou: OWr?ﬂ?'?QS'eﬁ’GQOfrfP%de&'Pﬁé’ imglaim 719

(i) from@bout 10 to about 95, parts, t, of a peptide of about
t went y- one mmmgg nogesay g\ﬁh foa ] g?ﬁiqtmp %{@pt@og%sqt& gﬁlc\élll and diagnosis of AIDS, ARC or pre-

- A | L A@' lti sGh%‘ risgs.
Leudyoll eu- AN o &;’ as@ﬁd%?ﬁ R "iadﬁé g et  Gapite copast 2 ceimedy
ﬂ‘bOUt 90 ar ts, usi t&fectwe am%gtel%reﬁeas cogt n8 %ﬁlg@l\ Qc? Eleetgct aﬁm)&% t"él(i-h(ﬁ Il in an
avl ng an am nO

rp-Qdy-Cys- Ser - u ys Leu IIe Cys-Thr-Thr- Al a-Val - Pro-Trp-Asn-Al a-Ser- 25

or an anal oguey h&ﬁ&cﬁé%fclafr&% .rd&&uh&%eﬂeﬂﬂ@sﬁhﬂﬁol&say RitlisaQPidvAnal Iy, liii) from
about 5 to about 50. parts,-by weight, of a peptide of about el even am no

aci ds hawvé ng. aimafidbdés ckrhédl i eﬁiufmmebreu??&br each immunoassay test, from about 0.1 to about 20ug of
-1 1 e-Val - Ar g- bhd pebtide tripodition -péhtest Etisel la€ thk @btige lor aifouB N @ Gisepebiitidrcompos(tions per
defiped i'n cl aesrinlybuffér.is usepeobeaigbnor t he producti on of a peptide
conpoSition as clainmed in claim3 characterised in that it conprises m xing
t he conponeft A méthedeasfclain®g irbclain\6 whanein feadiss fformelonbtitofabout ihe det ecti on of
ant i bodi @& tég Aﬁgvhéélﬂgn%@%ggg;bsv oft SLIBD%I&Ar,%:thordpgr ei- d@lA(DS Crﬁ%g‘di ti ORI,S)S
characteris d | 1oodige) o B 8 FEPASS St

by a process é‘§"‘!9l°a§ RRgepcierised |imy thatsthq immunggdsorbent is 7 eqpda pRY tegt ppjtimadin claim 1 or
conposi tion as<T ﬁPh%BG’pP‘?? °€F‘H‘i’sff‘i°'3as %\?‘fﬂed('B)"a'ﬂb? ng an ef f ect | ve am)unt

t hereof as g coat i n n|tt d tecft g? ||1 fr

| munoasdhy® & s ':, L f"am? 'm ei.ﬁ Mﬁ “”ﬁ’ﬁaﬁ?& S
ELI SA or | RMA‘co pri dﬁlﬂéﬂ(}n claim 1), or
| mmunoassay t §Sdomp g 1 to a out e pepti

(conposi tion) pgya %&ﬁ&e 6f%b6!§ ﬁ@n?@né Qﬁn@ﬁdsgﬁ\ﬁng é?iranﬁm%ﬁi sg&gn&fastdblﬁ\e@ﬁmiainﬁj@
(conposi 4 ON)  Per antaRaibgub terboled defifed ivcii@asl as the antigen. 8 A nmethod
claimed in clai g4 puf#es 6 aBodt ARetsdn drfinol dciaEhaving dh arfiné Bcid&qUncd 8 defifbd ..9e|anﬁs or
test kit for then gRiogethédsof @k dafitbd iARRAINES; 4n@, doidady] 11 and t he di agnosi s of

Al DS, ARC or pr gii)Alpaftide @nabiolt adsven arhifg svidseavirgedh dnminot doidtseduatcel as1elaiea Grs clil
is a peptide (cesmfisadin cain Joranl ewaipguddyf ethepiharee4as datined fredlained). i n clains 1, .2
or.4 or @ peptide conposition as clained in.claim3. 10. A process for the
product i on Y Aqvagcirecdrie ifimynogdn asi daimey i hleime wiekerint the neptifie igreourinddp @ protein or to a
HTLVETIT in 5Polymer, erdmprlimsrior of an- i mmunogen-for the devel opnent of

nmonocl onal or pol yclonal antibodies to HTLV-111 in mammal s characterised in
that it conﬂ' iAs@ecinerps an Emupggen os ¢laimeq in Slain 19apreidhe IR i hymarsrumalbiming

12. A method for the production of monoclonal or polycional antibodies to HTLV-llI in mammals character-
ized in that it comprises using an |mmunogen produced by a process as claimed in any of claims 9 to
11. .

45 Claims for the following Contracting States : AT, ES

1. A process for the production of. a peptide for the detsction of antibodies to HTLV-HI in body fluids and
diagnosis of AIDS, ARC or pre-AIDS conditions characterized in that it comprises chemically synthesiz-
ing a peptide of about thirty-five amino acids having an amino acid sequence:

50 -

-Arg-I 1e—Leu-A1a-Va1—G1u-Arg-Tyr-Leu-Lys—Asp-—Gln—Gln-Leu-Leu-
Gly-~I le-Trp-Gly-ch-Ser-Gly-Lys-Leu-I1e-Cys-Thr-'I‘hr-A1a-—Val—
- Pro—Trp-Asn-Ala-—Ser- o

or an analogue thereof, such "énalogue" being a peptide containing a substitution, insertion and/or
deletion of an amino acid or a polymeric form of such a peptide, which can detect and/or elicit
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sequence as defined in claims 1 or 2 or at |east one anal ogue thereof as '
defined in claim1l) or produced by a process as clained In clai m

4, or it ceonprises the use of a m YpU§ 87¢°{48 Bt (erry = C Hﬂl l"mJ"”""II””"
EP 0 278 148 Bl (i) a peptide of about twenty-one am no acids havi ng an

am no acid sequence as defined in claim3 or an anal ogue thereof (as

defined In clpmdmtuﬁa)ofaﬁit:oalesatopﬂmmde of -about nineteen am no aci ds havi ng an
am no acid sequence as defined in claim3 or an anal ogue thereof (as

def i ned i n2.clAaironess) for the grodenier efriciebtide” cBaracterized in thiat it yormpnpasmwemieallmfsyrmbsmg a

el evelv“ani no papsidel sf abamlehgenmmwpmhaaiou the smina ecid seauencelef i ned-in claim 2 or

an anal dgue t hetle¥a-ArgMetgur$ar8e-ThnSetledew 1) or produced by a process as
claimed in cloafhingloguptheresf (37 drfiaadin glaimch)a | ned | n cI aim 10 vvherel n the

pepti de used |s cou Ie to a roteln or to nmeric.

12. A pr oc ts pggt' Erofr for top gptastion W@'P%m *Hfé aﬂ 'BP%quf'unga sgseMm

al bumi n, A Pr Pd'?ﬂﬁcngaBﬁ?fg? g htt5f:°'Pﬂ5‘ M 1 oPobyel onal,

ant i bod{ es to Him PET% RY, elght. of 2, po °L1’ HW?" %SW%F?'%S aving

using an Im‘runogen procfu e y a process as cla| rred In any of clainms 10 15

to 12. Patentan -Pat.erhan: I st aat en:

oy D Fg,.G2 SN M I T 0 G T S e AT
gegen HpL YePrEL¥s R&r EépFFéé’sFﬁﬁeﬁﬁén und zur Di agnose von Al DS, ARC oder
pr e- Al DS- Bedi ngungen, dadurch gekennzei chnet, daB es etwa 35 Anm nosauren
auf wei st und dérenAndicgosteesisequenz - Arg- || e- Leu-

Al a- Vil - @ u- Ar @) floyr atoets do\ebeub9Q pars) By wdight, bal pdpeide- dBlalyeut hisetebh [amino acids having an
d y- Cys- Ser - G gmityapid sequentées- Cys- Thr - Thr - Al a- Val - Pro- Tr p- Asn- Al a- Ser- 30
oder el wes Anal ogons davon hat, wobel. ein solches "Anal ogon" ein Peptid

I st, das elne Substitution, Insertion und/ oder Deletion einer Am noslure
oder eine pol yrrérlé-lfomn@m%@e@héhy%mm-aaemys-wmmmﬁmm i on
von Anti ke pgaest AlE-¥ekldl nachwel sen und/ oder entdecken kann. 35 2.
Peptid, dadurch gekennzel chnet, daB es aus etwa 11 Am nosguren besteht und

di e Ani ffosaur ese- enz Val - Ar Tyr - Ser-Pro-Thr-Ser-1|1i e Leu- oder
eanes Anal ogon‘ér 88 g Wrg"fzafd%}ﬂ'eﬁf?gcﬂﬁ“ﬁi)h 1 definiert ist) hat.

Pepti dz Usa”m?“gf gt %@%aﬁﬁ)ég%mt %9 bt ng&ﬁ\%aéﬂkymrhl Lm&srhavmg an

Ké6rperfl |l ssigk se v
pre- Al Dg- Bedi ngquevam Wﬁ@em&m@%nue%w an §algi! thor&dk B adfhsdh \Wakh Aus (i)

von etwa 10 bis etwa 95 Gew. -Tei'l en el hes Peptids von etwa 21 Am nosduren

mt der f ol gRNHREss NG} MO DRYIESESEEPeptidkOcomposition as claimed m claim 3 characterised in that it
- Ar g- | | e- Leucdhpiisoéahixing the dsniportanfstherddr. LyS- Asp- G n- G n- Leu-

to about

Leu-dy-1Ge-Trp--dy-Cys-SyS- 50 oder eines Anal ogons davon (w e es
i n Anspssudd  An diefiunpaseaytmatistl figr the detection of antibodies to HTLV-Il and diagnosis of AIDS, ARC or pre-
k/ AIDS conditions characterised in that it comprises :

(A) producing -a peptide (composition) by a process as claimed in claims 1, 2 or 4 or preparing a

peptide composition as claimed in claim 3; and

{B) using an effective amount thereof as a coating antlgen to detect antibodies to HTLV-Il in an
40 immunoassay.

6. A method as claimed in claim 5 wherein the immunoassay is ELISA or IRMA.

7. A method as claimed in claim 6 whersin, for each immunoassay test, from about 0.1 to about 20ug of
45 the peptide (composition) per test is used as the antigen, or about 1ug of the peptlde (composition) per
- test in a buffer is used as the antigen.

8. A method as claimed in claim 7 Whe['ein' the pH is from about 7 to about 10.

50 9. A test kit for the detection of '..antib_'o_dies to HTLV-Ill and the diagnosis of AIDS, ARC or pre-AIDS
conditions characterised in that the immunoadsorbent is a peptide (composition) produced by a
process as claimed in claims 1,2 or 4 or a peptide composition as claimed in claim 3.

10. A process for the production of a vaccine for eliciting the production of antibodies to HTLV-ll in

65 mammals or of an immunogen for the development of monoclonal or polyclonal antibodies to HTLV-II

in mammals characterised in that it comprises the use of at least one peptide having an amino acid

sequence as defined in claims 1 or 2 or at least one analogue thereof (as defined in claim 1) or
produced by a process as claimed in claims 1, 2 or 4, or it comprises the use of a mixture of:
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(ii) 'von €twa 5 bis etwa 90 Gew. -Teilen eines Peptids von etwa

Am nosauren mt der fol genden Am nosauresequenz 55 mml”"l"III""III"III
-lle-Trp-@y-Cys-Ser-@ y-Lys-Leu-lle r- Al a-Val - * et omos
Pro- Tr p- Asn- Al a- Ser- 25 > ePbrd ks Fil ~~~~~~~ C L EP 0 278148 Bi

oder eines Anal ogons davon (wie es in Anspruch 1 definiert Ist), und

gegebenenf al | s ((i)iaippptide bf aboutawéntyins aminv/aci@naBagvan dtihd &uiv Siqtedce dafatinedsn siav 3

etwa 11 Am nosaur emamidopueciberedt (as gefinddin clim 1)psaur esequenz

- 11 e- Val - Ar g- Met(i)Byneptisierof &yoot-rireteerSaming Aditis|having apciovinoerid sequgata lag defined id &laioTs or

(wi e &S | n Anspran@haldgus thereof (as defiestliimdlaim f1); awt, yptieralthal t . 4.

| mmunoassey- Ver fliiha peptide ohakput ligesn eming ecighbavieg em amino geidysaquents ks defined im glaim 2 or

Di agnose von Al (38 3an3igaoe thereef (rrdefioep incslqin ) of predeged by aaweese ks garedingeichnet |

daB es (a) die Herstellung eines P.eﬁ)t,_i_ds_ nach Anspruch 1 odor Anspruch 2

oder einer B&pf PY5IS ,&ﬁﬁ'@'ﬁ‘g%t"-c'%m wherein 11 pptide, u3pd jHeoPIRrLR aPreteir o tB 2 Paiymer. or

Ver wendung ei ngPRP¥Same Menge davon al's ein Beschi chtungsantigen, um

Ant i k6r pée gen LV-LLI [.n elnem.| noassey .nachzuwel.sen, unfaM . 5.
Ver f ahr en nagnk RYRST g iened i g Hinsslbie APTf ndpsn G 3. 1rindas sey

ELI SA oder LERVAG 3 SheSorodliSlioh 3R FroRbeldfdt ar i GRiBaie B G1N in mammals_charac-
1 s@%&\dt iJ'it chr‘ﬂ %gf:%% il %:v A 9"@:'&%

gakennzei chnet gy Bs dsifgtah Halnuntden cod B a prolkks iaiﬁb&in%h Jo
der Pepti,dzusagrenset zung pro Test als das Antigen oder etwa 1 | g der

Pepti dzusam nensetzung pro Test in einem Puffer als das Antigen verwendet
werden, 20 Ppétentdasgriddnecn nach Anspruch 6, dadurch gakennzeichnet, daB der
pH VOTT et wa Pétehianspriiote fl:Qolyende\irtraglstadien { BE, CHZ DE) ARAGBMEILS LUONL, 8Bt | K61 pem
gegen HTLV-111 und zur Di agnose von Al DS, ARC odor pre- Al DS-Bedi ngungen,
dadur ch gekdnnieptic kume iNachdalB vdm Antikinrem cedmioh BT inckdwpdrtiistigkeitep rund FersDiagnasshvon
Anspruch 1 odehiDRANARG dér preddSrBedingungenPeiadurehz gekamnaeichoelt dafh@s retwah 39\Agnosasiten 3
ist. 25 9. VakeufweispyndhdBcAminasirseseaienz Pr odukti on von Anti k6r pem gegen
HTLV-11l in Saugetioren odor eines. |munogens zur Entw cklung ei is

nmonocl onal en odor pol ycl onal en Anti k6rpers gegen HTLV-1I1 | i"nﬂ’ﬁﬁg erirln,
dadur ch §lannasi Cremi~AEGeres-Eeu-GpotAsp FeDi-¢siLewtLdu oty - fhepTuph 2

o " T s S AT R4 e cBedL

' Ami nosaur @destm- nach Anspruch 3 odor el nes: Anal ogons davon (wie es in
Anspruch .l definiert ist), (ii) einemPeptid von etwa 19 Am nos uren mt

ei ner Ani Nosargagesimis ThamioRs Shven BRWiber bIS BIHES "AhaBGF offl PABHRY 181 B4sOGR KLbSIRMiEH)
(Wi e es in ANSpyeHieR urk/dd6r DN bindr RiminosHurb GBOSNESIRINoR Fofm bindd solchér YeyptidsaiRinkig
von etwa 11 Ardab @i ®rbdailionvdhn AR{iKGRbrAYSHERHIRAIRRENNREZUNDBE eMBsRéNUGN. 2 odor 35
nach Anspruch 3 oder eines Anal ogons davon (wie es in Anspruch 1 definiert
i st) ent hal 2. Pdptid, daduidd. gekennzeiahnad,CdaB s navsi RBGEN Ansindsguiers bastebihur@, diel Askinossrese-
gekennzei chnetquenta®-drgPdatTyreBeanProghrSdrfieLap odeodioes Analogring didoh (wiees ig hspppkel t
i st oder das PReferdstpt.yner ist. 40 11. Vakzin odor | nmmnogen nach
Anspruch 10, dadurch gekennzeichnet, daB das Protein Humanserunal - bumin
ist. 12. Vet diepidausapmensaizungaum Naghwaisiiee Aalikaroey osgenc TLYdW indfSsmerilasiokaliep jupd s
gegen HTIFR- | | [Pi3gR0s8 Y0 APR ARG oderpieriDE Begiaquapan dadwiharkonnzeighnel daf sig eine Mischung

Ver wendu m;:] el r?@%) \%%%gvaq Orglasngt)v/ae 54 Eé‘wr.-‘?&leﬂ %i%gs lgelpggs_mvorgi gt!;va_ZT Aminos&uren mit der folgenden
Aminos#uresequenz

45 . _ '
~Arg-I 1e-Leu-Ala-Val'-_-Glu-Arg—Tyr—Leu-‘Ly-Asp-Gln—Gln-Leu—
Leu-Gly-I 1e-Trp-Gly.-;c__:ys-.-Serf_“

50 oder eines 'Analogons"da'Vjolri{(v“v'__ie- es in Ahgb}uch 1 definert i.st),'

(i) von etwa 5 bis etwa 90 Gew.-Teilen eines Peptids von etwa 19 Aminos&uren mit der folgenden
Aminoséuresequenz .

55 -Ile-'I'rp-Gly-Cys-_-S_érf_-ély—Lys-Leu-'I_le-CyséThr-Thr-A1a-?Va1—
Pro-Trp-Asn-Ala-Ser- -
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45 ;5 . -AnsprUche 9 bis 11 hergestellten | nmunogens unfaBt. Pat
flr foI gende Vertragsstaaten AT, ES 1. Verf.ahrgn zur Herstell uﬂmﬂmmqmﬂm“‘m
Peptids zum Nachwei s von Antikérp dé—{l’L =11 in Kérperfl Gs* <o
si gkel ten und zur Di agnose von Al elggbg\% pre- Al DS- Bedi ngungen, dadurch
gekennzei chnet, daB es die chem sche Synthese sines Peptides von etwa 35
Am nosdur en dG&er 86 Wrilogdhs dvon (N8 61055 BnspAiIE N defibibrt Bf), und gdyelenentalls

| | e- Leu- Al a- Vagh)voh Biwl5GisTgtva Seaev. TsiloAspesPaptids von beva-11L @minGbipren mit der folgenden

| I e-Trp- G y- Onmindeiureddperizys- Leu- | 1. e- Cys- Thr-Thr- Al a-Val -Pro- 5
Tr p-i4sn- Al a- Sem-VawoMeeTyrrSer-mmlaﬂlr'@ig'elmed-amn einesf Afalogonsodauen (Mieness iy Ansargeh 1

" Anal ogon” ei deflAieptistibnih8lt., das: ei-ne Substitution, |nsertion und/ oder
Del eti on el ner Am nosdure oder: el he pol ynmere ‘Form si nes sol chen Peptids
enthilt, 40 immunagssey-Nortahipn @it itlestwais veom Artiérrea rgg@nrl"g&ibwdm?/aqwe von AIDS,
nachwei sen U@l QS‘GI’G?""@'FPFI?@E'R@HQ%a‘i'?ﬁ“’°*299k‘?n§'i‘?"§ﬂ‘?tgf‘?” pal) up
Peptids, daduf® H'%‘l?[@@‘h’f‘?é’f’\?ﬁﬁ@t"ds RpgisARserugh Lo pg‘&é}ﬁl_%/ﬁ't"ﬁ y %?ﬁ?@g‘e"set'

Pept | dgo von ef\d ’:I& rwel ng e:}f O\{s als em é@h%ﬁtsngg%?é%qﬂﬁnlzmk

-1l e-Val - Ar g- (B9 1 'ogons davon
(W e es In Andpl \i'"d'é?'"er'i" "lu"?as? 9@ g Peptldzusamrensetzung

zum Nachwei g, ﬁ%@ﬂ&%@é@éﬂh gg&?cﬁ[ggghr}ée&:ﬂnei BagkfeF infRiuhdestes IERISR ol IRMAI G, ZUT

Di agnogg Von pre- - Bedi ngungen, dadurch gekennzei chnet,

daB si e ep.N /el AR ANSPRICK I5) dadGYBh §KERhzdiShnbY, 8aetiNBdeAImRiisassbPTbsE RorEotie 8,1
Peptids von i #fa ZokgAisi P&pRdUsaimondctzubtebro fredt g6 askoANtigdh oder etwa 11g der Peptidzusam-

Am nQsi ures GABA8dIZINg pro Test in einem Puffer als das Antigen verwendet werden.

Arg-11e-Leu-Al a-Val -d U Arg- Tyr-Leu-Lys- Asp-d n-d n- Leu- Leu-

A y- | | l2@- Tir prefthiyenach Sepructid dadiech gellervzsichivet iabtoneH etmnebra 7(bis gtway Hhbetrégia 5 bi s

etwa 90 Gew.-Teilen elnes Peptids von etwa 19 Aninosauren mt der fol genden
Am nosaur &s ekgstisih zund Olachweis von AntikSrpern gegen HTLV-Ili und zur Diagnose von AIDS, ARC oder pre-

- 11 e-Tr p- G YRS Bedipgungen.ydapiyreh pekgonzpighnet, gaBrdes. Immunogbsprkegs ein Peptid pro Test nach
Pr o- Tr p- As n-ARsg{uchelrederyiisprpe 2 qdprginer B«?P&F%'W“EP%VB%"TW%SP%" PHtAnspruch 1

def | ni éft | st ulpd ebenenf aI | s ( ' \, etua £ re ; e | I e.n
efnes Peot el o mogm};;“ﬁ%e, S, éggig‘j{‘% Ko
e el in i*ﬁs%%” z@f T S sl

Herstel)ung ‘e eﬁ%\geu %uﬁ@ﬁ%sblﬁbnﬁnacﬁi %ﬂé&tﬁﬁ\ 3 oder eines
gekennzel chnetAn 136 Gchiedefi nenten unfaSt. 5.

| nmunoassey- V f)?élﬁ PYpti@Udh Hﬁﬁ hﬁ\ﬁh\ﬁloé&&@n mte\ DArﬁiﬁdsIre%Gﬁﬁ v*éleé/géﬁBB ARShruthi 3
Di agnose von #»lde3ineéRnalogons ARfen 4 és iR RRsphichBd&irRRH Y WAE gepebetiardalls C h
gekennzei chnetgi ik a@mﬂg A9n 6twe 1HAmTbSHuter MGt dien dminBeintoseiBerzaiacteAnspruch 2 oder
Zusammggset zu ngch Akspradh 3xider eifes Aadingens dawnitwid eninAnsyoucd1 definiert ist) enthiit.

k/ 10. Vakzin oder iImmunogen nach Anspruch 9, dadurch gekennzelchnet daB das Peptid an ein Proteun oder
an ein Polymer gekoppelt ist oder das Peptid polymer ist.

40 11. Vakzin oder Immunogen nach An_sbrdc_h 10, dadurch g.'ekennz'eichnet, daB das Protein Humanserumal-
bumin ist.

‘12. Verfahren zur Herstellung monoclonaler oder polyclonaler Ant|k6rper gegen HTLV-lil in S3ugetieren,
dadurch gekennzeichnet, daB es die Verwendung eines nach -einem Verfahren nach einem der
45 Ansprliche 9 bis 11 hergestellten Immunogens umfaBt

Patentanspriiche fur folgende Vertragsstaaten : AT, Es
1. Verfahren zur Herstellung éines 'Pé.ptidé zu:m‘ Nachwelé von Anilko'rpern gegen HTLV-IIl in Kdrperfliis-

50 sigkeiten und zur Diagnose. von. AIDS, ARC oder pre-AIDS-Bedmgungen dadurch gekennzeichnet, daB
es die chemische Synthese eines Pept|des von etwa 35 Aminosguren der nachfolgenden Aminose-

quenz

56
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chen 1, 2 ‘oder 4 oder die. Herstellung einer Peptidzusarrrrensetzuﬂ"m

Anspruch 3 und (B) die Verwendung ei ner wrksanen Menge davon al ﬁﬂ'"'"””'l””‘
Beschi cht ungsanti gen unfaet, um Antigpbpﬁhgéaﬁ@n HTLV-111 in einem ¢ t w75 ",
| munoassey nachzuwei sen. 50 6. Verfahren nach Anspruch 5, dadurch

gekennzei chnet, daB der- | mmunoassey ELI SA odor IRVA ist. 7. Verfahren nach
Anspruch 6, dadurch gekennzeichnet, daB fU jeden | munoassey- Test vangetwa

0,1 bis et 2Qui S_&epthdesy . (Zhsamensel zung) & Q-dfsir.ahSr.daseyLli gen
odor etwa ﬁ%‘%ﬁ%ﬁf?gségg Ar&'z?ggr uggirig‘reﬂn t%ﬁgﬁr%é#e%tgai ﬁﬁgi nem
Puf f er~al s Ike-Trp+Glyr-Cys ndeteblyckyenlee-IlerCysrEar nEh¥-AkapVainkyo-
dadur ch geé?ﬁuﬂﬁm_sgfs der. 'pH von etwa 7 bis etwa 10 betragt. 27
EP0278 148 - . ¢ 'L M9. Testkit zum
Nachwei s von Antikorpern gegen HTLV-111 upd zur- Di agnose von Al DS, ARC oder
pre- Al DS- Bedi ‘Wgﬁrjgg g +’i\"a‘%98 P Yiiabh kel pip BRlENes "Anaito; &in Papid iRb A8 8jpe,Bufstitution,

ein(e) nach ei

Ingeptiofund/adiar. Reletign. aifies Airgs LRIpRppivmere Fogp gjnes sojehen, Raptids| njhil,
Peptid (H&r ges’?%?'f @d'ﬁ@g"r‘?ﬂéﬁ:& P9 Hgﬁ“%ﬁﬁmé‘ﬁggg’“%w%gggﬁ?ﬁ%ﬁa ung nach
A h 3 i,st 0 ' . t L ' t '
N
| mrunogens zursﬁp;oy,ég A Rorty h,lﬁgi; peérs
e

g hébn
118000/ 08br BRAOABAUAL BROL IR oo AKBET PhdiRe
gegen HTLY-111 1n Sdugetieren, dadurch gekennzei chnet, daB es di

Ver wendung gonpeptit¥isatidshseRlingeiimRGichvdis vh AnBBRAT gehBi AMSAN ISIRMSHHRIBSTgBIRA ind 8
AnspgUchen 1 oplgghosé voslAIDSZARG sUdesrb-ARISTERSinguRYen, dadiiombekanhasichilatyd sio\sing Mischung
Anspruch 1 defvoi ert ist) unfaBt odor durch ein Verfahren nach den

Ansprl chen 1, 2 (penretwh tochigieles @$ GeveiTeilde pinbsiBeptdieron dive 2Vamivestdivangnitedeon @igenden
M schung 2won (i Amérosiums@®uptzi ds von etwa 21 Aminosauren mit einer

Am nosaur esequenz w e sie genmaB Anspruch 3 oder ei nes Anal ogons davon (W e

es in Anspruch 1 _definiert |s L) _elnes.Peptids, on-elWahdr AR uren
mt einer A#ﬁ?l'(')tb 'ég%’dﬁ‘grrll? kﬁ%ciﬁsb%gc,ﬁylg B&Sr}_‘kg A¥8 Gi}el}lv%%é kﬁg ?)'%o%%s
davon (w e @ky+IhlénTppuGhyiCaef-Berert |st),. und gegebenenfalls (iii) elnes
Peptids ¥on etwa 11 Aminosauren mt einer Am nosiuresequenz nach Anspruch 2
oder eines Anal ggons davon (wi e €5 in Anspruch 1 definiert ist) odor durch
ein verfahr en ouiGh s ol ahecan ek Tl bihde ABIASB bk 10 WL ven 28 bt ogencen
Ver fahren nach ApgRLHdf d’f 2 c?a urch gokennzefrc net, daB das verwendet e
Peptid ag,ein Protein oder ein Polynmer gekoppelt ist oder das Peptid
polymer ist. 12. Verfahren nach Anspruch 11, dadurch gekennzei chnot, daB
das Protein HIlerSrprelyrCysrSext-GRE-Lys MnfHiewtysFhr+¥hrhlampl-
nonoci onal er godel _Ip%gﬂ ' \nt i kor per gegen HTLV-11l in Ssugetieren,
dadur ch gekennzeicrc net, %-géseﬁi e. Verwendung ei nes durch ein Verfahren
nach ei nesn der Anspriche 10 bis 12 hergestel | ten | munogens. unfaBt.

Revendi cati ons 8@r eiRes/Analdgapa tiavom (vigestin AhspsiciEt dfipient sitund.gégabdnenfallsl vant s:  BE,
CH, DE, FR, GB, (iil)¥on tiva 5\big ot 50 Gmw.-Telletmingrelsptidicvop etwn 11 Amindsduren imitrder folgenden
d' anti corps A HAmigostpreseayensslie-YaaroiMetrTyieSer-Rier ycTetflesLaut odep elgssAalogans davga dwie
condi ti ons du SPEIA Angpguch 1 ArniegsAMthBt-e- SI DA, caracterise en ce qu'ill
g(r)nnﬁig.nd?:g.nx.} irvggahtrernezrt]} Fler(s:tlelnxﬂg %i(r:ller gpt?'éyqsr]aafner?ste'tzer{g~r§agt?tAssplr’lurtler\'\ S,S ga%lﬁlr%p %gkegnzg‘lgrlmgte.} S
- Ar g- 1| e- Leu- APREP MU ARG oRpP 0 “IPE: Asp- G n- @ n- Leu- Leu-

G y-11e-Tr pg G ¥minbasssRlerfahrdn e Mivaik Vi AMRSPEN gddeh HILAmYRY zur Diagnose von AIDS,
Pro-Tr p- QS n- AlA@lC gér’pre-AIDS-Bedingungen; dadurch gekennzeichnet, daB es :

(A) die Herstellung eines Peptids (eine zusammensetzung) durch ein Verfahren nach den Ansprii-
chen 1, 2 oder 4 oder die.Herstellung siner Peptidzusammensetzung nach Anspruch 3 und

{B) die Verwendung einer wirksamen Menge davon als ein Beschichtungsantigen umfagt, um
Antikdrper gegen HTLV-IIl ih einem Immunoassey nachzuwsisen.

50 O ST . . . R

6. Verfahren nach Anspruch 5, dadurch gekennzeichnet, daB der Immunoassey ELISA oder IRMA ist.

7. Verfahren nach Anspruch 6, dadurch gekennzeichnet, daB flr jeden immunoassey-Test von etwa 0,1
bis etwa 201.g des Peptides (Zusammensetzung) pro Test als das Antigen oder etwa 1 ug des Peptids
55 (der Zusammensstzung) pro Test in einem Puffer als das Antigen verwendet werden.

8. Verfahren nach Anspruch 7, dadurch gekennzeichnet, das der pH von etwa 7 bis etwa 10 betrégt.
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40 ou Son ‘anal ogue, un tel "anal ogue" 6tant un peptide contenant
substitution, une insertion et/ G une suppression d' un acide am mnmﬂmm#"l’””
forme polynbre d' un tel peptide, qgp Psgtiag@secter et/ ou detern ner s
production d"anticorps a HTLV-111. 45 2. Un peptide caracteris6é en ce qu'il
conprend environ onze acides am nds ot prdsente | a sequence d' aci des ami nds

- 1'i e-Val - A, g-Thdskit- Zlg Néshweisvam- A’dﬁkbrﬁim gédea -HTEVHI wnd zeonla@'md CUAIDS, LARC alao pre-

ddfini A | a ADSeBedingumpenodadiich gelponzeithnet das dssripmsicabsomems dids)machesimeYeridizon

pour 4 a det egemniBnden’ Ansprilchen ps2 pddFrBLhwqe&e"tQ#a‘?wﬂdj@srgédtajted@sam\pmteb)sodet sihee

di agn'bs‘tlc d 8eptidzyseimmengsizingl pacBiAnRiucl @ iIstARC ou du pre- Sl DA, caract~risde on

ce quiePfle co%ond un mel ange: ) d"environ 10 a environ 95 parties

poi ds, d' ulf Yerfahied é“’d*"@fPU‘F'\QGH'e?/Y i Epfdecken derProduirtine vonfintidmetngesen i 13*""“
sdquence d alh getla no ens zur Entwlcklung von.monoclonalen oder polyclonalen Antik&r-

LT L ul ] 1] ] P8 gegen ichnet, daB es die Verwendung von zumindest
n ng I§;
r? rt i

c L Ar g || in PeN m\/ eu::r A.E yob esﬁwe ﬁﬁ;@e oder 2u ':ndrleas;heicr‘l::
-GyIIeTrp %‘ 4er %gﬁ sun%\l
revendi cati on’ging ﬁlawarzw\m envdu eler n&@&r&ée&'&nz 0 B QbiiEs prflprth o
peptide d' enviddgheifbs )g\,,g]@dés@a% @R o8 I ARSudh ARffdrasy, une sequence d acid

am nes: 10 -1 | @y dinde-HeplidsQoh -l 19CAMIndeX Sron- Mit- ehdeeA@Assa?aaéqumrnaéﬂ. AnspRich Branar

Tr p- AsngsAl a- Seernes hhalogons davéA fwi® @8 indhSdraBUCdefitie istf] Uil §bgbteRdntafls | &

revendi cati on (i) sinét PepfidsCish letrial M OARtisturdn mit pinel' ABNINdsHDEseduonz A4t iANSPRUch @ oder
parties, en posires,Andioguns plaphi e a8 enknspaich 0 ndssiniert iistjecden MUMIG SinpVE et gamhidine
séquence d' aciAhsgucd heegestelit wordenstl undtafy- Met - Tyr - Ser - Pro- Thr-Ser-1 1 e-Leu- ou
son anal ogue (tel quo d6fini a la revendication 1). 20 4. Un procede

d' i mun8dddayertelyar pach AngRaych A0, dgeurel eaferinesinhel, daB AR YorwendetesPepfie anipie Fretpi qder
des conditi oﬂEPHW"SIQEJRPPﬂeS’Pd%R@W'%IEP'WLSSI DAj caractdrisd en ca quril
conprend aratlon d' un pe de tel que revendique A |la

A
r evendi cat‘&ogﬁeﬁf’“@ IAasPF“é(}éh&F‘&'éFPﬂB "’2’9"’?!1?‘ ﬂ?‘l’ aEBF‘Pf?BS“‘t"F‘B"r‘?’”ﬂ“"[?H’E'@ igke

peptldete ev, ueea are
Pl T “@”'h i %’f:ﬂ:%@mm il e e s
de rev~ temen 0&’9 SherSl ﬁ g VAL W Al S I mmuno

5. Un procede te e reven a revend| catlon 4, dans quuel

| " mmnodchgagﬁme,ﬁgnsELl SA ou IRI\/IB\ 30 6. Un procEdE tel que revendi qué a la
r evendi fatreRdhdRatléiispouP b Etats BéHacB® SuRarits SBE, CH, BELHROE,IRAE LuSIS BEI T ON
0,11 environ 20 .1g de la conposition & base de peptlde par test est
utilise en. ta:lﬂbe;iitle PoLr i 14) Btectiond U amiodtps BMTLV-BIgdaAe dbsofaREREBorbIs @Nle&idgActc de
pepti de par tonsitiondamSSIDA) do AWRO bu @B tpréiSIDA,] FacEisstearde qylil' campienh areviron3tientd. cirdn
proced6 tel manweuchré;ademelséqueamefmwesammﬁs 6 dens | equel e pH est

d' envi r®n 7 b environ 10.

\_/ ~—Arg-Ile-Leu-Ala-Val- Glu-Arg-Tyr Leu-Lys Asp-Gln-Gln-Leu-Leu-
Gly-Ile-Trp-Gly- Cys—Ser—Gly Lys-Leu-Ile- Cys Thr-Thr-Ala-Val-
Pro Trp Asn—Ala Ser- '

ou son analogue, un tel "analogue™ étant un peptide contenant une substitution, une insertion et/ou une
suppression d'un acide aminé ou d'une forme polymére d'un tel peptide, qui peut détecter et/ou
déterminer la production d'anticorps & HTLV-III.

2. Un peptide caractérisé en ce qu'il COrﬁpfend environ onze acides aminés et présente la séquence
d'acides aminés : -lle-Val-Arg-Met-Tyr-Ser-Pro-Thr-Ser-lle-Leu- ou son analogue (tel que défini 3 la
revendication 1). Lo .

50 3. Une composition & base de peptlde pour la détection d'anticorps & HTLV-lli dans des fluides corporels
et le diagnostic des conditions du SIDA, de 'ARC ou du pré -SIDA, caracténsée en ce qu'elle comprend
un mélange :

(i) d'environ 10 & environ 95 partles, en pouds, d'un peptide d‘enwron vingt et un acides aminds
présentant une séquence d'acudes aminés ; : .
55 :
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& Ufe'trdusse & test pour. | a_ddtection d antlcorps & HTLV-111 et

di agnostlc des conditions du SIDA, de |'ARC ou du pre-SI DA, car M\W“‘M\“‘““
ce que |'inmuno-adsorbant est un pepgp §9o7d s pest tel quo reven u
revendication 1 ou & |l a revendication 2, ou une conposition a base de
peptide telle 40 gua revendi queé & la revendication 3. 9. Un vaccin
pour determ ner |a production d" anticorps h HTLV-111 chez des manm feres ou
d' un |m’rune@arse-IrimHLdle-kﬂearéIa)briblmrmgI—'EmeouﬁBYSHbapeGbnaGineheu -Leu-
pol y¢l onaux. G&g"@i& i feres, caracterise en ce qut’

conprefid un p pt| e te‘I que reve I que a Ia revendi cation 1 ou a 45 | a
revendi cé i on ou son anal ogue teI que defini | la revendication 1), ou
qu' il conprend B'I‘ls‘ﬁ'é’f' ?Ggé(tﬂé"‘e egictiaR 1 environ vingt.et. un acides
ami nes pr6sent ar‘I ;ﬂ;gg’@ NRPdRedvn aptide &G&""B’GI"I"rﬂ"éf aciqes aminés
revendi cation 3PEE" B'n""g JUaad et 2mGGR d6fini h la revendication 1); (ii)
un pepti e d' environ dix neuf acides am nes present ant une siquence

d' aci des " S a 5 _ _ ey ) S -
anal ogue. nllglg TEE gglyl E’?sa@eg rGel\?e(ril' SJcgt | oﬁzlf 61nlg:lac tatl ve?r%]htp&zl i)
un peptide HpeﬁWréﬁacﬁEE -aci des ani nes present ant une sequence d' aci des
anm nes telle que revendiquee Ala revendication 2 ou telle qua definie Ala
revendi cad i on 3°.pgbnIamguamhggmm@n@}eva,u@atg@i)l :ni & la revendication 1). 55
10. Un vacci n o, tacultativeréggene tel qua revendiqué A |l a revendication 9,
dans | equel | e pippteiten &2 tenéron Bl Eartids, L @oifis, du peptiddlenlirdhionBi0dciiBDEminss(Prsseritdnt
un cdrps pol ynmbome. sé@@nce d'akides-amings-s~~~~~~~~~~~~~~~~~~ ~ 1122101l 111 11D EP
0278 148B81 -lle-Val-Arg-Met-Tyr-Ser-Pro-Tr-Sertlle-Lii- b sorl smalogve (telrmue définid i revendiveliperp

tel que fevendique |a revendication 10,-.dans:lequel |a prot~ine est de

| ' al buni ne He l@a@ﬁ%ﬂ:munmi@e PRy | F"i??,"@%d'ﬁlﬂmfpsl & HBVOU gt loj dingnestio Aesi copditjegs

nonocl onaux od “ da I\RG PR dapﬁﬁ“?/\ F?’P“‘ff‘ﬁ%?"? TheampPIde. 5 res
caracterisé en aa" %% 9;“§ aEP"fIﬁ' FtI?fh]rﬂH A& B’P"éﬁ\'ﬂ"ta Par
un procedd tel Nl ?@'d te' gg}(’{ ﬂ%‘% gcatél ons. 9 a
11. Reveffdl cat I “75' A B dé"'e %F’I/EIII gugnpgeng. e rgvetsent pour
proced6 pour la'r |sa af's%f mg?.lol’ ‘detection d' anticorps a
HTLV-111 d

SIDA de | a*"@%“?""%‘*&”%ﬁ? @I%RWC%Z"& d'“?ﬁ"’a‘*'e@aaqg‘éa%"uﬁﬁ"ﬁ%“&%%%‘i?%‘jﬁ”“

synt hdt i gatg, ot GRicBAeHEEqud reVandiGatal Gevandidaiidn’ & ank QM. Spoir dhEiqua Gbst @miAdHoddsge,
présent ant un@eMMENBICE ofividk i20Qfy adNid)Bdmpodifon 2 base de peptide par test est utilisé en tant

- Ar g- | | e- Leu- Alrantiyétle; 6d éivifdnO- g/ de: la @bmpogition’3s Bastdé péptite pez ttest @dns un tampon est utilisé
A y- I | e- Tr p- Geiy tafdygurabidngd y- Lys- Leu- | | e- Cys- Thr - Thr Al a- VaI

Pro- Tr p- Asn- Al a- Ser- 20 ou son anal ogue, un tel "anal ogue" etant un peptide
cont enangs Ufie Us plosddéttel huemeyendine 3 Ia saveridication Gtdasiequelde shlipsh desvdrprona @hviron Hci de
am pe,ou d une forme polynbre d un tel peptide, qui peut d~tecter et/ou

det ermi ner & aUpe tehgee 3 topt murdnﬂéteqﬁprp@'mcqmwww"l etJlg diagnostigifepeangitiong dp §IRA. gy
real i sation df¥fi%opepréRiDd.neme¥dsés £8 carfiue dimpynp-pdspinans eatnin peptide par test tel que
synt h~ti sat i off"@ioH 42 reyengisat e tQudela Jovaprisalion e- O yee campgriion 2, hase de peplidstell 5
s~quence®d’ acPEvempFa & fa royqndic 8"3Arg Met - Tyr-Ser-Pro Ihr-Ser-I I e- Leu- ou

son anal OgL$ E’ﬁn accq1ue uqeé ketrmm r. Ia ¥Q uctuondcl ‘an co ﬁl ez ego t Oo'ﬂ d'un
base de, DBL | Hind i Bl 0%95.4 Fhutl no%.o t‘(é 'I VI hed O
corporels 30 mammffre é)araﬁté?igéqgﬁ r%prQ Ia r |&M:n(fuou a
pre- Sl DAg car ﬁqg\%ﬁalétl&! £by &n aﬂé’og%la 18 qud H@ﬁ\ieﬁ"' ré‘i@ncﬂg |&\nlg.%u qu'il comprend un mélange
de:
(i) un peptide d'environ vmgt et un acldes aminés présentant une séquence d'acides aminés telle
que définie & la revendication 3 ou son analogue (tel que défini & la revendication 1) ;
(i) un peptide d'environ dix neuf acides aminés présentant une séquence d'acides aminés telle que
50 définie & la revendication 3.ou son analogue. (teI que défini 2 la revendication 1) : et, facultativement,
(iii) un peptide d'environ" onze acides aminés présentant une séquence d'acides aminés telle que
revendiqués & la revendlcathn 2 ou telle que définie & la revendication 3 ou leur analogue (tel que
défini & la revendication 1). . .

55 10, Un vaccin ou un lmmunogéne tel que revendlque 3 Ia revendlcatlon 9, dans lequel le peptnde ost
couplé 3 une protéine ou & un polymere ou est un corps polymére.



(i) d“environ 10 a envi ron. 95 parties, en poids, d un peptide dj "
vingt et un acides anines pr6sentant une s~quence d' aci des anmi nﬁmmlmm,"”mm"
-Arg-11le-Leu-Al a-Val -3 u-Arg- Tyr"Llﬂ?b'eré’i;daAé -@n-An-Leu-Leu- "¥" ¢ L w g e
-@y-Ile-Trp-dy-Cys-Ser-. 40 ou ‘son anal ogue: (ii) d'environ 5 A

environ 90 parties, en poids, d un peptide d' environ dix neuf acides am nes
present anh.uﬂﬁ/aS&leﬁtﬁ}Ciﬁmﬂh@GﬂldielSquaWévaﬁmhé 4 %a revendication 10, dans lequel la protéine est de

-1l e-T-rpd yrabyrbinédas séenyhmsi- Leu- | | e- Cys- Thr - Thr - Al a- Val - Pr o-

Tr p- Asn- Al a- Ser- ou son anal ogue (tel que defini a la revendication 1.); 50

et, facul tatUneomsod pou laiprduction d'miticerps Bormcienayk pwpPhySangsns AtHTEI chipz Igpmagmify:

pept i des d' erred, roamctéries @n e ay compreR Eutifisetioncdmaimungganes eradhit e up) Pigeddd el aue

am n6s: -1 erevsar-quérdgnq\reneqtgercorserdqsman'ﬁat@éﬁéﬂr'e Leu- ou son anal ogue (tel
que.defini & la revendication 1 pr. o§§d6 pour la r6alisation.

d' une conﬁB‘éﬁ“E’Fﬁ'i'P“& PRYles E@'%‘é’ﬂ%’?‘ﬂ%’"? é‘l"Y’é‘tsq‘Lfér vendi qu6e Ala

Lgxg? :1![182% % 3 rpal)? errééhsséltror? g ‘un’ pe;ﬂiHe pour la 59?6&? ndd aln corps éaHnﬂ&lIESaj.% %§s~ fiuldfr

nd s du’SIDA, de I'AR ré-SIDA, c risé en ce qu
i : égﬁ AT L S
di agnostic con t| ons (iu SI DA, de PARC ou du pr4-9Sl DA _car acterl se en

ce qu'i,k co rend A) la realisatjon d un peptide, (co

pr ogedehls t'eﬁrer ‘e‘r/é‘ﬁéﬁh%rd W}%M%HTB?E s ys'zﬁé& af%)‘r e%%l‘r at | on
d' une c0@millomﬂ-uasﬁ-cips-p@ammyue}éeLqmeIIe-v@ymeﬁeTlar-l-m&-Val-

r everdi caE; 4#% % utilisation d' une quantite efficace do ces
derniers ern ¥e de revQt ement pour d6tecte des anticorps A

H TL-1 l2b dans un |mTunodosage 6. Un proced4 tel que revendiqu6 a |la
revendl cat i cow sBn angiogue. bretgLitahalegup mww&@&@ema@{ﬂ? Sybstifytion. g insepfipn-ptioy ya

procedd tel rg easlew@hmaq@e agninézou dynenfarmieaPehiipres IR PeRiideredul pﬁ)‘&ﬂéteﬁtﬂraﬂf(?é
test d'inmu @U@E@@P’W"@WFPUWWBSEHAL\@WW ron 20°i.g- de peptide (conposition)

par test est utI 1 sd en ant qu ant | bne ou envr r.on imi
(8 COUrrpos‘Z’ft 20 %: P?Pt? w |a g 8 ngliayfa uenc ac:jgmg rﬁazfla a{lnﬂ%?{)a;'on c%mqua 5
n proce i X ep
est d' snviro \fa A’g T?" " (3"h n"gutoruoussefoég e ‘{L p%f{?r?ia%‘)g tectn|1(|))n
d*anti cor 4 3 Blise!dB oSG P détekon oGRREHDL b MtEv-flliar deb iR cbphBie OU
du’ pr o1 B, ol fslﬁ"é hgs%:d%:ég%: QB&’ e o et ast s G havons
(corrp05| t| orﬁn n%éﬂ 1t par un procedd tel que revendique a |la revendl cation

1, 2 ou 4, ouy 9‘3m/§W§'aHu@ﬁ' 98 phrasss ol oifhs; latuh Pptid6 d'envirok Gingteot Gl @cides aminés
revendi quée A t{@am@y@g%@gﬁdemc es abthéstn procMl6 pour la r~alisation d' un

vacci n pour det ermner |a production d' antr cor ps A HTLV-111 chez des

manmm f @ses. ou d' un i mupogbne pour no. ocI onaux
ol ycloHeand ke thgy-41a- 2&%3%% %%ré\%’ﬁ(r?f ‘Sg'hp‘z%“

con&dend 1¢ i1 satst PG Ty aCly $70§ ¢us— un peptr de 25 prt sent ant une sequence

d' acidss amnes telle quo ddfinie aux revendications 1 ou 2 ou au noi ns son
anal ogue (tel. que defini a la revendication 1) ou produlte par un procdd4

m adalagye ;
t eLt i ﬂ:ﬂ; a:[ Iegﬁizg Fqﬁqw 5aﬁr evenddocgn!eg esn r:la'mds,2 d'un pebtrde d'e(r:'lwron drx neu g g'eq aminés

résentant une séglience d'acides aminés :

s ~Ile-T rp-Gly-_Cys-Ser-_G1y4Lys{-Leu-Ile'—Cys-.'Thr-Thr-Ala-—Va1-Pro-—
Trp-Asn-Ala-Ser- '

ou son analogue (tel que déf‘ m é Ia revendication 1);

50 et, facultativement,
(iii} d'environ 5 & environ 50 parties, ®n pords d'un peptide d’environ onze acides aminés présentant

une séquence d'acides aminés : :
-IIe-VaI-Arg-Met-Tyr-Ser-Pro-Thr-Ser-lIe-Leu- ou son analogue (tel que défini & la revendication 1).

55 4. Un procédé pour Ja reahsatlon d'une composrtlon 4 base de peptide telle que revendiquée 2 la
revendication 3, caractérisé en ce qu'il comprend le mélange de ses constituants.

30



(1) drr peptlde d' environ VI ngt. et un aci des ami nds presentant u

d' acides anmines telle que'ddfinie a la revendication 3 ou son aﬂnlmmnﬂ“ﬂm"l"
que d6fini a la revendication 1): 3@pga27s 148'31) un peptide d' envfroh dix"

neuf aci des am n6s pr6sentant une sébquence d' acides am n6s telle quo

definie a la revendication 3 ou son anal ogue (tel que d6fini Ala

revendi cat i ®n Ub)grocédé d'fracunbdosdge\petrda tiétedtivn H'pntinetpspie prL\dl otl leadiagnastie desncveditions

aci des ami ns dpiSi¥eds BARC anve prellDA cerectélishen ceprilompéed t el | e que d6finie a

| a revendi cat i off) i réalisationd whaptidpueonipogitionkpa uel rP¢4df tehquegevendiaud dincravandications,

ou r6afisee par2ua pr@b@derémiovqa@nq eoeppsiioué bmse a?er@mﬁdﬁel',eam%rv@d'qg@

Un procedd t el ﬁdP gue a I a revendication 10, dans |equel pe t|de
utilise est cou ) “%{‘s‘l‘i'ﬁ’é POAANHE effigacR dmcgsot é" a9, awatiodnn d@o‘ﬂ%eme pour
pol ymer e. ?ﬁeo??é%“ B¢ HT'OV"P%’EN&"E{U‘HW "revendi cation 11, dans

pour 2 p p%ucf‘.pm 7 el Choertat Ef"f)aﬂgfﬂ“@wa%sagm{s“?? pPleRE;
es mammt e, R L E Y ey e tgm.rﬂmimdos oo,

| munogbne pr Bara BRibH 9F UG &ra.au ot G
des revendi Cafeh\ﬁ}ﬂﬁr; &Q d@‘p de (één gtio'ﬁg , Ielit da:s u:l tamf;on ost utilisé ens tant qu'’ a;?;éne

15 8. Un procédé tel que revendiqué 2 la revendication 7, dans lequel le pH est d’environ 7 & environ 10.

: 9. Une trousse & test pour la détection d'anticorps & HTLV-lll et le diagnostic des conditions du SIDA, de
A '’ARC ou du pré-SIDA, caractérisée en ce que I'immuno-adsorbant est un peptide (composition) produit
par un procédé tel que revendiqué & la revendication 1, 2 ou 4, ou une composition 4 base de peptide

20 telle que revendiquée & la revendication 3.

10. Un procédé pour la réalisation d'un vaccin pour déterminer fa production d'anticorps 2 HTLV-Ill chez
des mammiféres ou d'un immunogéne pour le.développement d'anticorps monoclonaux ou polyclonaux
3 HTLV-II chez les mammiféres, caractérisé en ce qu'il comprend I'utilisation d'au moins un peptide
25 présentant une séquence d'acides aminés telle que définie aux revendications 1 ou 2 ou au moins son
analogue (tel. que défini a la revendication 1) ou produite par un procédé tel que revendiqué aux
revendications 1, 2 ou 4, ou qu'il comprend I'utilisation d'un mélange de :
(i) un peptide d'environ vingt et un acides aminés présentant une séquence d'acides aminés telle
que définie & la revendication 3 ou son-analogue (tel que défini & la revendication 1) :
30 (ii) un peptide d'environ dix neuf acides aminés présentant une séquence d'acides aminés telle que
définie & la revendication 3 ou son.analogue (tel que défini 3 la revendication 1) ; et, facultativement,
(ill) un peptide d'environ onze acides aminés présentant une séquence d'acides aminés telle que
définie & la revendication 2 ou son analogue (tel que défini & la revendication 1), ou réalisée par un
procédé te! que revendiqué 2 la revendication 2.

35 . .
11. Un procédé tel que revendiqué ala revendication 10, dans lequel le peptide utilisé est couplé a une
—/ protéine ou & un polymére, ou est un corps polymeére.
12. Un procédé tel que revendiqué -3 la revendication 11, dans lequel la protéine est de. l'albumine de
40 sérum humain. .
13. Un procédé pour la prdduction d"anticc')rps inbnoclonaux ou polyclonaux 2 HTLV-lll chez les mammifé-
res, caractérisé en ce qu'il comprend I'utilisation d'un immunogéne produit par un procédé tel que
revendiqué dans 'une quelconque des revendications 10 & 12. .
45
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