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mammalian proteins.
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15, pgs. 81-93 (1981), which is incorporated by reference. Secretion

expr essi on vect SswrahDRA alnﬁewashalhk@tﬂeam sl afvecoBifdr nardatian Hosts.tRagicilanly inyportant are
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si de- ef f ect fcsa?rw ﬂ'H'é"‘l"Pl@"'c'@zﬁE?P&FﬂY "  apbpaniamy " E“'Fseﬁﬂq%dz? Q‘?J’ 100 mm
phar macefi &g sé‘f? |
ﬁ l 7(,26{}0 é'zf 37 &5"6 er

phar maceut i 8
SJ t

DAt bl e r;pmgv g{ﬁeﬁ vgp t&;g bl i[; o
the inventig 5? ,ﬂe&%f rre éﬁmrh% S %grmms%n& &rgﬁ
adm ni st 4 t s ngg t hours the _cells and
Pbar macem ' Q ern W& h ﬁ 36r IF dtdin, r tively.
1980) . Al't elch@bols\ é/treéié?ﬁﬁélﬁré 1}, QaQ&p 1d$£“é€d31?nhﬁ£{ W@)frol?recdnéﬁrrcﬁﬂh&%vloﬂérﬁ
a patient’s yhRbie® Wit plabr@ l:amnela.h ﬁnrélétbtgcdim ihsé R he BERF Lidate8 sﬂmpléér SthibiRE bbdt
al ., Ann. RQ60%miMsteReAFN-, SticsiOlslative Wihe caftols.pgS. 199- 236 (1984); Lew s,

ed. Contrsl |l ed Rel ease of Pesticides and Pharnmaceuticals (Pl enum Press, New
Yor k, 1981) Exdrhpia 2. ggdression o BCRB1 8 Fdchekle/fia cqiiat ent 3, 270, 960; and the Irke
When adm ni stered parenterally, the BCRF1 is formulated in a unit dosage

inj e&;bl e f orArggne.egeading asrodture BORE1 ofuispeaqeancmgivenrin SEQ IIB NGO $ may ba sxmessart in &n
with phar g@leutical carrier. Such carriers are inherently 55 nontoxic and
nont her apleut i cThe ERMfyisert obPBCRIHERY Ay recloned infe en Md? plasmid ahera dt is Riforpgdices by site-
sol ution, dékacteggrutagenesisi tiret to Jown a-Glplisite atthe Grand of “N@ﬁ%lﬂﬂj@@@% for dher matyre BGREH
as fixed oi IPAYRoRtiAeeA Jecnd o foam "’§| dig ab e Fsend “A‘erﬁ"@‘f‘% Feoion o dhe malyrs BCREL,
dext r ose/ saIPP'H?P""’PhP‘ CAAPL Peatage d'??Pé?aﬁ"VrfPﬁ?B?d atﬂﬂt?nﬂp ot ”é?é?i?'?’l el %"&‘Eﬁe"as

subst anc,es ce {osot onr hem c st abi | | #

and presef V resultr men |h tga%q%ee% |ou§?y
purlfledfo af(ﬁ j %&;&@w
concent rat | Ggass tﬁéilﬁeefr@{ﬁg%vﬁ 9m R e rs@ A

adm ni st er eqyq i%r&%\&d-d?;uﬁuﬁabbr Hshhé?hﬂal S@oré g%rb%mua tohm FRNGE Mddif

50- 800 [ &pr kodtsdn fﬂ@'ciaVQ{eQQ rébBicti Eia)élT(ihc Qith Héndbaﬂaﬁl ﬁuﬁ: f tka%ﬁlﬁ:ﬁ)s-sn Sndéf%hd y
i nfusi on r atigatingayitlolalMinker CCATCGATRS), thelebyREstdrRY the BcoHi arfdl BiHE §ifeS GhdSrepliting @d SHRA |
counts, and sidwithl d &l sitb OO kdshritmgn te TRPENM Rb®FGIOhada thideh RBS3edquelee flanked
Monkey cel | sy Ol sites. Gnegef e EraiGheli ang phrb 6f thysscoridamply 6fghd RBSBeduarice Baigrdmmad by
anplified byigpsiihy thisr plasenicc hitti Pstir tertrig with BaiSt mgclgess, mestristinghwith ZvoRloand dredting @ith T4

I nsert i orss ofDONAhpolyaneprse fin diep Presegerepft all fouo depmyrigdedie diphesphatas. Fod(gselfing] 30-40 bp
vect or ( Fi gdregments. weTtheceverdil hyy PAGE andchlaned mhémahsm%@%ﬂ%l@r%ﬁt’op |Ech§1Hmwlreaﬂm
SEQ I D NO fcoFttlfreerwt gefived fr qy‘ﬁ%@ (Pepsiibed by Michgipst Volet®, pg.

i dentified 595 M@ggl%eesof‘l @pgeg ‘!é?ﬁd?heﬂ cloppd into the coRl srte to complete the TRPC11

6



el eetrophoretl c pattern of restri ctl ?;E&? E{ 6'3 One such vector carrying

t he BCRF1 gene was designated is (sg ﬁ% and was deposited with the
ATCC under accessi on nunber 68193. pBCRFl([err]) was anplified in E coil
MC1061, i sol adoRdituétivn, ihith alliSir@0h Righd @ STRATHis WipKdyddas tarvetisrfi@r HCREDDy firstdigekmy
cel | s as fol lipws Créead @ayHIp puriBjlinglip) atd tAéhShiging it Gina starnolpnd Oigatiom bahltign dittbthe ClabBamH|
COS 7 nonkey faghért ofvatiec M3 8 edataningnthe rutiebtide datmbned (WOdingnfqp|tod estutenBCRA1D Ibe insat-
nodi fi ed Eaglcentasiog TRPCDMEferteditp cisITRPG1 GBEHRL &l prmbﬂecberﬁmaqiﬁﬂg)st@ndlmom\ég
gl ut ani ne. sTovpleblé fsornrthe AI'CE Ll fasessionnumb@CB878. cel | s were renoved-fromthe
di shes ‘by 20 i fepliesatsi heve dppopited & MC10 sarevingt RCBE! (Be) iith (i, Amerieamllzpe Guitere
suspertted t o GoliEctions (Hogkvie, MB. Y8A (ATOO). cndamaccessiom nymber,168108; Fhis,denqsis wes wrade on
with 20 [err] W"éﬁ?}h t‘?agr\’g‘l'eéF?'E'ﬂmts&s 3’°¥;‘F9§‘r‘1“1‘°é A'O'cﬁs agrpesmentfor Gty Depasis for Pate"t

ure sn e jlal U issi
e orea éi@ﬁ,i?%?qfﬁg o el % Pt ‘ffﬁ ] Egg‘ e pleinloun

fg{ S'Enaﬁnhﬁecuvebe n '(ig‘ég\ rg ) ﬂ19| ve m?iﬁlgmid pant undesrt:?;I ;it:ztn:; |
aliquoted tof e ddﬁrﬁ&'@cﬁ i ﬁm%cﬁmm& tthg'iau es%e&wn ShoHopdtA
[err] C, 5,4)[0(?“ |umvvas replaced with simlar umcontalnlnﬁ

only 1% FCS and ﬁéﬁg%? tH8 Tor6doily ieRSHindn@ of 413 idvditioh 'h%"ﬁeer? Brel¥Atel Sor Burpose of

37[err]C, 5%.ilﬁmlm arﬁl aeeénpwm Ty laREnolABhded10\BS exh@lstivaCor @il o MGsnBOREE tHoGirecise
its ability tnmisndidclobdd, lahdNobvidusii trivem inSodifiddlioris] and | viaiitiets Sar® fpodsibRSH| ight SOhétaBste
PBLs (about 2XustMh@rinp chmbdi@émd Werdheseh adibetibdd ai ordet] ©riet éplantthe Phntipled GOthe
ng/ m\yl n gve diventios anthérsthyl angbl@bthdrs $killBditieN te bgspititizeatind ieebniiintidvai8esfemBodimehts?and
mM gl ut am ne, withrveriogrs mpdific@86n8 @s are \spited tathe particiaouse CEnplated| | & ipjended thatthe/scope of
transf ect ed vihe ihvepRARE UsfinGRby theFlaims appanded hereto.t he cel | s and supernat ants
were harvested to assay for the presence of either FNNy nRNA or | FN-y
protein, respectively. Controls were treated identically, except that the
10% supern®t ant was from COS 7 cultures previously transfected with a
plasm d carrying .an unrelated cDNA insert. The BCRFl-treated sanples

exhi bited about a 50% i nhibition of IFN-y synthesis relative to the
controls. 35 Exanple 2. Expression of BCRF1l in Escherichia coli A gene
encodi ng a_,mature BCRF1 of the sequence given in SEQ ID NO 3 may be
expressed I'n E. coi: 40 The cDNA insert of pBCRF1(SRa) is recloned into
an ML3 plasmd where it is altered twice by site- directed nutagenesis:
first to forma Cal site at the 5 -end of the coding region for the mature
BCRF1 pol ypeptide, and second to forma BanH site at the 3'-end of the
codi ng regison for the mature BCRF1 pol ypeptide. The nutated sequence is
then readily inserted into the TRPCL 1 expression vector described bel ow.
45 The TRPCl1l vector was constructed by ligating a synthetic consensus
RBS fragment to G al |inkers (ATGCAT) and by cloning the resulting
fragﬁ%‘hts into Cal-restricted pMrllhc (which had .been previously nodified
to contain®the Clal site). pMillhc is a small (2.3 kil obase) high copy,
[err], [err] derivative of pBR322 that bears the [err] plasmd

EcoRI -H ndlil polylinker region. ([err] is described by Maniatis et al.,

Mol ecul ar C oning: A Laboratory Manual, Cold Spring Harbor Laboratory,
1982.) This was nodified to so contain the Cal site by restricting pMIl
1hc with E€oR and BanH , filling in the resulting 5-sticky ends and
ligating with Cal |inker (CATCGATG, thereby restoring the EcoR and BanH -
sites and replacing the Smal site with a Clal site. One transformant from
the TRPCL 1 construction had a tandem RBS sequence-fl anked by C al sites.
One of thegl ai sites and part of the second copy of the RBS sequence were
renoved by digesting this plasmd with [err], treating with Ba/ 31 nucl ease,
restricting with EcoRI and treating with T4 55 DNA polynerase in the
presence of all four deoxynucl eotide triphosphates. The resulting 30-40 bp
fragments were recovered by PAGE and cloned into Snal-restricted pUCl2. A
248 bp E. s&oil trpP-bearing EcoRl fragnent derived from pKCl 01 (described
by Nichols et al. in Methods in Enzynol ogy, Vol. 101, pg. 155 (Academc
Press, N Y. 1983)) was then cloned into the EcoRl site to conplete the
TRPCll 6 :



EP 0 506,836 Bl construction, whi chéﬁs bé#é!’% 2t ed in Figure 2. TRPCl11 is
enpl oyed as a vector for BCRF1 by fi .s? Igesting it wwth Cdal and BanHl,
purifying it, and then-mixing it in a standard ligation solution with the
C al-BanH fragnment of the ML3 containing the nucl eotide sequence. codi.ng
for the mature BCRF1. The insert-‘Wﬁ%, referred to as . :
TRPC11- BCRF1, is propagated in E. strarn JMLO1, e.g. 5 available
fromthe ATCC under accessi on nunber 33876. Applicants have deposited E.,
coli MC1061 SBRrIR MPHBCARFL(SRa) with the American Type Culture €ol | ection,
Rockvi..\lr;l/e, MEEQUISHCE AT¥RE : umelxio aelEsi on nunber 68193. This deposit was
made o Dece un condi tions. as _pr.ovi ded -under ATCC s

agr eement foﬁ@ﬁ@ &%ﬁ%@%”dﬁﬁ %’t%%tacl‘l'&r 68§gg?e%i ch assures that the
deposit wil | STRANRERNESS: | ablrgle® the US Conmi ssioner of Patents and |10

Tr ademar K8 %W#O BhdSC 122 and 37 CFR 1.14, and will be made
e pu

availdble to t lic upon issue of a U 'S. patent, which requires that

t he deposit ‘E%L‘Fﬁ(%'ﬁ TYRE: MEteIn/Ralypeptdde deposited strain is not to
be construedoREGENAL CSHTRCE OREACIIME tHpRtiIveBhireNvipugont ravention of the
rights gr,gntgpdﬁggr!ggr é.he act;lép‘g%i ty of any government in accordance Wth its
patent | aws. it B en nodified to conformto the requirenments
of the Buda t it 15.0f ‘M cr.oargani sns.,,The
descri pti ongﬁ%‘% %%‘gaé%?gﬂg%'? %e D%%%I‘; ?‘r rofr"ef"hézpr_lggﬁt??ﬁ X%gel‘ﬁ'éeﬁig
presented for purpose of illustration and description. They are not

i nt ensed o BEL @RI \RreorGly Cy#iGly (Fdy ThaendAsenGls €we pspchsn Phens

di scl osed, and obviously manyz%di fications and @8riations are pOsSi Bpe_ in
l'ight of thepadoyen te€ e Addengirboeli MY AspehgachRseBeanrgevstii Bod in
order to best explain the prizgiples of the 2 iggventi on to therebyagnabl e
others skilled in t art.to besf utjli the.igvention_in yarious

embodi merfs A %’?&%r#h‘ﬁs’r o#"f? dkftrf écﬁé“ ggla pséFPeBe’t’o]\{'FﬁegﬁHrngul ar
use contenplated. It is intendéd that the scope P the invention be 88fined

by the cl ai n@lappendeeu hkewt@lu 25sBPIBS 143 M yS5Tys5Léu GlFPCPs56GEn83%aBl
SEQENCE LISTING5 SEQ ID NO651 SEQUENCE TYPE: 78mi no acid SEQUENCE?S

LENGTH: 17 ' i i ' [y T . chhnear
VOLECLLE FYrE prer i paypee i o 61 AL T SReaT Ve EFS tanr
virus 15 PROPERTIES: BCRF-1 Met Gu Arg Arg Leu Val Val Thr _Leu dn Cys Leu
Val Leu Leu B&la Glu Asn Gln Asp Py Glu Ala Lys Asp HissVad 2gp ey BeM Pro
Gu Cys Gy Ay Thr Asp G n G2 Asp Asn Phe 100 : 105

35 Gly Glu Asn Leu Lys Thr Leu Arg Leu Arg Leu Arg Arg Cys His

110 115 120
_ Arg Phe Leu Pro Cys Glu Asn Lys Ser Lys Ala Val Glu Gln Ile
A/ - 125 130 ‘ 135
40 Lys Asn Ala Phe Asn Lys Leu Gln Glu Lyé Gly Ile Tyr Lys Ala
140 145 150
Met Ser Glu Phe Asp Ile Phe Ile Asn Tyr Ile Glu Ala Tyr Met
155 160" ' 165
4 Thr Ile Lys Ala Arg
170

556




2:0 ; . 25 ' G n Met Leu Arg Asp Leu
Arg Asp Ala Phe Ser Arg Val Lys 35 Eposoegga é1° 40 45

25 Thr Phe Phe @ n Thr Lys Asp Gu Val Asp Asn Leu Leu Leu Lys 50

55 . SEQ ID No: 69 G u Ser Leu Leu Gu Asp Phe Lys Ay Tyr Leu Gy
Cys @An Al a 75 30 Leu Ser G u Met
lie G n Phe $§P"’E’%‘?ﬁ E¥EEy LF%GMFePro dn 80 85

90 Al a G u ASBQUENCEASENGTH: G4P8Abaseys Asp His Val Asn Ser Leu 95

100 5 STRANDEDNESE9S $biddey G U Asn Leu Lys Thr Leu Arg Leu- Arg Leu
Arg Arg Q/s Eggo% . 115 120 Arg Phe Leu
Pro ‘sefiP§RTAa Val Gu Gn Ile 125 130
135 40 Lys NOREQULE MY¥BEASPYA, segugnekn G u Lys Ay Ile Tyr Lys Ala 140
145 ORIGINAL SOUROE MprG2PrsMEl UEp¥teiASPatt erihe Il e Asn Tyr Ile Qu
Ala Tyr M® 160 165 45 Thr Ile Lys

Ala Arg 170 AopgrezEs: EPGE06836 Bl SEQ | D NO. SEQUENCE TYPE: Nucl eot i de
SEQUENCE LENSRETC ARSF3 GBGsESR RESTRERCETRETS: ACT rf‘gﬂGe OCRE CTRLEE 47
MOLECULE TYPETT DA CT6(GEACECTRIAG Mot GURCE ARGANCSMAR THISGACIARRAI I VORUS

10 F’ROPEgTr,' ESrr_&feab ACE Tax rcCAR: & Aol dTc d2Crtl AmiCEce TardAG 1
CTG GTG CTG _ 47 CIT TAC CTG

AT 52 TEGABLCANKCR ACG ARCCTRS Hih ASF T T8 T QSR SR RreeT 197
137 TCC AGA @60 &R ASGCCALTHITA\QRGETATACITA BGECTCIT BILA AGK ARTTGETCCCA 1822TGC

TAG AGG ACT RiA A6 AICER cEACEASTEeAAta bdc WR S5& cac &R¢ &dT CTA76CT

Gre e 10r ok, 8 AT e AN fE g G ot G B 488

TGC CAC AGG TTE CF% QICGCECTCTRGEC AGE2TEACASARERAGICARTE (GG TFL €\ CABS6ATA
AAA AAT GCC RAE AR AACana 0T cifs GAfe X6 ATAARAXVANTCACA TTiT Tl AdcARKG CCC aBtG

o o 1L 16,600 can ARR odd Ak TRAC A GclT ArdXer AR Trfr €RE AfE ATLM

GCC AGG TGA
TTT ATT AAC TAC ATA GAA GCA TAC ATG ACA ATT AAA GCC AGG TGA G 498

30

55



30 85 40, 45 50 55 9 EP 0 506 836 Bl 553355 NO 3 SEQUENCE TYPE: Ani no
aci d SEQUENCE LENGTH. 147 anino a&P® ¥8MEMRs STRANDEDNESS:  single
TOPOLOGY: |inear MOLECULE TYPE: protein/polypeptide 10 OR d NAL SOURCE

ORGANI SM c@&s@g\]Barr vi rus PROPERTI ES: BCRF- 1 Thr Asp G@n Q/s Asp Asn- - .

Phe Pro @n oArg Asp Leu Arg 15

10 SEQUENCE TYPE: 1ZAMApo : ‘AlcddPhe Ser Arg VaI Lys Thr Phe Phe G n
Thr Lys Asp 30 Vval
Asp Asn Lseu %d{“%& LENGIR: 307 amipg ,2gia FESIARSS | ys 35 .

40 .- STRANDEDNESS £30gLe Tyr Leu d y Q/s An Ala Leu Ser G-u Met
Ile G\ Phe foporesy: linear . 60 Leu
Au Gu Val Met Pro dn Ala Au Asn QProGuAIaZS :

65 . MOLECULE TYPE: 7@rote1n/polypep i 75 LyS ASp H's Val Asn
Ser Leu @y GRIGIAMAL |SOURCES OﬂtBANIGM:ﬁr @gp8tein~Barr xéirus 85

90 Leu Arg i_s Arg Phe Leu Pro Cys u Asn Lys 30 :

95 Pl rE) Q% 2 o 105 Ser Lys Ala Val Qu
G@n lle Lys Asn Ala Phe Asn Lys LeuGInllO ' 115

120 G u Lys T% AR Gipr QW Aqka AeR Pher P@usﬂﬁeMAéipLﬁﬁeAPﬁeMPeL@JZ%rg

130 13535asn Tyr Ile Gu A &0Tyr Met Thr lle LysSAl a
Arg 140  Asp Ala Phe Ser ArgldR14Q.y@ an¥s phleabhe &0h the i.g n@lu
Contracting States AT, BE, @8 DE, DK FR GB, RS, LU N, 1.3¢\n

e ersear o oS HOAT AP A S s ey Sl SaRc bBn bR BAS séégt%‘ﬁdé ' A

recombi nant expressi on vect or capabl e of expre55| g an Epstein-Barr v rus
BCRF1 prot eiGly Myr Hest Ghd@ys Glsnidd aBTiell SeroGdunMet TapaBle Phe Tyr
inhibiting the synthesis of iS&erferon-y. 50 3 TR8 expression vect or 60f

daim?2 Vz"gerfé\i‘ SRl GIRCREh Rid $9rd IdidiahlaheduPRshne1a™heg Bebdesadneace
. 65 70 75

Lys Asp His Val Asn Ser Leu Gly Glu Asn Leu Lys Thr Leu Arg

80 85 90
Leu Arg Leu Arg Arg Cys His Arg Phe Leu Pro Cys Glu Asn Lys
. % - 95 100 105
' Ser Lys Ala Val Glu Gln Ile Lys Asn Ala Phe Asn Lys Leu Gln
110 . 115 : 120
35 Glu Lys Gly Ile Tyr Lys Ala Met Ser Glu Phe Asp Ile Phe Ile
_ 125 130 o o 135
Asn Tyr Ile Glu Ala Tyr Met Thr Ile Lys Ala Arg
&j _ 140 145
Nt _

Claims
Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LU, NL, SE

45 1. An Epstein-Barr virus BCRF1 protein capable of inhibiting the synthesus of interferon-y, defined by the
amino acid sequence shown in SEQ ID NO.3. _

2. A recombinant expression vector capable of expressing an Epstein-Barr virus BCRF1 protein in a host,
wherein said BCRF1 protein is capable of inh_ibiting the synthesis of interferon-vy.
50 : :
3. The expression vector of Claim 2 wherein said BCRF1 protein is defined by the amino acid sequence
shown in SEQ ID NO.3.

4. The expression vector of Claim 2 or Claim 3 wherein said host is mammalian.
55
5. The expression vector of Claim 4 consisting of pBCRF1(SRa), deposited with the American Type
Culture Collection, Rockville, MD, USA, under accession number ATCC 68193.
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shown in SEQ ID NO 3. 4. The expressmon vector of C ai

wherein said host is mammalian: 9P 8506836 Bkpression vector ﬂ‘ﬂlw ﬂ""""””m
consi sting of pBCRFl([err]), dep05| ted'with the American Typ

Col I ectiqn OCkVI II MD. USA, under accession nunmber ATCC 68193. 10 S« c*
L M S SE@ 1 §SEQUENCE TYPE: Armino acid SEQUENCE LENGTH 147

am no amStthNOmm :STReNDEDNS  si ngl e TOPOLOGY: | i near MOLECULE
TYPE: pr, NIl SM Epstein-Barr virus
PROPERT! ?gdﬁfg{% Y Asp]% %@%ﬁ%&c@h fo Gn Net Leu Arg Asp Leu
Arg 15 STRANDEDNESS: single 5 10

15 Asp A@pyddide¥ey Afhed LYys Thr Phe Phe G-n Thr Lys Asp G u 20

25 30—Vat

Asp Asn Leu Leu Leu Lys Qu Ser Leu Leu
G u Asp MQLEGHLEFYPE: protein/polypeptider 40

45 G ¥ TORIGINAY SOURCEIORGANISMY Spst@indddrd [wirdd n Phe Tyr 50

55 . 60LeuGIuGIuVaI Met- Pro An Ala Au Asn @ n
Asp Pro GRPERRIIRS: BCRF- 65 70
75 Lys Asp His Val Asn Ser Leu Ay Gu Asn Leu Lys Thr Leu Arg 80

85 s Thr Asp Gln Cys ASFB@SR;[P## gPJF_%LGJQP Q«N deey fugd Asp derhddgeu Pro
Cys du Asn Lys 30 15 100
105 Ser lpsp A \tle @ar qﬂ; IV Lﬂﬁs%@l@e%m It liaps @Adp B

115 20120 Au Lys Ay Iledyr Lys Ala Met Ser3gd u Phe
Asp Ile R 135

e )
Asn Tyy |‘%§ &P gso{‘ hide sﬁ'ﬁ“ 1Fgs | Gl Aﬁrg’r MRp Glu Asp FPhe Lys
145 40 Cains Cains for e follow ng Contracting States: AT, BE, Et:H DE,
DK, FR, @By ITyr [Léu N1y 85731531111 Aba Hesu cSer Bty Net UEleBG¥ RheotEymn
capabl e of inhibiting the ¥nthesis of interfeddn-y, defined by th& am no
aci d sequenf RN, ivaShidd RNO G1n 2014 E8E0APA NEIY ASPIESS | @y Ve or
capabke of expressing an E5)§te| n-Barr virus BCRFl protein in a hosis

wherein said BCRFl rotein i.s cap bl e hi biting the s nt hesi s_ of
i nterfer&ﬁisy £ oﬁ f%rég ]ng‘k nh key OA%:RFI

protein is deflned by t he no aC|d sequence
Leu Arg Leu Arg Arg Cys His Arg Phe Leu Pro Cys Glu Asn Lys
95 100 105
Ser Lys Ala Val Glu Gln Ile Lys Asn Ala Phe Asn Lys Leu Gln
110 . 115 120
3 Glu Lys Gly Ile Tyr Lys Ala Met Ser Glu Phe Asp Ile Phe Ile
125 . 130 135
Asn Tyr Ile Glu Ala Tyr Met Thr Ile Lys Ala Arg
140 145
° .
Claims

Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, iT, LU, NL, SE

45 1. An Epstein-Barr virus BCRF1 protein capable of inhibitirig the synthesis of interferon-y, defined by the
amino acid sequence shown in SEQ ID NO.3.

2. A recombinant expression vector capable of expressing an Epstein-Barr virus BCRF1 protein in a host,
wherein said BCRF1 protein is capable of inhibiting the synthesis of interferon-y.
50 : : '
8. The expression vector of Claim 2 wherein said BCRF1 protein is defined by the amino acid sequence
shown in SEQ ID NO.3.

4. The expression vector of Claim 2 or Claim 3 wherein said host is mammalian.

6. The expression vector of Claim 4 consisting of pBCRF1(SR«), deposited with the American Type
Cutture Collection, Rockvilie, MD, USA, under accession number ATCC 68193.

10



shown HhSEQIDNOS 4. The expresm&p f daim2 or a|m3

wherein said host is mamualian. 55 5., %e expreSS| on vector of”ﬂmmmﬂ

consi sting of pBCRF1(SRa), deposited with the Anerican Type Cu m”m””"’
Col | ecti on, ROC'kheleSd)r@sSIomctoU&/CIanﬂldﬁérelﬁ@ﬂ@E&t isbactailber ATCC 68193.°

The expression vector of Claim2 wherein said host is bacterial.

L M S 7. A phahameesticilcahpaiiorplocidalingr dissase aswtatengntlaeMSsseamrfergmommcﬁ@

Wi th excessive ¢ampésingesroRpsieinBayovirus BORT1 owteisr in Assagiation vith & eflarmapautigally jagqgptable
BCRF1 pr ot Bi n i eAigsrEXsiRient wherpin seid ECWawmwmnaeiaM'yh bifing the syihesis of interferon-y.

carri or excipient, wherein said BCRF1l roteln IS capable of inhibiting
the symt hesi & of Phapaseptical sam '“8" acgording, '&51 i%ﬁ’n%f? POl iaéﬂ?ﬁt‘iﬂlff?@ 1o

Cl aim 7 wherei ngrmﬁ mafuferPIoty d’tf te gpqrgeading %ﬂeﬁf' B 935 FeWPdREtndY SEQ

protei ns of t he' readi ng frame defined by the am no aC| d sequence shown

in SEQ 1D Rogl. .10 9 Al 9.“&{,.&’3’3‘&. Wl %%i,'.q TR badfbiP Gyl el it | & @By o

wherein said majire, Arol ol n fs. am no uence
SEQ I D NO 3. 10. ia sh '% of ms?nu cturl ng a pharnaceutlcal corrp05|t|on for

treating a d'ﬁeﬂslﬁeﬂ%asd?%ﬁhﬁaudﬁb te pHarnaceutic X MBSHIYE fdr Helting &1 @8sa¥e associated with
product i Ong CONRlchsaivé GrtekfbYBn-2 PrdYdtibH, RQomprisRg thePadmibitle BRN Epétolntir RirBHEcrk Qrdin
with a phar macewi §ahdniacd@RaR!RBpRbIE HairibCbr SMcipRML Wikird 1 baid WORFE bidtemas Gadabiiol
protein is capaiahibitigfthd syfthddistof m@ridrbrey. synt hesi s of interferon-y. 11. The use
of an Epstein-Barr virus BCRF1 protein for the manufacture of a nedi cament
for the treatielte B§of an Epstéin-Bardvisie BEBF s siain fon the thanmfédtureof @assslicaraent for the treatment
I nt er¥-éronmy pr ofcudisease mssodided W’ﬂn@xmweammrqmr@odwm:l aim 1l wherein said

medi canment is adapted for intravenous delivery of an amount of said BCRF1
protein in tH& Fhenyge aegordifigointClaim 18 avhprein rspid liuedisament jooadgpied for intavenpup deljverpitof an
per day. 25 C apmeuniohpaiq BeRr! GF"I*WHQ'@QhPfra&E‘t'ﬂﬂQ“%%ﬂP@S weightt of sajd Petienpefavh o d
of producing an Epstein-Barr _virus BCRF1 protein capable of inhibiting the
synt hesi s Bf §8lgfqrdheigliqwing ﬁ@*ﬁ&'ﬂ%ﬁﬂeaﬁ ng the steps of: constructing

terso ik R Sl SRR P e A LI o

bontaining the T8 b §;§§ n@ﬁ&é § 5558 %%amemma% %aﬂiern

the group gncodj
TR e e e N P o s A b b e

and mai nt al ni Ngpje @ﬂd erlch
expressi-on of the jabphaiab kHdGedtd SHIERE Rost BAL Sal d prote| n. 35 2. The process

of G aim2 wherei fanfRinginetHRktn & sultheimeaRM Uader (chiRitiond siiBibi Gdr ExFREESIGR RibiByiEe
in SEQ I D NO 3. seduenddintoRai@peem. Of Cl aim 2 wherein the nucl eotide sequence

has the DNA& sequence shown in SEQ I D 40 NO. 2. 4. A reconbi nant-

expressi on vect Tie mapssif Clabd 2 eX@rsie i phgeinls dafirstl @ theBarino acid IsoueiRERhdwnin SEQIIM
in a host, wher80A. said BCRF1 protein is capable of inhibiting the
synthesis of interferon-y. 45 5. The expression vector of Caim4 wherein
sai d- F1 priot BlerproagssiefiGlaire @ wWhereimibe avdlastideagsepnese basdhrc BNA prsmpncp ghogrdn SEQ ID
NO. 3. 6. Tﬁe exﬂ?ésm on vector of Caim4 or aimb5 wherein said host is

manmal i an. 4d : The ex I’eSSI on vectagr r??f cl gflanﬁn?%ﬁ@“%'aﬂl'@ggpaw rotein in a host,
pBCRF1( SRa), “de
Rockvi | | e, %?l?' " B ;gg‘é? ??ﬁabflﬁfgﬂ‘@ §‘I§%°f interferon-y.

45 5. The expression vector of Claim 4 wherein said BCRF1 protein is defined by the amino acid sequence
shown in SEQ ID NO.3.

. 6. The expression vector of Claim 4 or Claim 5 wherein said host is mammalian.

s0 7. The expression vector of Claim 6 consisting of pBCRF1(SR«a), deposited with the American Type
Culture Collection, Rockville, MD, USA, under accession number ATCC 68193.

8. The expression vector of Claim 4 wherein said host is bacterial.
s5 9. A method of manufacturing a pharmaceutical composition for treating a disease éssociated with
excessive interferon-y production, comprising the admixture of an Epstein-Barr virus BCRF1 protein

with a pharmaceutically acceptable carrier or excipient, wherein said BCRF1 protein is capable of
inhibiting the synthesis of interferon-vy.
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8, The expression vector of Claim4y P i d host is bact Mmjm

A method of manufacturing a phar n’acggtulaca é?’g(;%npom tion for tr , ﬂllm"””m
di sease associ ated with excessive interferon-, production, conpri Si n s
admi xt ur e ofio.am nieped etcordBa e Claint 8 vhBEiRsdid p!(mFe iproteiu lsrselact@ﬂmmnteegmpmalrﬂa;are
accept abl e carproteins ab the@pei rpading firame\betined by tiscdndnoBCIREaquence tskawn in SECBNMD.e of
inhibiting the synthesis of interferon-y. *C L M S * 10. A nethod
accor di ng t d1- omethed ecooiiding b Glaim D vhereRsaid mabreepratein ds deinesicaydp #miemacidhieausnesup
of mat ur e’ pr ot ¥pwsin GEA{HNOZpen readi ng frane defined by the anino acid
sequence shown in SEQ LD NO. 1. 11 rret hod according to Claim 10 wherein
said meture? gleé'Feh"f a8 EB%?“? P@""’ PIRInigr e Fﬁ““?@ﬁ‘%e%é gedicament forthe tragtment
SEQ I D NO. 3. Vgi"}‘P"%'SW PPV BCRFL protein for the

L s TR o i B e
wherein said me ctarrsenjt f)'te ° ravenoﬁksg%g \/%1 ? d‘?ﬁt of
sai d BCRF1 %@[,gh idhel he range of about 1 16 [err]/kg body wei ght of said

patient per
Vertragssg agg‘gﬁ?ﬂ K?d &@WQ%E&%%@&&W? hIE'Ir'@' EH Dl‘f’\lfJi g:*Sgl%ﬁ%u’ - SEu m

Hemmen der $yn2daeB&niéindel Biritebe vonNntttelnl,atBigRS Epstein-Barr-Virus-BCRF1-Protein, das durch
Epst ei n- Bar r - \di¢ i SEBERN. 3 argéstuiite Amihasiumbhgeqibng betinle isBEQ | D Nr. 3

dar gest el lte Am nosaurensequenz definiert ist. 2. Zum Exprim eren eines
Epst gi n- Bar 2- \Zunu Sxpid@iaFed- dives t Epitais-BamVieistBERTF \WProbind df alheny it befiiligteriekoratirtaster
20 =< bBxepr esshxoressicokvelder, woheitvias BORFY-FBERIFAum Forarnan der Synthesdevamrinterferon-y Byfitighiss e
von Interferon-y befahigt ist. 3. Expressionsvektor von Anspruch 2, wobei
das BCRFi - PRot Bpressinsveorciop Ansprutic@ wabeinges BEREHPrgisistdurch dis IM§FR ¢ By raevmemllamz
definiert ist. A"Z@salﬂe"sﬂk'ﬂlzé’g@?edrﬁvektor von Anspruch 2 oder 3, wobei der
Wrt ein Sauyger i st ressionsvekt or . von Anspruch 4, der aus pBCRF1l

(SRa) bedfefl E"ﬂ@Fs'%%VPktEfé'P'PN?B’t”F'b%‘?Feﬁ r‘ﬁ’BbeCﬂ?'tvﬂf’é'"ﬁqué'E*u on, Rockville, MD,

USA, unter ger Z%gs um‘rer AT 193 T

Expr essi onsVe i'°(5' ;8'@,, £ \é%%’{ g i 'ﬂif rb§ﬁi’1°§’l Typg Culture
zung die mt

Phar mazeut i sche usam"rensé Zum n el ner

Cher SChl S51 GO ek Baer A rdskll £l b 55 BUAGER St . vl che el

stein-Barr-Virus- BCRF1-Protein zusammen mt el nem pharnmazeuti.sch

dnnehrbar en T prafadihe 2@k elsetAinh 36h BeNUASH oifk? Erkinkiing, didf /it BbeRscRu4SihdriaENe
35 - der SynbhesRdikash VeMuBédnaEtO Weldheld zbétm-saw.ms-&cn Rt 283dkniSE MR einem
Zusamenset z UnghagredufischasqehriBdien /Tragep Badr VdRife! BB whbed t& BCRFIPrdld zdmk HEfRen
reifer Prsotei ndsr Syrthestevtn titdriensy bbEtig isahmen ausgewghtt ist, der durch die in
SEQID Nr. 1 dargestellte Am nosaurensequenz definiert ist. 40 9.
Phar mazeut i $chRhainagautisthe Zedemmanseg@uaidsman dpspuch 78 wohwb Basi BGRES-Protsint aus Rieo Gaippe
durc di e i n S\ier PReke mitiephanfignes tLedetahmen/ausgrodbitiste des dorofedie indRE IRiNer it dargestelite
10. f ahr en Amingsgyrensequenzidefiieridst. phar nazeut i schen Zusam*renset zung zum
Behandel rf?ei ner Erkrankung, 45 die mt CbermaBig
| nt er f er on- ¥+ ProvRIRUISRe CespBeyelaung gpmas nspryehss. d@ge"%sr’ﬁ\fes%’ﬁ’é‘ﬂ drch, dig in SEQ 1D
Epstein- Barr- Nﬁ?ﬂ%gmﬁmm?ﬁé%@?%“rﬁaﬁ"‘ﬁ iffem phar mazeufi sch annehnbaren
I{:)ﬁgﬂ] t gde; Ijg ﬁ\P zurf-rl ttetllé mer vl%z( vg sPrrngle sg ung zum'ﬁmgln einer E%lran n%,s €
Epst ei n- I’I’ \% %ﬁ %% —Pr f n is lches d Verm:schen ieé Epstein-
I t fobei

Behand- so da %BﬂF@r&@iR zlm. he nﬂx@ée n h?z
ver bundenen Er kr ankung. i ervven ung gerra nspr uc i vvobe das

Arznei mi t t elys,a0enibinBunk %hé@i&&h%rr%ﬁb%F@P%eﬁns Nand&sisleng &GBli;lanmse Izmaehemi

Be{ ei ch \pn ety sinedit UbephiatietittoRing/mbduliion J&Bunkderieh BRtafiling.€ Tag angepaBt
IS

12. Verwendung gem&B Anspruch 11, wobei das Arzneimitte! an die intraventse Abgabe einer Menge des
BCRF1-Proteins im Bereich von etwa 1-16 L.g/kg K&rpergewicht des Patienten je Tag angepaBt ist.

s5 Patentanspriiche fiir folgende Vertragsstaaten : ES, GR

1. Verfahren zum Herstellen eines zum Hemmen der Synthese von Interferon-y befihigten Epstein-Barr-
Virus-BCRF1-Proteins, wobei das Verfahren die Schritte des:
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s& Patent ansprtche fU fol gende Vertr ES, GR 1. Ver

Herstel |l en ei nes zum Hemrmen der Synt h%lgg%bggé nterferon y bef a“mtmnmm“""“m
Epstein-Barr- Virus-BCRF1l -Proteins, wobei das Verfahren die Schritte dds: °
12 EP~~~~~~~ Aofbavens-eitdél Vekidr8 Gder %96 - das Protéin kodierdnde Nukieotidedushd amifasts wetiedis
Vektors, ‘der ei Nedotidseqiesz Rait eon den Velasrcanthettehildl Wiet! éxpiingierti serderuiaha Bod watlehaib
di e Nukl eot i dse§uidantidseiquentraue derddGRELProteiak kagiferepedntiriiipe aukgewailt ist: exprimert

wer den kann undEvbhleenscﬂaevdﬁtmlnednnlesmuﬂjenz aus der BCRF1-Protejne

kodi erended G uﬁwéteaﬂdwm in €ingm: Kultyrmerdiyr yder FuiiiBeresaiqnt der Buklagtidsequengin tas Rroleis
Er hal tens des \\peeiggetph Wwfﬂﬁ&r medi um unter zur Expression der -

Nukl e |dsequenz I n das Prot ei n .geei gneten Bedin unfaft. 2. Verfahren
von Anspruch %, VoigHeED veruinspipch v %b“lﬂﬂg'cﬂ'imﬂ? EU’Fmd'S%é]&b'q\P’ 3 Sargenteliie Aminopgugense- -
A nosaur ense- §iren °8'8‘i’|sh| ert ist. 10 3. Verfahr en von Anspr uch 2, wobei

di e Nukl eot’i dse zd|e|n IJt

4. Zuim Expri g?eq el nas %?96, :adr'? N\’}%ero gésise% Br%’? %éé Sgﬁ'émé"ﬁ“"""
befi higter, reko |nanter 15 Epr essi onsvekt or, wobei das BCRF1 -Protein

zum Hemen def SR tekESRerdi? Binds EelntHaR Virkis-BUHA! Broins i teinom- WIVBURRRE, QOSHBH LK
von Ansprugh 4, glgQ@hsveias:, webbtiabs BERF: PrdteifbiCiibnien dbrnSySﬁQ Ivbh Morferoh-y befahigt ist.
dargestel lte Am nosaurenzequenz definiert ist. 20 Expr essi onsvekt or von
Anspruch 4 oder Expreséitria@dktofl Gdn ANspriichesd, WolSsil uwcﬁpwrote?n dme&ssammwks @drgoéRite
Anspruch 8. der AminesstiBrdshubns &Rhiar) istbest eht, der bei der Anerican Type
Cultyre Collection, Rockyille, MD, USA, unter der Zugangsnunmer ATCC 68193
hi nt ée4 egt 20 .. EQfsessiBnsvdiiopyapFespnush ¢ oddr & wobeirderWitminudzuget istwobei der Wrt ein
Bakteriumist. 9. Verfahren zum Herstellen ei ner pharnazeuti schen
Zusanmenset z g Exnessipnskekior ednrAngprych 6. gar RusoPBCRE1EE2) hestehtdet baiderrAmeticen JyrpeGulture
| nt er f er on- - y- PPeltgctien. Regkvifie, My H8A mnesder Zygangspumme) ATCS/E8193 Siptadagt isf n

Epst ei n-Barr-Vi rus- BCRF1- Protei ns zusanmen mt ei nem pharnmazeutisch
annehnbar eff ﬂ'| rresgignsyekipgvon Ms%hﬂﬂ&“‘d’ﬁ'f‘é@te'“ Raksdim igta s BCRFl Pr otein zum

Hemmen der e;aﬁ von I erferon bef ahi t 10. Verfa
Anspruch 9, "of' ﬂ‘gze '%%20 ?"?tfst 5’%& %,ﬁ'f” ol
s

n X ron ermlschen ein
of f enen Leser ah te| R s Z rioh aren ger oder
dar gestel | éfg'f ,?po
Anspruch 1 vvobe| e re| te| n - urc o’l‘arg oM te
Aimi nosaur enseﬁue%hﬂﬁ‘ RiE Wlspl'uéﬁ 9, wébei Y& E@ﬁlﬂL#?&e-@ la{d*der Gruppe reifer Proteine mit dem
Epstei n-Barr - rB ,Pern%@enmﬁwdekbﬁrai &b s B RS édtstie RrdifoS4uPensddlienz
Behand- 40 hgmgna;t ner mt UbermaBi ger Interferon--Produktion

ver bundeneg Er krankung. 13. Verwendung genaB Anspruch 12, wobei das

Arznei m ttel #nVelfabreh et Angpaeh Abgadtei aasnaife Heotge daels dBORFSEQ Y OF.€3 dagdstlite
Berei ch von et wambesiGreasgqlegz ditinigeisigewi cht des Patienten je Tag angepaBt

i st. 45 Revendi catlons Revendl catlons pour |les Etats contractants

sul vaat s: AT, 12BNerwelidungDbines [Biidtein-BRy-Vi@BBCRA1-Proteins ir He@llung emmemttmmemw-
virus de Effstei lngeiner "tttdﬁbemﬁ@égm‘Mﬁﬁpmﬁ?foﬂ%t'gwqtbh@bee'@kfﬂﬂkvnﬂt erfdron-7,
definie par | a sequence d' aci des am nds nontree dans SEQ ID N-3. 50 2.

Vect eur d' explle Y&MEHMURLIaTIR ARRRICh 12 hg'a'rﬂ' gascAranpinitie} gy dig, jpizay a@'?tﬁ? Apgabe pipgrMengp des

Vi rus de Epst ej ﬁ glgr ~Proteins im Bereich von etwa 1-16 1.g/kg Korpergew:cht des Patienten je Tag angepa8t ist.

45 Revendications
Revendlcations pour les Etats contractants sulvants : AT, BE, CH, DE, DK, FR, GB, IT, LU, NL, SE

1. Protéine BCRF1 du virus de Epstein-Barr capable d'inhiber la synthése de I'mterféron-y. définie par la
séquence d'acides aminés montrée dans SEQ ID N*3.
§0 .
2. Vecteur d'expression recombinant capable d'exprimer une protéine BCRF1 du virus de Epstein-Barr
chez un hdte, ol fadite protéine BCRF1 est capable d'inhiber la synthése de l'interféron-y.

3. Vecteur d'expression de la revendication 2, ol ladite protéine BCRF1 est définie par la séquence
65 d'acides aminés montrée dans SEQ ID N*3.

4. Vecteur d'expression de la revendication 2 ou la revendication 3 ol ledit hdte est mammifére.
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chez un h8te, 00O ladite protd| né BCRFl bl e d'i nhiber

|"interf6ron-y. 3. Vecteur d' express$ ﬁgﬁésq%agfevendl cation 2, ﬂmmmm“ﬁmm“l
protei ne BCRF1 est ddfinie par |a s6équencé 55 d' aci des ami nds Ffontréek

dans SEQ | DgN VedteuAarefRisdisitide fl rSbRtication! Ofbnsiant 8n pEOMEAIERA! d!ééﬂséQaqundn@an Type

revendi cati on uite dofdétidn, RékRio LD, USAIZELS 18 Inmérd daccession ATCC b8193.14
Vect eur d' expression de a revendication 4 consistant en pBCRF1 ( SRa),-

ddpos4 au Amer Veeteor digsp@sdidal de U revehditdiencd, biledit Hdcdsvbdctéagn. VD, USA, sous | e
nundro d'&ccessi on ATCC 68193. 6. Vecteur d'expression de |la revendication
2, obl edit 7h8Cenpesitionlphemacastique Hour Je t@mpm‘sd nie andlagdin asaeeiéacd teciesiugtion exchsive de
traitewent d' ukieriéenadtunmenem i Bettice BERF BORF1 sluyituscdsi Epstoin-Bew 91 jagagciation avec un support
| " i nt er f er on- you exginiphtcaneantable an phaspacienel BdiRPIotng RGRFY gstrapabletiatiber Bzayathise de
associ ati on avéerénsupport ou exci pi ent accept abI e en phar maci e, oO I ad| te

prot di ne BCRF1 est capabl e d'.inhiber terferon

Conposi t i on 8ph&PRestAn R 'iﬂ'@"%’&‘?“@ 9'2%'*%'8‘(?@?1%%%& a’fé‘l %‘P FH%"S lo
BCRF1 est chm%’?‘épeo‘ﬂﬁ Sta} s P8t 3“98%‘?@“’6%
| ecture ouverta"d%qﬁl abr S qUence d' aci des am nds m)ntr~e a SEQID N *

ér ot1 -5~| ng rrfCJr%gp %&nggﬁgﬁlgﬂagﬂgs %%an 5%%@{0% 8 g’égl%c‘ﬁgég%nﬁter %Qdéﬁ%Egllb

N * 3. 10. Met e de ri catlon d une conposition pharnaceuti que pour |e

traitement JoUpgnétalddHbhcAsS@se ompbsi h&ﬁﬁé@dﬁub Bur RXFeRSrdnY @ urbBmaladie associée 2
| i nt er f dron- 7uneCReaaEtn 2Réesti® &8 fimsHBRNY, biMbrtaR IS MERNBCIIMb slotsind BORF128l virus
d' Epstei neBar r ¢'sysesin-Biv @u@moﬁdpp@wueskamm Qevptatile erDpriMatio Lo IRINE pRIIHeBCFADpeut
| adi t e pr ot 6i nanifkcERntpese de lRBIdeeEy. | 2 synthese de |'interferon-y. 11.
Utilisation d une proteine BCFRL du virus de Epstein-Barr pour |la

fabri cati on 1d. Utisatitrd d'osenolbing BOFR1| du virusedet BpsteinBard baun & fataicatidn ¢'vasédicineat rmuniee
product i on exclaitement didee maladig assdciée & nne/prodéion Bxcedsive dé Baterféom-sol on | a
revendi ca®i on 11, ob ledit nedi canent est adapte a une admi nistration

i nt ravei neudi@- Htiligatign it revendigation 4o} ledipinédicament eplErpPe & BRRRdministratiep fnfraveineuse
envi ron 1-1Bugf#g deant Fey daditprpidipe BCRTdPAmPHise: sntimenyias 11181e/ka dypoids corporel dudit
Revendi cat | onsPJYetiPa1IRE Et at s contract ants sulvants: ES, GR 1. Mt hode de

producti on une ot ei ne. BCRE1 virus de E n-Barr capabl e d'i nhiber
l'a synt hb%"eqi? diqph?'e‘r'ﬂ"ﬁ'?s t‘T‘é ?tﬁ'?}ﬁgi%‘ﬁ)p%ngh Ies et apes de:

cBnstruire yn n enc. 0 0

| adi te prot g | ngﬁ%ﬁﬁ ﬁ)?%gagﬁg? %ﬁ;ﬁt@ﬁe &EH &E‘&% e's" %tguctqg fe r%@ﬁ% %‘hése
par un h8te Co&;n El[a {u Gone Gé'%t}&é%u&ec&%'&gﬁ |agi?espr9t§ﬁ|e ol la
choi sie dgns | gqGdned eérn R BtrP ERliRbd 5P L hEIE EontbriaRiOE REIEF of & 14 SEdubHieh de
dans | h8te; etuctaaldeéeé%ﬁo.stedaéneg fagecodkint 193 proBiesEoREY| t Ur e dans des

condi tions appﬁ,gua‘;dr@qz,sveatell,rdeﬁgp-h&&sg on de | a sequence de nucl eotides dans
| adi t.e pr ot ei naintétlr Photaae aemiliéu b@ cimedis &8s icarditidns &ptopisep 20 'ékpressior o la
def i A8 par | aséyosnoedcrucidotities abas ladiwiprdinenont r ~e dans: SEQ ID N-3. 3. Proced4
de |l a revendi cation 2, o0 la s~quence de nucltotides a | a séquence d' ADN
nont r 6e dans SEQéS do la rev@idatiod 1, e lat praiinedost xiffinie i arsénuwocaiacides taminép abdte
d' exprl mer unedges SEQIMN*BCRF1 du virus de Epstein-Barr

8. Procédé de la revendication 2, ol la séquence de nucléotides a la séquence d'ADN monirée dans SEQ
45 IDN-2,

4. Vecteur d‘expre'ssion recombinant capable d'exprimer une protéine BCRF1 du virus de Epstein-Barr
chez un hote, ol ladite protéine BCRF1 est capable d'inhiber la synthése de l'interféron-y.

s0 8. Vecteur d'expression de la revendication 4, ol ladite protéine BCRF1 est définie par la séquence
d'acides ammés montrée dans SEQ ID N*3.

6. Vecteur d'expression de la revendication 4 ou la revendication 5 ol ledit hdte est mammifére.

55 7. Vecteur d'expression de la revendication 6 consistant en pBCRF1 (SRa), déposé au American Type
Culture Collection, Rockville, MD, USA, sous e numéro d'accession ATCC 68193.

8. Vecteur d'expression de la revendication 4, ol ledit hbte est bactérien.
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chez un#8te, 00 | adi t e prot ei ne BCRFQP bsmpl e d'inhi ber Iﬁlmmi[“e“mmm”“l
|*interferon-y. 50 5. Vecteur d'’expression de |a revendicatio

| adite protdine BCRF1 est dofinie par |a sequence d' aci des ani nds front r ee

dans SEQ | D 4. 1M&hodé .de abdtation d'uhe emmposition pharmeesutique pew éartchitaaent dvnedmatadiel aasocide &
r'evendi cati on Sune@riduclion ex@isiveedst limtarféranfyh pamprddant ly mékgeget dune miotéineg BEBEI dinvie

| a revendi cat i oWEmteindieyi ayecaurt suppprpB@RApent Siepiablog ep pRAaMagis: gihledite PEEINERAFR1 peut

Cul ture Col | ectipiper largyethisp (dp Einterffron+JSA, sous | e nunbro d' accession ATCC

68193. 8. VECteur d' expression de la_revendication 4, 00 Iedlt h8t e est

bact 61 i 0. Méthode selon la reygndicationy8, ofylad} pratéing, B¢ rqs&ﬂp fans Is, groupe des protéines
corrpos‘l’)O tion pha’f‘?fﬁ%‘é‘h‘faf’ﬁlfé '??B’{ﬁ'm‘f’%t ‘féF'éPT Aencp 5"’%[1“%?%.“@" SBEPER DN Une
producti on e i nt e d une . .

pr ot ei ne B(OER sgon (f? |0n1 ar raidlte ré@ﬂen Rg@ B%t g?f,{in%% {ég%u&lcgﬁtacldes aminés
accept abl es en p ar mac Iad te protei ne BCFRL peut inhiber |Ia synthbse.
de Ilinterfi r19.n0t}f|sat| &’Qne ;M;tg HErraieduQitud db EpSikin/agy 'Ia%ngatloﬁ)@u$ Adbitdment pour te
protei ne BCRF1 gabmsi s ,ﬁalm

stlcﬁegrupéaﬁ?@d R oRb&Y eu@ﬁﬁe du cadre de
|l ecture ouvert defini par |a séquence aci des am nes m)ntr~e par SEQ 1D N

* 1. 11, Mat RadeuisdibeSeidnda FebdhRidstioR 3,100 bail Rédicafeht d6k dasptds GleCidmmistriloR infftéveinouse
definie par |a goRugamts do RakeIpEIASIBORS! ddthprise enff® RhVIroe 1-d8ukg Sde(ddide doFpordl dudit
12. Utili sati onpaienypa jga#.0t 6i ne BCFRL du virus de Epstein-Barr pour |a
fabrication d un m~di canent pour le traitenent d une nal adie associ de a une
produyction excessive de |'interferon-y. 15 13. Uilisation salon |la

revertef catdoon 11, ol) ledit nedicanent est adapt4 a une adm nistration

i ntravei neuse d une quantit6 de |ladite proteine BCRF1 conprise entre
environ 1-16ug/ kg de poids corporel dudit patient par jour. 20 25 30 35 40
45 50 55 15 _
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