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the regul ation of inmune responses by nodul ation of
the function of antigen- presenﬂ hg cells (APCs). In
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of chaperonl n 10_in the g |on uncé ﬂ

such as cel | tbgrFupetion A"@lﬂ%ﬂ %@“tl ells

hi stoconpatibility conplex (MC) rml ecul es, for

exanpl e, HLA, and to associ ated net hods, uses and

conposi tions for the trehtekboftthohvelitivbases, and to
processes for .scr en nﬁf nodul ators .of AP, .fun t.i on

Backg %%H{?Sﬁﬁt 1P 1Pﬂ\;g & &ynea %rtlcl’ Itléﬁ e gn e, tlmg}line responses by
h@sHuldgbe bE ﬁqesmbtﬁmsoﬁmigeﬁ»ﬁmsema@ SdlshA®CY.ilal paﬂhﬁhlar the present
viral pat hogens i nvol ves t he, successf ul cog a$ﬁ8%m

ction such as

t Iensionhisiptes, toghe Benploshepereninn i} mgthe nwi oPQ
r&ﬁf—‘ RE:QE %I’%&l(%tp GE Glajér %Q@@rﬁﬁaﬁ&lﬁ?s&ﬁﬁﬁei qRAHIE) Meblecules, for

st mulation e I'mune system essenti al
a@pmqﬂe dfALAhiasd $y sssoniates methefls, usew@chp@mpwwnw dhe treatment of

hi, st
B Lt
pepti des when such pepBadgmmdceftheSlpleayem in the

8 ]9 n; ﬁ 1)& ; ge(r)lfq RisN g(lﬂ%s1 5o t L? %E 5 %}2%@8%3%85 lﬂVﬁ‘ﬁ@) 85§ ial and viral

mpﬁﬁ@%éi’é Ahlv&ithe bﬂc@é@sfuﬂi‘&%@nﬂmn@lﬁ thdopathaen Sora&ﬁlqmnaﬁw thereof, by
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nol ec Iltatesre R, :
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| erABRE IWJdrin@lﬁH ¢caheaxit of MIDC chies hesiecnley; &ﬁmachtame chmpesed|of an a- and
surface where they can be _pres

Thichaiy originelly asaemijed Br e HE’S% r?tff’élhﬁ]? e@ﬁ? Py pd B-chains
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, are the only that can stinul ate
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N ERY” e PP Sie e P Y BTN R 0 e ool
MR %4 WRers WY BB b@%@entMDm&eHﬂd CD86 on the
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t hen rhhig ayséen ofsatiger @fgﬁe$sy}ﬁ3m the; pies 103néf HWES%‘{ é\gHC class 11
g rnga%éé” é?sé ¢ ﬂﬁﬁ{lg IOC n%tllﬁﬁtﬂ?g}gte\?*ﬂlié!f hRMhe MK AV et bﬁﬁstlmulate naive
ul ar conpartnents
t Hecelll dndsuddcecepmharynimmune response. Thus, DC play a plvotal role in antigen-
presentation and the induction of adaptive immunity. The capacity of DC to induce an
immune response is dependent on their maturation state. It is thought that immature DC
expressing low levels of MHC and T cell co-stimulatory molecules such as CD40, CD30,
CD83 and CD86 on the cell surface capture antigens in the periphery. They then migrate
to secondary lymphoid tissues and undergo a maturation process. Upon maturation, MHC
molecules are redistributed from intracellular compartments to the cell surface which

results in an increased capacity to present antigens. Concomitantly, the surface expression
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results in an increased capacity to present antigens.
Concomtantly, the surface expressionof co-stinulatory
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up-regul ated. The cytokine profile secreted by DC is
al so dependent on their mat ur agi-on stage. Cytoki nes
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rﬁ%&%&s@hﬂﬁ%ﬁﬁbrﬁs% 6 uﬁ eﬁlrﬁrﬁs‘?ﬂ%ﬂﬁ {u?é;(‘f)taét% #hding that Cpnl0

rtnments to t ace'ln
ARrCtlne dipatiey taotoidulatd ARColndtiane fincdudisg) mrhsrtybmiort dleMHC molecules
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of cell surface expres InveRyon, e vHC

ol eCAl BrdiNd &S S'f‘i‘stsa@f)&t Bﬁfﬁé%eééﬁﬂﬁfvbﬁtﬁﬁl ekt N Hrlo@Ided method for
an effective amount of chaperonin 10, The net hod ma

y
freduatingcoripiue rﬁmmeamu arfybight prrimnghleastong ead dissye ¢r organ thereof,

%g@at the lééie} l)fl sl uplﬁge f)@{g 10%:‘0?2% a&;ol?rgfl\«qﬂ@ molecule, wherein
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of criisanafitn iy ot Coleeties e iy e 1oepS Uk subject or
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non- cl assi cal . MHC nol ecul e, Th aiss Il molecyle, .
eEprepEon ok atrleastpne QEfipr el iy agpm(p.] oulgypcorpgpriipg agginistering an

%cﬁ@éém&ﬁftfo?%p%ﬁﬁﬁ&?@' on may be that of an
antigen-presenting cell. The anti genpresent| n

[
may DéheddHécmetbcpieanast brayMilp (e malpewde, #n HC Class Il molecul,
'B?%r&glhags%lcagmé'rﬁ&l‘écxﬁglfhe%}l% st 11 molecule may be HLA. The HLA

may be HLA-DR, HLA-DP, or HLA-DQ.

The cell surface expression may be that of an antigen-presenting cell. The antigen-

presenting cell may be selected from the group comprising a macrophage, dendritic cell
or B cell.
The chaperonin 10 may be a naturally-derived, recombinantly produced or

synthetically produced chaperonin 10. The chaperonin 10 may be of eukaryotic origin.
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origin. The chaperonin 10 may be of manmalian ori gin.

The chaperonin 10 may be hunaﬁf%haperonln 10. The

CIRP &R n 0 rfﬁé/y 6e rﬂ?rﬂlﬁﬁmbhﬁl BALMPePhd dRa E)%?&Hﬁ r’l@em§§ be human
set forth in SEQTD NO1, SEQID NGO 2 or S

TheperpaiweiOoni n 10 may be acetylated or nonacetylated

ro RSB, 8¢ AP BAESGl R 1 i sz

POy §HE dDi Ne: 22 oc SBQNE Nxperiei chapgoniy] bemalydwaacstylated or non-
in a etic construct, operably |linked to a pronoter.
fﬁ@tﬁgggnucleotide may conprise the sequence as set

fort hridchab&ohid NOnthy tRCambidistged ﬁl the oo nd agsipeaicleotide encoding

the present invention, there js ovi ded net.ho
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macr oﬁh%&b—?& ol aciqu? may é)&a]% E%Béfégsﬂ ﬁl%iﬁggleaaré %}éc Clarlss I molecule,
coginbh-QMhsEiBal MEKUbldculenThe MEE Cndsdi micecuds soyitatBUA. The HLA

with, infectiaon of_ the ject by a viral or bacterial
pmabi(bﬁeﬂﬁ ﬂ%%@%é’r&ﬁgmiti on may be cancer, an

aut oi U Re) %@&%@%ﬁresélﬁﬁ !rrﬁl@""ﬂiatthﬁltrbf ol dn@igiy- pr@éﬁthigeced)lr The antigen-

i nfecti ous disease. The chaperonin 10 may be a

nateserinigycellaniy be seleeted @@mgm FguRy FoBBRSHE dmacrophage, dendritic cell
é ﬁgehlcally produced chaperonin 10. The chaperonin

1 Yy be of eukaryotic origin. The chaperonin 10
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The chaperonin 10 may comprise the polypeptide sequence as set forth in SEQ ID
NO:1, SEQ ID NO:2 or SEQ ID NO:3. The chaperonin 10 may be acetylated or non-
acetylated.

The chaperonin 10 may be administered in the form of a polynucleotide encoding
chaperonin 10. The polynucleotide encoding chaperonin 10 may be located in a genetic
construct, operably linked to a promoter. The polynucleotide may comprise the sequence

as set forth in SEQ ID NO:4.
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as set forth in SEQ ID NO 4. According to a third
aspect of the present invention, there is provided a

woreaohog8sfor nodul ati ng the | evel of cell surf aP@&r/AU2007/000254

expression of at |east one MHC nol ecule in a subject,
or in at least one cell, tissué-or organ t hereof,
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fegdutpsing dhmsyplsaf oeb quitfanel exgrestien pegtdpash pne MHC mlecaléfem a subject,

%i‘ PLEES 104 ogneatce]h eﬁ %u eO8f o%zﬂxe rth&@(#flr vwérgiﬂc @algohl%%lde comprises
a subject | east®one ce i Ssue or org

taﬂmnmsténngmrpffecmmgnmdm ofi chtygaromig 18n effective am)unt

Of c b@g (‘gﬂ A;lﬁl egglMg_l%pffneD rlﬁgq‘ftg%tmggfﬁg &)e%ee‘lj‘gp celﬁl_crfglcéjl g’)ic’pression of

raarea@tl A Itiecr! celVisGrfiae! eclebdle inl D eutybE, 64 iass 1dakt ol ®@UUtisue or organ
may be HLA. The HLA nay be HLA-DR, HLA-DP, or HLA-DQ

Tlpféeq,fewmgreﬁm%an@sé&l@gsqncﬁﬁfeﬁ%xﬁ BRoyH &f chpergyin 10.
anti geg Mﬁﬁsﬁgfebﬁ‘lg ey Be anleﬁ—ICa@'idng&Rﬂ@c%%”ah R@HESE Yass 1T molecule,

may be selected from'th roup conpri sing
ma@rrmphé@eelcahkﬁw rntqlﬁcutee [ThedviHE @@lszfi II mcl@gmld inrRy oHEA. The HLA

rt t invention, there is
b Zﬂgipﬁﬁ ?E‘oAdb? I'%Eéelpgt ing the function of an
ant [ gene«:pn aarfidd expreseioh may e thabpat antgenipresehtihg@edl. The antigen-

onetlssu or organ t wherei n said net
BB STy e SEBrief gt ty Fatp CoRRRsG A Dagtophage, dendritic cell
oagnpmoni n 10. The antigen-presenting cell may be
selected fromthe group conprising a nmacrophage,
dendriocpidingiola St agRsct of the BrepeERiaRYSHOPeilsdS BEavisted @gmethod for
f
cﬁ@la&ﬁﬁ% tg% tﬁ#lgtﬁ&g ppﬁﬂ %tf@n g;r%%?t?ﬂ%)gﬁl% %naanR%,égg ?)r 9 gﬂeas-{ one tissue
a>r forganhthamoécwhertint saed prefiweneoniprises ilministetieg en |e§tgectlve amount of
F10V' ded ﬁ conposi tion when used for the treatnent or
6 @V@WPP& "of a disease or condition, wherein said
conp et hﬂﬂi\ge&i@fbseinﬁﬁg adlapeayo ivien sdlected giodme thenigrbupatcomprising a

| east .one rrmc utical 1y acceptable carrier, diluent

dRackphass n %‘?’fdc BfHlt he chaper oni n 10 nodul at es

the |’IQ1\éeitun@tﬁorPﬁ{a|y &UEécl&Q&i EYRI §RS 5O0p Vondrislpa g[:r@tﬁt'&l to a lymph
dul ate

MHC nol ecul e. Thé ch aFeronln 10 may urther
tnede,| legel] agivatient or E geli prodifestmessi on of at Ieast one

ot h%%%dl%éwgf ﬁﬁﬁe%:c{sgf‘ﬂhg pﬁ_%ﬁ v tlﬁ?l fREN!iE fH'Wdeka%r composition

rol eBul e
azvhmnusﬂdaﬁm hal trédGempbe pudventidrh @f MHGis€hses sr chndltlon wherein said

nol ecu e be HLA The H A HLA- DP

ERDE0 S rmaires g REEREh v ctpfapic haRhaceutically
atﬁédpwms &{rﬁ&e dilhérd o€ @cﬂ]hvanTj‘wldaWidrﬁﬁmm’ éigpsionfiyl @ flollulates the level

lg ectedfro the rouigI rising a
s E‘F’Fz@gfé expreAi? o1 & Iefist prie MIC molecule

The chaperonin 10 may further modulate the level of cell surface expression of at
least one other cell surface molecule.
The MHC molecule may be an MHC Class I molecule, an MHC Class II molecule, or a
non-classical MHC molecule. The MHC Class II molecule may be HLA. The HLA may
be HLA-DR, HLA-DP, or HLA-DQ.

The cell surface expression may be that of an antigen-presenting cell. The antigen-
presenting cell may be selected from the group comprising a macrophage, dendritic cell

or B cell.
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condi tion, wherein said conposition conprises

chaperonin 10 together with at-9-east one

phar nReeusil i fi flventfin HRRRL ; ided a composition
adj uvant% ,9&11611%3; %\%lér e?sﬁgétﬁgk}%ﬁgg%r O%i n 161 ’ rmdullsgjt’r%‘_/sl_ The = p.o ,
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amﬁﬁ)éﬁi-oﬁr SQnprises gc}bagﬂonﬂzha 0y go %&e@ C\Plzfé‘ " })ererl]g-t? E)lée g]lqhga%aceutwally
CRRBBtS b N@rréer MBT @R hagaljudat) dinidt Whereil theochaBervain 10 Thedulates the

function may be selected fromthe group conprising ..

nfugetian 8 aflc?m&‘gP%rﬁfﬂfierHB’@e?e“'rmcélslub%@i’ < ifi Griepst opcljspe or organ

PhQlebf eration. According to a seventh aspect of the

present invention, there is provided the use of ..

chapeFloniantigen-prssenting gelhumay:t bfr selseted from dhpedoup ofomprising a

the treat (0 jjon of a di sease or condition,

\Aﬂ%?rgpthagteﬁ&gﬁglr%g?%ﬁ?ﬁ%%’ nmodul ates the | evel of cell

STHé Ametiox pragsis miectdd froml tha groupneoniBingminégratien toTadymph node, T

cg$fenonln 12§nq%ﬂfﬁ%t er nodul ate the | evel of cel

S APHEARG S ST O OO 3 ™ east one ot her cel | surface

ol ecyb&rdihB&o Wieveith asieteoniy pheemrindénGon) these ik provided the use of

nol ecul e, an MHC C ass |1l nolecul e, or, a non-classical
JeBRSE &Y B

Vel@paionit: 1 for the mappitachyre oF a mediggmsnt, for the evention of a
T&ﬁ?ﬂg%rn@&ﬁdpc?ont'%e%n t'kl;nlé'%thﬁgeroﬁh H-Andddlatd e BIvel of cell surface

surface expressfion may be that of an
aatprgsionpfas Eastiong MBO molghde.ant i genpr esenti ng cel |

may be, se] ected from insi _ et
oY Db EhSE S DR R QYRR 1SRG Bl autrce xpression of s
eicghtone aspeetll edrfichengle@dent i nvention, there is

provi ded t he use of chaperqnj for the nan

of 5 W aRIon s mN e e Gkt f mgleBgisn B SHGHC 1A 1 molecrle,
diS8a88-cRlssicANVIHId ARlecwlReTRE MHbCladal eisladule iy be HLA. The HLA
nmodul ates the function of an antigenpresenting cell in

ansybe &b A-T8R, HhARP | @deAdHe tissue or organ thereof.
The anf | dansReeseRbidiGof gHg Y atlst a%ea{rﬁi%éﬁ‘-@lre}fséﬂt[ﬁgtlgé&l. The antigen-

group conprising a macro ge, dendritic ce or ..

c etesentifigecdluney beseleetpd Hrons Hiecgrown| comprising @ mr@aphage, dendritic cell
congriﬁing mgration to a | ynph node, T cel

altPf&tion or T cell proliferation. According to a

ni nt h ARseREle ©fant dighthraesendf thepeesehinyentivey, éhergis provided the use of
s do o e B 13, ey RO Fbegent or prvention of &

e)ﬁgégs%séro&nﬁftidhn HRFeiAREE chaperona D0 thadud4tss the function of an antigen-
subject, or at feast one cell, tjssue or organ
t Ipegsensing cell in a subject, or in at least one tissue or organ thereof.

The antigen-presenting cell may be selected from the group comprising a
macrophage, dendritic cell or B cell.

The function may be selected from the group comprising migration to a lymph
node, T cell activation or T cell proliferation.

According to a ninth aspect of the present invention, there is provided a method for
modulating the production, localization within a cell and/or cell surface expression of one
or more immunomodulators in a subject, or at least one cell, tissue or organ thereof,

wherein said method comprises administering an effective amount of chaperonin 10, and
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expression of at |east one MHC nol ecul e or at | east
one other cell surface nol ecul-®- The MHC nol ecul e may

y . .
B VB olaRihil 1O AEE (RToMIGr CtRSiiade SRhBRUMST at least one
B mbkecnimor btlekitAne ther etllsurfege bwlequls. DR, HLA- DP, or

HLA- DQ T cell surfage e '

ot e VP BRleenfy oy € o KRIER ] Il AR I molecule,
naYa ﬁmﬁsmse@té @ﬂé@rmm:we THeOMBIE Oitgas ilBinotecale may be HLA. The HLA
macr ophage endritic Il _or B cell. According to a
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provi-fgd. R QeSsRprbRion M8 bE thit B8 aft aﬁ@g'ﬁ_ﬁgpkﬂﬁénﬁhgtcell. The antigen-
nodul at es an i mmune response, wherein said process

ceseniing sell (agy beosrlested Figmathe @rquPGRoTRRSISINZeX fHa4EAPhARS, (endritic cell
a cgg\ggﬂdate conmpound in the presence of Cpnl G and (b)
d&tefrm ni ng whet her expression on the surface of said
cel | Atcoading éas terinespebidfithe prsbr iveentiov,uthareds pupyaded a process for

contact with said,.candid conmpound. Th c Ve

rdrineca nrpivwnd] BRC e b gt S p iR SaRrdRsaid process
Ofbmifiesur face of said cell of at least one other cell

surfiace nol ecul e i s_nodul ated upon contact with sai

candi @At econirshipg Acell PR ECIVRrIIIRY Mg@kﬂ @“ﬂ&@t%%ol%m’“ﬁ}a@ the presence of

qjﬁﬁﬁ Lcmgrol ecule, an WHC dass Il nolecule, or a
nonh-classi cal MHC nol ecul e. The MHC C ass |1 nol ecul

T e
may b) HLdeterTiming whetbgroexpegssiopren Hheasupface ¢ spjdacgiyot at least one
T el | surfac [ - . .

T B LR LR S e oy
may bEhegloeedsanhyf fuethert doenpgiseup conprising a

macr ophage, dendritjc.cell or. B cell. Agcordi

el ev e&:t) h ggtﬁtgg{nngfw ﬁgerpﬁz)%)g%slq]toni ?R/g}ﬁ sur ’ce tcﬁ'es%gi IE@I 7 at least one
PH@Y Qe?gsl@ga% ﬁ%ﬁa%;ﬁle;ig fnoaaraeearupag ctalrl]tﬁlt:tuﬁi&i salti& carfdidate compound.
conpounds to identify a conpoun a ul at

OO e e e T b o2 8 SB16 g 1t moleule
Corna%SBJcih‘és'@aﬁﬁH%ﬁ{ole%ﬁiel TR MBetCMist i nSkshlPhiayad HIVA. The HLA
of' &6 s inthe p f I and (b)

comnmpoun [ resence of Cpnl G
d atagoRiHIL ADRYELALDP o ftlesd4?@n on the surface of said

cel | at.. |l east one INHC nol e.d > ioen-
cont a%e §FY ﬁuri%?ﬁ FBarar %3’ b%fct Hlfl:toonf;)%u n g%ﬁh@%ﬁ%ﬁ%&é The én'tlgen
MB¥esbitinch@] BeyTpe iselected tontl dicegroiim cogprikieg kemacrophage, dendritic cell

expression on the surface of said cell of at |east one
or B cell.

According to an eleventh aspect of the present invention, there is provided a process
for screening a plurality of compounds to identify a compound that modulates an immune
response, wherein said process comprises:

(a) contacting a cell or cell extract with said plurality of compounds in the
presence of Cpnl10; and

(b) determining whether expression on the surface of said cell of at least one
MHC molecule is modulated upon contact with said plurality of compounds.

The process may further comprise:

(c) determining whether expression on the surface of said cell of at least one

other cell surface molecule is modulated upon contact with said plurality of compounds.
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other cell surface nol ecule is nodul ated upon cont act
with said plurality of conpounds. The MHC nol ecul e nmay

Wb eooddssiC Cl ass | nol ecul e, an MHC C ass || nPCBHAUL@®7/000254

or a non-cl assical MHC nol ecule. The WHC O ass |1
nol ecul e may be HLA. The HLA nﬂybe HLA- DR3HLA- DP, or
HLA- BQe M€ &Sie'cul@fﬁ%af@anem{@ %‘f’ds@@ BYcdE ah'T\ﬁHqullaQJ‘II molecule,

antigen-presenting c he ant | Fresentln []

ey toa-deisizet MHE muotecule T@lleCMHCCG Isihplgcale may be HLA. The HLA
nmacro enpd r B cell. According to a
W‘?e{)jﬂﬁ‘gsme{tﬁﬁ%f b%hér l‘r:JIrEese i nvention, there is

pr oviTheceH spffa@aemrés@fomm@ube thgt oﬁakuhtaig'emfpren‘entiin@ cell. The antigen-

| evel |1 surface expression of at.least one
oot may darpebeted B H5F bop Saubisite T orrobfess endritc cel
Q% PPégian thereof, wherein said process conprises

adm ni stering an effective amount of chaperonin 10

The PreoertiRg iy telfthrrspect ofndia RiEsHH dRHeatiPBhERe 1¢ Reovided a process

118 FauBhneCRbluaHE] 3FIETRELDP IO Blfadl ckf8Mor BE 2PIBY one MHC
surtace nolecule in a subject, or | east one

medﬂlequld: irss gebjest, arigan ldabiemeate]l, t;ssnp of grga,g thereof, wherein said process

adm ni st eri.ng, an eff t|ve anmou oni n 10.
TREPREE %{51? %Eﬁnélgr?’ﬁf gIg &f flaper {pefsh ie}loﬁgacul e, an
IMHC @Iﬁ%ﬁode&s il et comprise m@ﬂulaﬂléﬂssﬂ' tha Ile\M-bT cell surface expression

nDIe | e. ss || Iecule m
AT ity DR PR EFL SVIEpROIoRC R ASBRIech 08 T af feost il tissue or

RARAPHSION BRPri tgtaaﬁ\ﬁmgén@gla@éﬁé&lae aRlo8EEsT chaer6@h! 10.
ing cell may be selected fromthe

The anti genpresen

gr ouﬁrhﬁdﬂﬁﬁp siokrguls mecbophhFiC Cessdmalpeulean MBIC Glass 1T molecule,
I t

Rolan R0 S L RSN RRCH skt oLy e

ana;omaHuAdDRthmeﬂ’ublaHéA -BR. i mune response, wher ein

sai d ., process ses agting.a cell

ot r A NS BT Sr e Bb R SN AT b apiieneaiag 6} he antigen-
@bdeRlin@ B8l ﬁﬁ)y Bibeée@éctﬂdnﬁm b giduercoitirisifigos atacephade, dendritic cell
said cell to a lynph node or the ability to activate

Hd el cause proliferation of T cells is nodul ated

upon &&Bﬁﬁﬁé tM ’éﬂhééi‘i't}gas‘f)@&(ﬁf% e%ﬂ‘ﬁﬁ/@ﬂ@on Tige 68)rbvided a process
may an anti gen-presenti ngl

at‘nr u@anfspng@emmmndéhm magulpies @@umlm RepRAPSE:hehgreiygaid process
eluyold gg ng a macrophage, dendritic cell or B cell.

,&c i Ng to a fourteenth aspect of the present

i nvent) orcontaetingaicsll pr osll ebechchwith@c@sdidhercongoaad imthegresence of

p:ur%[“ég of conpounds to identify a conpound that
an i mmune response, wherein said process

conpr(b feSdeteﬁﬁﬁmﬁg RlReHek 1@ Rigaidn ¢fsafebdll ©xd Iyagih widelor the ability

said pluraljt npounds 1n the
to activate and/or cause prohferatlon of T cells is modulated upon contact with said

candidate compound.

The cell may be an antigen-presenting cell. The antigen-presenting cell may be
selected from the group comprising a macrophage, dendritic cell or B cell.

According to a fourteenth aspect of the present invention, there is provided a
process for screening a plurality of compounds to identify a compound that modulates an
immune response, wherein said process comprises:

(a) contacting a cell or cell extract with said plurality of compounds in the

presence of Cpnl0; and
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W 00a09859at e and/ or cause proliferation of T ceCT/AUR®7/000254

10

15

20

25

30

35

nodul at ed upon contact with sal d plurality of
conpounds. The cell may be an -dtigen-presenting cell.
The ap{i ARASRIGRE Whei %Ihgﬂm bcﬁ"s%ﬁi@éiltt%dafyhﬁmﬁcﬁ% the abilit
gr oug('aézorrpr|ﬂ§1|r1 ngga rer:acfop ha 3endr| tic cell or e ALY
ctel actlvﬁtccmdébrn@u‘svb proliferfation o T @sie éy midutapesl pp@ﬁs @mtact with said

ﬁ}' domtr?%%{lg is provided a process for nodulating

nc an antigen-presenting cell in a

sub | €lite, cal may Iad ah eddperepesdnting ullo Thorasiget-peseding cell may be

equefr el %Vgnal %ﬁﬁ:gc?rﬁ@gpg éh}%s%p dm gﬁrédi Y 11 {cicg 0?% cell.

anti 9&&0@&1&@ ek 'f%eﬂ%ﬁ'alspé@ﬁf he pi@deﬁ@fh@gntfdno MekdR FO6@dEd a process

conpri si ng nmacr op @? dendritic cell or B ceI . The

ffon qu@htmyh%@r@ép@ @8 AnHEeR-PIeEeng 51l dB pTIbiSCh(pr in at least one
Y,

80 AR e b g v oo

t effalmparoniprliOsi ng" rreans "including prl nci pal l'y, but

? ne Wi SRkensbreifiibe call bl X6 Folekirea Hohf hE"Brof comprising a

EhggeSdendHﬂueelcofBQspondl ngly varied meanl ngs As
used erein the t Ité‘i treatjn

Var alioRectommalbe et o A RGOmE ST duisgoao a lymph node
r STEEY Ardhgsase state or synptorrs prevent the

establ i shnment of disease, or otherw se prevent,

hi nder, retard, or reverse PREN#IQNG essi on of disease

or otheg u l4f:sS Ng,an y%}m v “includi
As us@d er&gﬁﬁht ﬁf’ tﬁl #&fﬁ%ﬁg& [ %12 1)aénrr)t{)iﬁln%o nc dg%ans including
whrtirviipalliyt sbuteawt ngecassadty t wkily”. butFustikfmatice nvaraitmumtof the word
of an a [;t or. conpound .t q pr ‘Ld the,,d sired . .
{TROPEEIE  SBFR pFopRUTRRES ¢ 87 f SOPPTIRY YEr Camgygpdingly varied
r@estiingd will vary from subject to subj ect dependi ng

on factors such as the species being treated,
and g8napsl hesgiRdhe fems ¢ ?fe%’fwsnfsu feeteg” ¢ vag@\t,lgpq» ﬁv; e%f refer to any
tﬂﬁi &P Q\gé WA glr%ﬁérgﬁgtef @f%tefs@’stétg ®r h&iHs, GireP@Mhe establishment of

bei ng adm ni st he node of “admi ni'stration and
sdiséase.tdr.othRimyise pmvenns hmsier pefexl, bt everse Shrprogiessinn ekdisgase or other

ect.i,ve anun any given case, an
aﬁtbi eSFRIG PEPPIRFP & tan {Q’\ggmutﬁf’ SI;“%Enay be det ermi ned by
one OA s Qi iyt tBektelrﬂn "leffectth&: mdunﬂﬁnnkyldm‘w;thmotst meaning a non-toxic
peri pent ation. Teter pol . .
S HTIGHETI AT SRR T —
ﬁﬁ%&)hﬁﬁctﬁo BefSet. Thimet 8%46 anﬂﬁﬂn‘t/ Re@iitede wilkngiry Picrh €dubject to subject

are used i nterchangeably
depending on factors such as thé species being treated, the age and general condition of

the subject, the severity of the condition being treated, the particular agent being
administered and the mode of administration and so forth. Thus, it is not possible to
specify an exact “effective amount”. However, for any given case, an appropriate
“effective amount” may be determined by one of ordinary skill in the art using only
routine experimentation.

The term “polypeptide” means a polymer made up of amino acids linked together
by peptide bonds. The terms “polypeptide” and “protein” are used interchangeably
herein, although for the purposes of the present invention a “polypeptide” may constitute

a portion of a full length protein.
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herei n, although for the purposes of the present
i nvention a "pol ypeptide" may constitute a portion of

wa@2doalopsssengt h protein. The term "pol ynucl eot i deCT/AE2007/000254

used herein refers to a single- or doubl e-stranded
pol ymer of deoxyri bonucl eotidef-ribonucl eotide bases

or kri‘ﬁ a‘h%ﬁﬂe&{de“ afs Uil HAHGh G0k %ﬁ’:\ ?isﬁ{gg'lgl &t H5&ble-stranded

thereo ereln the terns

bnbmdr actfedéoxanbonmtaoade,onlsoxtdabnadé bagdfseor kgowm emelagiigsgor natural
dec easin | ev of activity, production,

@F%tﬁ{ &P‘H {h] Igﬂfng of a nolecule in the presence

Of a Al%afsbcﬂ Gt thenehHsetraddul avidig?, Cuh(&itﬂuteﬁ@mﬂtvaﬁﬁtléﬂ&;&hereof refer to
I, nvention gonpar ed tq the _level of act.ivi

RERATENS ndecsersingt thenewst obtaRBYIG (e qcaﬁp,ni;ecmepézsffupﬁlonlng of a

trﬁlﬁec%ll)es e ﬁgseﬁlb@ of™R %H%Pefr}fné'ﬂﬂl&gxy BoRCuRAR Hoent HEER invention

terns do not |np \ quantlflcatlon t he i ncrease or
dempeiad éo trnlevelwd artatify pradugtione S@cfrewrrﬁbw fypeféoning thereof in the

gﬁgrefglcg bf ﬁxte ntlcp L!?&[t&?f%%&ﬁ? o{j ﬁgéni e‘f{hés%%{]gh | 60,1101 t%§ Sypcg.langﬁcatlon of

I'nunono
(10353 mbmaseaétedesrdase aThmfrmduﬂla’aon megibetofany negnphdey sufficient to produce

in,the, ac n nce, maturation,
t%‘?eeﬁ}rf’ﬁl Beﬁult%é) i’g%bfﬁc lg‘iﬁﬁént ation of an i mune
r €S pPamg Gernd Mni@hdmoddtiktorae et eieréif frefess to0a afylecular mediator that
nol ecul e_ conpl exed, t o, associated with or f

0 ng
PlAYs ®fTole ARyj faf: Mty pidemn npaintenanee, ymagrioay i muﬁluwuppressmn or
%ﬁgﬁ{h@onmﬁlﬂ}%&f@g ng@cl ude a human | eukocyte

I gen (HLA) of any description, for exanple,
| ncI (e rﬁgnb‘uMHﬁbmolqcniet’ ecfersgo DR cpiHOalerss thy gssociated with or

Dk P, OB PR 55 SR A IR St

tiodréfere feludesahvane leokeytd en.tlgeﬁf(éH&A) of any desdriptiohge for example,

erll’f&lcﬁ %gt 8{‘]} ]i]i‘qﬁf‘é F%?@.@D%DQ@IC—@E sl-ﬁgch/l'%lgsrs fr%lerclzgfes, or non-

"chRSibAIMHE abMciles a8, fof efRife, t@wncmu &b EC.
capabl e of contributing to, dlrectly or indirectly

the tiharisemcothen ol syrigeramolseylel mobrs i gnumalpgle Gpressed on the
RS cdff, afl nl5SE erE’}t h&rl ahad Beo! Qﬁﬁﬁﬂaﬁgﬁr rﬁgﬁcullg The term “co-

present |nvént| on-w now e describ é
ls’omulatcmyt mnlgceledmpfess omlapy mplepule efapalde oxf ccmtltl wing to, directly or

W n F ant |
FRGRAEE e R S e b B iR e Y
d| fferentiated fr@nielbDessiption ofithe Draedngse of
Gw dlL-4f 5.d f
e e e Ry P BT b DaTRAIBHA S cxample ony.

@ﬂﬁiﬁé?érénc@fto @Q‘a%c@i’ﬁﬁa Iﬁﬁlﬁﬂ Ssurface expr essi on.
CDla + CD14 DC were further anallised for cell surface

Sigireds Com18signilicanslyreducesHArRBrexpressipr onddft ur ed
”D”O%B%ndﬁb's déif %fé?’tfé)%té{f’ﬁgm L Sintfhe 8%&&?;%'6&%1\4-031: and

of Cpn nduce turati
ékgr f3sH alayof Cohvardid wisnemchindet DO mithekRS evddCrerified by flow-

cytometric analysis of CDla and CD14 cell surface expression. CDla" CD14 DC were

further analysed for cell surface expression of the maturation marker HLA-DR. Cultured
monocyte-derived DC were used to assess the capacity of Cpnl0O to modulate LPS-
induced DC maturation. The expression of HLA-DR was unchanged on immature DC
incubated with Cpnl0 (A). However, LPS-induced up-regulation of HLA-DR expression
was significantly reduced by Cpnl0 (A vs. B, p=0.0408; A vs. C, p=0.0324; A vs. D,
p=0.0161) (B). Representative of 3 independent experiments.
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i ncubated with Conl O (A). However, LPS-induced
up-regul ati on of HLA-DR expression was significantly

wo edaoesssby Cpnl O (A vs. B, p=0.0408; A vs. C,PCT/AU2007/000254

p=0.0324; A vs. D, p=0.0161) (B). Representative of 3
i ndependent experinents. Fi gure!®-. Cpnl O di mi ni shes

gﬁfe' 3. lé;& \J dﬁgﬁui%céseéoﬁéﬁﬁntﬂg TRE-GHl el edsE By D

ocyt e- r| \' were used to assess t%e capaC| ty
of Cnilred mmadaytatderiveh N twere vased Np- 2ssese| basepadiy of Cpnl0 to

WBr & CHRat el . 2 GONCORL LILINR00, O A BRLOBon range of

a accurnu re supernat
V?@IHEﬁﬁLmEﬂgw T I\ELch:i’ccuBmlaloﬁhmkulaﬂe supgrhetaniot whd weeasured by
of 4 ependent experingnts r 3. O reduces
IENSS- PinGe rqp?%?%tﬁw(fa?ﬁﬁ wadg F@&%ggwsmﬁeacu on
(AfbiRe @Jbbﬂi@demewy Pe6AY@dnCa wﬁna@eﬂum-mﬁe@ﬁe reaction

the capacity of CpnlOto nodulate T cell activation
MER) a primary m xed-1 eukocyte reaction (MR). DC

wer e &lgﬂeclﬁhﬁ%n%gftg uctvgd FHhaggasied %as-ges%ei}]lles ag)ﬁ&‘ff of Cpnl0 to

days an tron was neasured 1 n
smpéduiata Tl lsachyatienl AD Clik Npginecy onxddaleikorytwsaction (MLR). DC were

S|gn|f|c tly.reduceg.b
SRR S SU6ERH5 Tt shtishe SR G il oroquction waymeasured in
%B'c@tﬂ&e@p@ﬁht@fsf By‘tEUTSAeHFNW atduheil@tidnowas Righificantly reduced by
rlmar){%ﬁl m xed- Ieukocyte Qf}Ctlrgg:éNLR s Cultured
neprd Oy tRatyaeireRrgsepkatiyr f 2 dudlere PIRSGEEISc cDa T
c%%}nse tfm@@ Goed HoEdffelt ThRNPPERFAB0R In 30PANERY Ghixed-leukocyte

or 6 days. Proliferation was measured using a
Cye@uttowl (MER) proliferation assay kit according to the

manufag gﬂre mdc'noc LWL %E@esatng Qéﬁ&ﬁnélggr %f&c QD4 T cells were co-

i ndepéndent ‘experi rrents ormng t
| ¢utimredi ianhepresdnog oaalfslenmafcﬂpm frdfol Gbalsl Boblifieratiai was mh@ured using

i nv e s vvn t hat t tr , .

o ARG e P LR, Seay RS Sspi 7 i Bl iafer's imstructions.
CRéprSsentdfiléof 2 dBebBndéht & eﬁiﬁéﬁtfsl ments, in which either
nmyel oid or plasnmacytoid endrl tic celglﬁs’ﬁs{[;egti from PBMC

ver e specifi cal |§egeMosef R pe.evm{rag WYy with a
rangeyghe %%do&&aﬂqﬁe 13P88 AorBREY, e@ﬂe af%'vé‘nt@ﬁaﬂﬁ%d shown that Cpnl0

dynam cs cyt oki ne production in presence of
Qmmra:ots Mooregby evith aitégennwesentng cgléswmma ty slgngnifig cells. Data from in

:@%gg eg%?lrétlavqu ngc&lggig‘%]r %@}éﬁﬁ&ge&rtﬁ% %ﬂ@%h@m cells (DC) from

CPBMOJ mrétspeaificablyededlesd fpriomto nttinadatinguivith a range of TLR ligands,

conpartnments to.the cell surface.. This. down

SO 2B PSS SR EE KN P Reh iR Préeh&r Cpno
ok 9By, RRE fRBhIAIISARRERIY thBRYmMERIY ?f(el-@dﬂvedtﬂic infeured together with
overal | antl-lnflarrrratory effects o nl O In

p@m]locf@ﬂwﬂbuﬁﬁ %@éﬁ@@ levgl o L &-DRopn: pr(yooﬁu@éatory molecules from
\r;\ﬁttrﬂae‘i’]t#'laqrho ﬁf’se{(])t ﬁ’l'ésceﬂ . BDPAGY HSY/;ﬁl%bd{ﬁﬁlogcbf MHC class II

ave aracteri z extensive he past
(ﬂmExnieNe;q:ressmn and reduced antigen-presenting capacity may contribute to the

overall anti-inflammatory effects of Cpn10.

In particular, to assess the effect of Cpn10 on DC maturation, the inventors used
monocyte-derived DC which have been characterized extensively in the past (J.Exp.Med.
1994; 179: 1109; Blood 2002; 99: 993; PNAS 1996; 93: 2588; Int.Immunol. 2004; 16:
767). Immature monocyte-derived DC are CD14” HLA-DR" CD1a" cells. Upon activation
with LPS, they up-regulate HLA-DR and express stimulatory ligands for T cells on the

cell surface. Here it is shown that Cpn10 modulates the extent of DC maturation in vitro.
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Upon activation with LPS, they up-regulate HLA-DR and

express stimulatory |ligands fefi1T cells on the 5 cell

surf t t ul :

cur 6% KR S, B P SO ORIl cos-incuce
tdxpresfion e fSHDMWDR hatth€eell Gurfavan ’Himgrddat:cﬁis HIRSDRn dx:presi;ion may be

expression o at t e surf Thi.
wmswewﬁrrsé@ﬁﬁﬁ?ﬁgyprﬁéu g 35 ddeied i funol 198
PrACRY ) Q5h % offRdr hahd) QSMOQH&&@& Ub@ﬁ-rb@l&tidﬂMDA DR may reflect a
1989; 143:3781). On t'he other hand, Cpnl O i nduced

cRhange aghe sfficmncyfof theremdre ks Pty a tor raSper Apfassnlopdrd MHC class
f t r

LI o R o B BOERg e v st

sbhmf e qurevdntien of D@ atauipties end edefwredi atigempiedentingecapacity of DC

8@%?%? ?&gﬁgg?gieeqﬁcﬁ' g g%&l {/1“%131’{ 108 gf %ﬂ une disease.
are aA&dok@hgly[T&ﬂﬁpﬁfserﬁQhV@iﬂloﬁfpr@adéQneﬂloﬂﬁﬁbr mcxalhlaﬂng an immune
of aut oi nmune, di sease., Accor d| %‘%‘Ft he ent

| TFSRAPEP & apBIFFTRS et e onegellng 1, e e modulating the

rRPQSS&1 §hr?ac§ l&b?e%!noﬂ fofial 18dst bﬁé‘%ﬁH@nﬁoIé@hl'e, “Ihlefe‘iru 8aid methods

or organ thereof, by nodulating the I evel of cell

seaniprese adpnistedngmn offecitve pmegnt Frebapenindlecul e,

wher epyn

ef f ect v%%g%%un a%ﬁ‘%h‘?%g%g{ lgﬁlgh %Biam}%taﬁ‘ Y y

fir sthastcomep eélks etisyoel whr adrgagy tlmneqfnbymaodldgtmg]ﬁ@ lavelof cell surface
| east, one or or

sub %g]%,no{?& g{ﬁﬁ’ﬁf ope rf’éhfirh(éenlc 8\%5(06 olFlO egﬁlle mpgglélg administering an

eé’iﬁéc@ﬁéh&ﬂu@tfof%haﬁ&@ﬁh 1one other cell surface

nol ecul e, conprising adm nistering an effectiy un
of_chbbeliis molgaieree) hre P fiagepuSesn MiRC GlE 1 molecule,
| od™P hﬁﬁ a§smzﬁ'MﬁtiQngie@§1§ The M:IJI@ @YAR, 11 Rloléeule may be HLA. The HLA
non- cl assi ca nol ecul e. The MHC O ass |1 ecul e

ey be FHLAADRTHEL DY, o fHeAHQA- DR, HLA- DP, or HLA-DQ

The cgl | expr .
anti golt FRESERER SR R S0kl shidAkieBlpRenting cell. The antigen
Mpaéséhtidg el Qﬁzt}e‘de t¢lested fremgthe gnowo ogEnpriding aanacrophage dendritic cell
macr ophage, dendritic cell or B cell. The chaperonin
19”?h§9ube a naturally-derived, reconbl nantly produced

or symhbiedia Eéljohfﬁ ROO de Chapaa@iydediled, beeombmantly produced or
chaper oni n

c salegtionlln pchiug;f cﬁp;egmlﬁwghgm%lég rilrb HHS %e of eukaryotic origin.
ﬁﬁg %ﬁ%&ﬁhu}gor%ﬁy he & an%’fﬂ N ThQ. chkP&onin 10 may be human

aper conpri se t e polypeptide sequence as
sehapfemniml(l)n SEQID NO 1, SEQID NG 2 or SEQ I D NO 3.

onin.10 may be acet :
The Cﬁﬁg el:;adﬁﬁfqpll‘igo r%%’ ¢onpIIse. tﬁé §§1§?%pgfde %g&tae%% é% %1&0 rt%ll in SEQ ID
PRI NUSE@AD NO:2 e HQaD aaper Tk thdp@ronfiné0 may be acetylated or non-
polynucleotlde encodi ng chaperonin 10 may be | ocated

i Achylatefet i ¢

The chaperonin 10 may be administered in the form of a polynucleotide encoding

,_,._)

3 @Qes#?aonse in a subject or

chaperonin 10. The polynucleotide encoding chaperonin 10 may be located in a genetic
construct, operably linked to a promoter. The polynucleotide may comprise the sequence
as set forth in SEQ ID NO:4.

The present invention also provides methods for treating or preventing a disease or

condition in a subject by modulating the level of cell surface expression of at least one



construct, operably linked to a pronoter. The
pol ynucl eoti de nay conprise the sequence as set forth
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nmet hods for treating or preventing a di sease or
condition in a subject by nodull 4t | ng the | evel of cell
i\i%[‘@ﬁl%l@%ﬁl@r %ﬁéﬂeﬁf‘sa@é mRthods 8hpARLMAINFRIBGUb €he subject an effective

erein sald nmethods conprise admnistering to the
suijust of ehapedonictl.ve anount of chaperonin 10. The
di s eg@% ng@ﬂ%% %Ef ﬁfr\‘hh%? %ﬁﬁsee tferggﬁé Bf‘&e@%ﬁ[gf& (ﬁ@éabﬁ 8r Sondition in a
| skt 0 modhlatisg)thied el eﬁpaflbmfaoa ex;fressioﬂ afond ﬂeaeirmlecnth@rcell surface
cel s1urface nol cuI e mBJ *ts tnvg adm er i ng. arb
S PIEElARSTS SOT I RR A T RCn S, e MRl
PRe M@I@&oﬂéﬂ@le@n@ﬁ%e lan TNIHECTla8s 1 Bid1dvki6, &h A8HCI Class 1T molecule, or a
nol ecul e, or a non-cl assi.cal NHC nol ecul e. htiLqL

The HLA may

areasdassicahyiie maleqrls; The MEE Clasellpalepyly
%PKLDﬁrHﬁMDPQ»r Hh&- ]gel | surface expression my be

of ah "antigen-presenting cell. The
ant i Breprelisamnfaca gepessionmgy be thagl0é er autiganapresanting cellypThe antigen-

P T DR PRI b B o

asweélpt ed with, inf ectl on of the subject by a vi raI

or bacter.ial pathoge The ease or condition . be . )
C anceT egwaé%g{)? Hglra%{ﬁs o, of Bﬁﬂﬁ)éfw’gﬁ assgtnlgﬁe?dxyﬁl infection

a(%tﬂé@l Ect b Ta8GHal BUSacERPEAGRogehh Ehe iaReseti ddndifloMmyaythe cancer, an
a natur aI I{X derived, reconbinantly produced or

syuteitmeunsadisopdesy m@@@@@t@nﬁ@@r@h iephemg or THeCtiqys Jisesi n

10 rmay tp %hQ erﬁ 520 Y Ohila§ gé ' 'Iﬁturall?f d&lf'\?e‘aerl‘éeérﬁbﬁigntly produced or
may be aperonin’ 1 aperonin may

cs;mﬂretlsﬂlyt pﬁ)dpcﬁdyqzimpenodm 5@ qlbachapesorgetl Ofmal' he |0ﬁ eglyotic origin.

3. The ch 10
Bl Sabtioniy| Loet b Fen SEReT B The- chaper on n 10
may behaeiHpBionie @ ehayrtodiisé d{mpoij/peq)tmmsyqumb@m saldorth in SEQ ID

cNGFbr oA ADTHORgT BBQ IR NG | s IGBRBRIr: L GHHSt 1< e laed or non-

operahky |inked to a pronoter. The pol ynucl eot| de may
cg&nﬁﬁ?[se the sequence as set forth in SEQ

D
pr esefibe haperanim 0 aeryi e adrainisjerpd %F@e@ﬂﬁét f?o&gyl?‘tﬂleonde encoding
E’lfﬂf%%%ngmﬁﬁéﬁﬁhf@&ﬁﬁe@%ﬁgﬁ cﬁ&ﬁer@ﬁ‘iﬁ Irlgsrg{iypﬂe ®fcalld in a genetic
O&ﬁlsﬁ'&&tl opdralsly liaked tooa pamatére rﬁmfpolmle}eetldﬁ Bay @ompnse the sequence
nmet hods co nistering an effective anmount of
cP‘Pai?é? %fﬁﬁ@i%t hods may further conprise
nodul ghé pigsédt eneftioh additiGdlly psewifdaanethudy fos modnlatlflg dte level of cell

| east one other cell surface lecyle in a sub
i purkace leaprsssieinel &t deast ong MEltemglecpledn g sthjgrte 12 o feast e cell, tissue

C frBf aﬁ'tﬂ&e%%ﬁ&éﬁ QhidNGe@Bae b aptidey SlrRiRRRngOdn effective amount of

Onl n
chaperomn 10.

The methods may further comprise modulating the level of cell surface expression
of at least one other cell surface molecule in a subject, or in at least one cell, tissue or
organ thereof, comprising administering an effective amount of chaperonin 10.

The MHC molecule may be an MHC Class I molecule, an MHC Class II molecule,
or a non-classical MHC molecule. The MHC Class II molecule may be HLA. The HLA
may be HLA-DR, HLA-DP, or HLA-DQ.
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The MHC nol ecul e may be an MHC C ass | nol ecul e, an
MHC C ass Il nolecule, or a non-classical MAC

wordoeosse7 The MHC C ass |1 nol ecul e may be HLERCT/ADR2007/000254

HLA nmay be HLA-DR, HLA-DP, or HLA-DQ The cell surface
expression may be that of an ahiigen-presenting cel
The [ .

" S UBHEREH A0Sy SPMEE SPLARERDLCARA I8, Th aniecn
qmd:slentlﬁl'g"lmlbmay detselented ftanoithd guotih @omprisimi demacrephapds dendritic cell
foh Qﬁdulating the function of an antigen-presenting

n a subject, or in at |east one tissue or organ

t her ek, prédest Rivenital thriet PRdsdes mhmefoa@kmdmmagrth@ @unction of an
an effective anﬁ)unt of, chaper on| n 10.

The
antiegerreprEag rell Hya sdectatryingel ewoe@tﬁéaqurﬁg%@e@% (pherein said
?Rém ds%b r1§e E@lﬁfn‘i’c e é%?é%g{/é &h@urﬁ%lflchéﬂ’erc%lﬁ' ¢p! . The
unction be sel ected fromthe group conprising
m gr é&hneonntngﬁnabresmphg nestle may el belegied videmo theo rgraupe edomprising a
t I t invention noreover provides
acrd%lﬁgggﬁg&v% luoge%%qgr the treatnment or prevention
of a"[lﬂxlesﬁaﬁstmmmaydndseﬂecmd frohetlel grospi dngpoisgsimigraen to a lymph

ggn,%ez cha eronl,]g ég g et her wth at | east one

el agtivaton otk A hPRBfEa rier . dil uent or

adJ U Vgt es%ﬂldm%}ﬂfoﬁlrﬁokbﬁr%@@@és%h[polﬁloﬁﬁ dibaues fobehe treatment
| evel fprcell surface expression of .at |east one MHC

(9B IPERFREON Pha disrassedTotnAILNY, HiRGreiFaih SPmRpHLPRS eorise chaperonin
1%‘4?&(3‘[9& Wig At léﬂlxé"t foﬁf gh%%&ﬁﬁh@? a@eg?able' SR, & T&n@hpﬁ‘djuvant and
cel [ “surface nol ecu ule may be a
®hesgn nhmdt@cwlnm 1 madaidtad the deviel ofro¢lb swifase e@pr@smn of at least one
:Mﬁcg cal MHC nol ecul e. The MHC C ass Il nol ecul e

" The HLA may be HLA-DR, HLA-DP, or HLA-DQ
The d&llelchsplerrfnaﬁel Oexpy €oshed madyatd ehd Ratl dff celirsurface expression of at
nt i nt| ce}[el .. The antigenpresenting cell
ﬁﬁ%ﬁ éHr fdegr oup conprising a

macr qmaqaﬁc I%Iéeﬁuetnh%, bhd MHC B1£8 T hmolddie, b STEITS Class n molecule,
invention als rovi des conposi tions when ‘used for th

tor @atoegiassisel arplee. dheaMHiGs hase lonoleswginaobe HLA. The HLA
%ﬁfﬁﬁLﬁ%?\hﬁﬂﬁp §I b BPA- ﬁ@nprl se chaperonin 10

er w east one pharnaceutically acceptable
car r iThe,celisurfacet explresanbjnun@nbe thahdf avhenteden-nirésenting cell. The antigen-
functl on _of. an

J’ﬁ?%o fii o eﬂleglg}q er?ﬁ eg{gﬁl fr(flﬂ & &P é:g{npnslrngl ahmgi;ropgaa%e dendritic cell

OB @dnssue or organ thereof. The antigen-presenting

cell be selectedfromt roup. conpr.i sin
macr Jﬁaﬁeena HYaRtien alsg éarfpwg?s %}tlongpw@%wg@ af%t%tyeatment or

ltfﬁe\%ﬁ{i&? bed didedd S @naltRAPwhERR! éa3d B8MPbEfiGs @MprRe &haperonin 10

together with at least one pharmaceutically acceptable carrier, diluent or adjuvant, and

wherein the chaperonin 10 modulates the function of an antigen-presenting cell in a
subject, or in at least one tissue or organ thereof.

The antigen-presenting cell may be selected from the group comprising a
macrophage, dendritic cell or B cell.

The function may be selected from the group comprising migration to a lymph
node, T cell activation or T cell proliferation.

The present invention additionally provides the use of chaperonin 10 for the

manufacture of a medicament for the treatment or prevention of a disease or condition,



node, T cell activation or T cell proliferation. The
present invention additionally provides the use of
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the treatnment or prevention of a disease or
conditi on, wherein the chaperohﬂ‘h' 10 nodul ates the

kin Qfle @@c{#ero?ﬂrﬁ fl@%(ﬁﬂ‘é@ésetﬁ%'l%l ef cal s &éb%texﬁf@,m%'@f at least one
m) ecul e chaperonin 10 may further nodulate the

IMHélmol‘eC@lell surface expression of at |east one other

cel r(fh%? ﬂ'l}g;% z{f? ltlr?}ecotégglu e’ellgsﬁlr%@e M(Efession of at

Cl ass
rlean;-t oheisthexc@alll sltﬂ'ﬁbemnbbmﬂlee The MHC d ass |l nol ecul e

35, e 0B, AT, A By B 1 o

ajtd SRNCIRdsRRE MHO @néledle. THEMMT CURHPY @SRBUIeRFay Bt HLA. The HLA
may be selected fromt he|A|gDOUp conprising a

faey bpHageDRaEkdy-DP; er BEADE: B cel |. The present
If nve Heo&llfdﬁgitag@é rp? %’dnﬁrﬁ%ﬁ@ thatlBf aﬁﬁn@é@\%é&ﬂhﬁ 11:91 The antigen-

or t'he manutactu canment for trea
qrregentng el oraydfe wlagialcfion the gmmomms}ngvmmétqphme dendrltlc cell
chaE?er nin 10 nodul ates the function of an
t eé -presenting cell in a subject, or in at |east
one tTiaSpiesedt 1n®'ém fuRbegnbdvidéhtheant bfjetmpproasehd forghe manufacture

be selected fromthe oup risi
ohlch BAleg@en e fruniegt bt e BT & TRen eghgifiopgyherein e
%aﬁ%ﬁﬁlt ﬁﬂm%ﬂﬁ’lﬁ’te% hige BirRHEN 60 BP aht rB%@Elﬁ iceln it @ s@bject, or in at
| ynph node, T cell activation or ce proliferation.

ﬂh@stpn@ﬁé&ﬂ? or pxgap theseethor eover provi des nmet hods for
rmodul fd 1&&?{91%@81@15? bAD mh PO 1 EREIAN 0 e Gofif! bomprising a

and/ or ce ace expression of one or nore
i inmerophapdydeantidtis celhomBsalj ect, or at | east one cell,

tiss or. of. anth r eof rein saj J

adm ni & SFICHER 4hse ‘?58 efs@@"}g utﬂ? gg(#u%c ﬁga;}pﬂ-?lrsgl?ﬁ E&%?lbﬁ o a lymph
aﬁtdievmee;eﬁaantaﬁen@hmenzpmuferhaomodul ates the |evel of

cell surface expression of at ast %'C Jucti
or at Thepresend ABVestiAR ﬁn?f@‘i"feréﬁ?‘fl ‘?,S g% emgg'f'llétl © production,
nB'cQ%‘A ibn ”Wth*ﬂ? an MiC fHaass dellMuffaed CexpbssMiC & asife or more

ecul e, or a non-classical MHC nol ecul e. The MHC
dnaaanmOdvéat@lts uhe sn’a}ﬁ% er pil lsast pre CFILAIW%O@@N@F?M wherein said

Athocé% cgﬁpﬁm&gmsyllﬁlgca%l éffe%H{'/é ?ﬁ%ul?tﬁ(ﬁf &S54BRin"RY, 2R wherein the

ant1 gen ent1 ng
adSHaJpgt@ﬁﬁT é6 emdduigtes ethé lewee) dfecdbbmfaoedexmcamonhef @t degst one MHC
or Bcell. The

OB P B R SRR Lo o

i dent Tﬁé’ MHC 2ndlesiRotag bk RAMHC Class I molecule, an MHC Class II molecule,
or a non-classical MHC molecule. The MHC Class II molecule may be HLA. The HLA
may be HLA-DR, HLA-DP, or HLA-DQ.

The cell surface expression may be that of an antigen-presenting cell. The antigen-
presenting cell may be selected from the group comprising a macrophage, dendritic cell
or B cell.

The present invention also provides processes for identifying a compound that
modulates an immune response, wherein said processes comprise:

(@) contacting a cell or cell extract with a candidate compound in the presence of

Cpnl0; and
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nodul ates an i mmune response, wherein said processes
conprise: (a) contacting a cell or cell extract with a

weandiogkss® conpound in the presence of Cpnl O BETALG2007/000254

det ermi ni ng whet her expression on the surface of said
cell of at |east one I\/HC mol ecl®e i s nodul at ed upon

cont ?gjrt hefepmﬁﬁl'l Wit %?ﬁ%ss‘f%ﬁ%ﬁg suﬁgﬁ‘t E£ r@&ﬁsc%ﬁ of at least one

er conp etermni ng
é\ﬂHCeseleomie drmpéhaatsd rupan eongfict sdthosagb¢andifateatonipeasd. one

ot hercel | r Iecul e. 1S nodul at ed upon cont act
V\AthT§1§ chg%’ n§‘§’te c%rrﬁggi?ﬁla The MHC nvol ecul e may be

an I\/IfE) Qd&fbﬁmimﬁg) wéethee ,expresd‘iddCoﬁl the Sutthcarol eqid| @11 ¢ff at least one

a non- i cal I\/HC m)I The WMHC Cl ass, Il .

el ﬁw%@e@ms ium%@tarqmgbﬁmdﬁaﬂdlé&e cgppound.
HLA- BQe ﬁh@ ﬁ%i&uﬁ%éﬁﬁ@aﬁm{@%ﬁm@'} e ahMHCOE18T molecule,
antigen-presenting cell. The anti resenting cell

ey isa-dlegsisel MHE manteqube T@ne(MHCcﬁ # llsmatgcple may be HLA. The HLA
'TR%’@@HEQ@D dp@g bl G GEWlper B cell. The present
i'nvention a%dl I 0

naf I'y prOV|des processes for
sc r eé?ﬁerrgllasuﬁhw aiprd:s;nonfmagohqoman dfan @ntngsbarpres‘eytiag cell. The antigen-

d
§§? Oun%gég TTBSe cﬁ?‘tﬁc g efron(x é%l mé%’%s acz‘?fel]s Onse%gafrogﬁag?e fi?ndrltlc cell

eftBF@tt wth said plurality of corrpounds in the

presence of Cpnl G, an b) .determ ni ng whet her
expr di R5ASHh RvRRLiQY ﬁ@@%@n%lry vl pracesies dor jeasayingop@lurality of

Mdﬁ:i h@scfél ﬁlehﬁ%@@%@t)ﬁﬂi HRO h SR ACAn Whidins "i‘és‘f)onse wherein said

pl u |ty of co unds. The processes may further
quegssseseompriye:det er mi ni ng whet her expression on the

surf e Of %@fn? %eééll 8I' ltl (J, ég v&tﬂesa{lgﬁéraﬁﬁ hf co Bounds in the

surf IS rmdu ate upon con
quelsread:ebf}qmﬂOg:md)ounds. The MHC nol ecul e may be an MHC

d I I MHC C
non: dbhs SRISERINRIE RIS GEres i e GREe Pl gl pioet loat one

U PR oldetle isTMB At ip¥n Béntht:AviBai d bibrdity oOEonpmBE

The cell surface expression may be that of an
antl é'@W—R:li?@s‘%qﬁthgfu‘éthPﬂ compiiseiant i genpr esenting cel |

?e‘hg; 1&% rv@{&ﬁe? Qéﬂ?n %) E's%&fgge 8f said cell of at least one
macr op age

Itic ce or B cell. The presen
i athaereell swrfiagmdleculp rsauo@iésteqb umgm@t fath sardcnlulrahgv of compounds.

ol gl bl iUy 8 S B RREC B PR ERE AL ot
e §al- blassidaisM@C%ol%@ﬁﬂﬁeﬁﬂ%ﬁlasmﬂbmeld@ubahﬂy be HLA. The HLA
g;lg}ges%m%n SPagm-IEI 3158“ ng an effective anount

The cell surface expression may be that of an antigen-presenting cell. The antigen-
presenting cell may be selected from the group comprising a macrophage, dendritic cell
or B cell.

The present invention further provides processes for inducing modulation of the
level of cell surface expression of at least one MHC molecule in a subject, or in at least
one cell, tissue or organ thereof, wherein said processes comprise administering an
effective amount of chaperonin 10.

The processes may further comprise modulation of the level of cell surface
expression of at least one other cell surface molecule in a subject, or in at least one cell,

tissue or organ thereof, comprising administering an effective amount of chaperonin 10.
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cell, tissue or organ thereof, conprising
adnmi nistering an effective amolft of chaperonin 10. The

VHC
T, B 05, Py A Sk R iy O 1 o
Tdrea MiGclahsaens MHCrmobleculk.eTalyHe CHisA T fiodeckhleAmaype BH.A. The HLA

HLA- LA- 0 L A= DQ. e cell surface expression
n’ﬁﬁyMﬁRgﬁ%’bﬁPﬁ]{ﬁ'B@semi ng cell. The

ant i gee cdll PERSE BXprBGiciehmby BRYhANOf 98 lafidfadpresafing leell. The antigen-
group conprising a_ nmacy pha%e, dendritjc¢ cell or B .
cRIpsenting gclh mayels seloriRdh P BINFSF GBRYISISHg ¢ gpcrophage, dendritic cell
psagespes for identifying a compound that nodul ates an

i mune response, wherein said processes conprise: (a)
cont abhd prgsent bvlehtiarr merdoversypyides Picessesios g‘?ﬁﬁ*ﬁ@ﬁéﬂ&a compound that

co nd_in C - ). o
GOPBTAES o Bl RePS Rt indeid b SosdMntiily |

| ymph(anodeneictinpe calbiok ictly exivach etithveatandaiatt compramnd én the presence of
pr olf' f_er(gti on of T cells is nodul ated upon contact

wPH &2y candi date conpound. The cell may be an

anti g@y- pc!é@&ﬁﬁﬁiing GyHeddr thelM@ratidn @RsHidEEs i iymgpicadde or the ability
may be’s sel ecte

( fromthe group conprisjn . .
e adibyBtegend/erepanse mrelifsration pf B qellp 13 mdéﬂ%?cﬁge% contact with said
[ ' provi des processes for screening a
p?%‘?ga}e?é&ng#ﬁg%hpounds to identify a conpound that
nodul Eheselamadynheine antigpopssentingesadi. Thsapniigen-peessaiing cell may be

conpri se: contacti.n . tn Wit h

CTBN im0 SR g e e g

Cpnl Orh@ngedch) ideéion alsogpwiviteheprocbsesti fyr afcrapningf a plurality of
said cell to a |ynph node or the. .ability to activate herei d
2 FRITBFINGR 18 A Pr GrERaUBA ThHt FOREpes p Bl Tgpias, wherein sai

ugﬁq;geéggyé&lqﬁﬁsyth said plurality of conpounds. The
cell may be an antigen-presenting cel

.. The . )
ant i gém- peanastingny cel|ar erll exiEact weidh éé‘@eﬁﬂlﬁlﬁ)’n qfpgpmpounds in the

géﬂoeggn#%gp%h%.r&gga macr ophage, dendritic cell or B

resent invention additionally provides .
pr oce@yesdétaminiguiiztherghe hdgrhtion of exd 6fll ma lymph node or the ability

antigen-presenting cel.l in a subject. I ; :
offe T GLbasEr spgR P bhterur ol b s abg e Bupkf dBhtact with said
cgﬁpm@@f@&ﬂi,dﬂnag,eri ng an effective anmount of

chaperonin_10. The ant| gen-presenti

cell .may be " 1 b
sel ecilbe oeH orax ke agr BNHECRERPFILIA @elgg@mt}ggafpggsg,rl ing cell may be
d@ag&éckfrgmctﬁé %roglg Brfpfising a iH&rbpHaGE, RAHRY cdiForsB et ed

fromthe grou rising mgration to a | h i )
The present invenr'gz)n additlgonally provides processesyng modulating the function

—

of an antigen-presenting cell in a subject, or in at least one tissue or organ thereof,
wherein said processes comprise administering an effective amount of chaperonin 10.

The antigen-presenting cell may be sclected from the group comprising a
macrophage, dendritic cell or B cell.

The function may be selected from the group comprising migration to a lymph
node, T cell activation or T cell proliferation.

Those skilled in the art will appreciate that in accordance with the methods of the
present invention Cpn10 may be administered alone or in conjunction with one or more

additional agents. For example, Cpnl0 may be administered together with one or more
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node, T cell activation or T cell proliferation. Those
skilled in the art will appreciate that in accordance

wowaoi/oedse7 met hods of the present invention CpnP@Qr/AH00DE00254

adm ni stered alone or in conjunction with one or nore
5 additional agents. For exanp?%: Cpnl O may be

aping %F&tﬁ@trs eéaPamg lQiffkﬁEndl\A'tHg &{Eeopfnd?fcp;o?-ﬁtl,&?,M@t’PLR7 and TLRO.

capable of stinulating on€ or more of TLR3, TLR4, TLR7 .
itfprRély, wedprebam dnysption enpmedates combimatipw therapy using Cpnl0 in

OB P AT ORI DSLOR P SO O s sn o
tHoz akareple, Opnldi menbessadidn diestneati@est. of vinal dixeaspd which are responsive

% %"1}? agﬁfaé&’if}b‘lgg}gp%ﬁlg fr{‘;eg%egoésgsel{chgag jhmrt ﬂszl‘%//:o ) ulrth(ejri, 28 Agonist-induced

| detiedtionr TELET R AL RIMNy previotidla.bebnl iépgteted t8®nhance the response of
agoni st-induced activation of TLR7 and TLR9 ha

A S, -
pHBgPs eI Tpdindeh thespar eB1Q Payhearied ip renpastitinyih gpdiation therapy
HBF@M%%a&&aﬁ@P&fﬁkﬁn therapy, Cpnl O may be used in

conjunction wth radiation therapy for the treatnent

of cdiveench Fombination therapiesatidhincanhomgpl eStheccgotbination therapy may
Q nen f e i nat i . .

SRRl Bl B GHI BB, gt sy s, s

ao gesvidotheadesited tffecnAlttinatscly,sthe asmipongtoitiagidet foemulated together

desired effect., Alternatively, .th 0 nent s b .

B UNEDR Ser Bt ot S e b o BEE SO Gred Ropatfcly, it may be
GRBIRIBA O thePE nts\MB it adifintit b @ b§ths aRMeAoeleYof hdministration,
g}g&pbe preferred for the conponents to be adm ni stered

wgh 1 igmot neepseary fordbisitabe 6¢-at i on, al though it is
not ary for this to be so. s Cpnl O In accordance
Wi th pects and enbodi nents of the present invention,
a sulpectorimoserith afpetts @ad reerbodingendgsiof thiegreseatlinwentfona subject in

ter{?fgg gOtJ Lt}r/egaél{laglﬁgl@taedon{nplgge{r%cp Witlhngrp %ﬁftﬁgcﬁv?el grrﬁagrﬂb (g)fd ngﬂSS In particular

ed 'S accordingly,
temsbodnén®s plak yadjdct de be tidueedn isren hipinD a4nd| y@epdingly, the Cpnl0

Those ski|Jled in the t wll appreciate th O.th .
sredyegids tdhe hwalbgpvﬁfep@psmr@das 3@0%%% oA il ppreciate tha
the Pi%%% entity VOB ICHR 1 TRYed/ A AcSHIRERIAK A (R préscAtilShAtion may vary
of factors, for exanple the species to be treated,

Slepbnding on taeundpat| @ fgeiprsp dorsefammle thesgpegiss e bgdreated, such that the
' 0 ' t . be

Sl dfes SR BRET B8 dbehiond B iR ARY, 2

Cpnl @pr¥Btrhaydise ke ndverdllidefbed, octoatbimdnt o &@Ehetic Cpnl0. Methods

{ ngl. Cell Biol, 78:603-607 . 95 (J
oD N30 sbh. SSBAdy Pl ot bel LR0%pI Do Bkt (et 1995 U
@i@!d Chér m@@@oﬁﬂ%ie@@éﬂd J@lﬁﬁo@&ﬁﬂmma @ BsoliCraehd 30:4038-4047) are
production methods_for reconbi pant and syntheti )
pramgles aitiurtadlearadiston é%%h%_eﬁr irﬁw@ﬁ?%jé\ﬁp |Sa(91%s§?$ ziynlo protein
&hhif metRfA0 ekl NS EIGIS AR PRr&NEr BUT bAA3C @bioRM Expression and
32:276-287), Ryan et al, 1995 Ej Bi ol Chem
2h0122007 3220635 TaRaTnbwly 1905 &l BiokCem2I0NBAPBL2GEY) and Zhang cf
182: r .alxp| £$ 0 ] - ' -
T S
aindhenghlly-deriedd Cheld prdtkie atbeugh the shjiledemidadseeet Wil appreciate that
the present invention is not limited by the method of purification or production used and
any other method may be used to produce Cpnl0 for use in accordance with the methods
and compositions of the present invention.
Cpn10 polypeptides and peptide fragments for use in accordance with the present

invention may be obtained using of standard recombinant nucleic acid techniques or may
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the present invention is not Iimted by the nmethod of
purification or production used and any other nethod

worey7ioessesed t o produce Cpnl O for use in accorBenag2007/000254

with the nethods and conpositions of the present
i nvention. Cpnl O pol ypepti des- ¥hd peptide fragnments

fb%r gt@gs&&i %%Q%ﬁféctﬁlﬁ@ Joﬁvé i'ooanrl @br &Hdﬁ%@?&é é}%ﬁw@ﬁgechniques.

ned usi ng of st/an reco I nant I"C acCl
t@m‘iﬂl pppdaslesa rmayabb @re@llrde& d&{ deggstidro rof ex anlyipeptidsl mith one or more

fpgg%ﬁ!ig%{ﬁ%glc aoﬁr&%l[ggg{ eag%&%(g h%@eg?%gt@z%t%bylococcus V8-protease.

dﬂ@&ﬁgésm Sptide paLmpepichilBe putifledbp fof ex@iile, high performance liquid
rot el nases, such as endoLys-C, endoArg-C, endod u-C

éihﬁo@%taﬁﬁyhléégglf%t%mﬁl"%& ease. The digested peptide

fragremiRlisens 0er PHfe! fih®ghiBY . afs@r c@ﬁt@ﬁ%ﬁa@e fHeg hdministration of a
performance |1 quid chromatograph t echni ques.

mehovicleetids eogoding Cmlént ilensug s@w@bweﬁw apknpelectide is typically
SRR AL SUE S A SOER PRk s produca

cfpﬂmabllg)adknlmk’eahdrmfahp polynt@eotsieh thhatbj¢chelhe polynucleotide may be

AR e LE B ST kS0 THREPag: i Bt 8 PIRERL et i vector, o

e BleY NdiflaBR! WeldclRYdifeddot Nhst Bisedioh0os uﬂare@gi sSeqmences their
a vector. The vector maﬁ be a_plasm d, vector, a vira
§

vatediction rinfh pulamielic £6 a"ﬁfieﬂ\‘?ePPfIEPi?loé’dQEt%ﬁ ingp w?é sequences.
ﬂfp%atﬂz% QLctdrqt §legRarSEEY §s§rontv|%@io§r ahdhfa! ?qh’cﬁﬁdé)&pressmn control

karyotic cell s and the expression o
|amtlr mucsemgsmquemessuchmm & ardmoteh earv gohancer, sikpsome binding sites,

eg? aé%]g}t(ll%tﬁorg )é iendls) sSI o(p &ra%gt Ortlogn%rrﬂ%tlbﬁl Jeﬁg ces. The nuclelc acid

processi ng sequences. stch
PdoRB@ICE Ito lﬁﬁacﬁﬂﬂflﬁﬂﬁed mdyl baapiee ixikedi DYASDt @say be in the form of a

pol yadenyl at i nal s and transcr ion t nat.i on
EuNGaY, gHBOHN B S RIBHBL I b prrabte e

adm nftet @ped ﬁ@ypétbﬁﬂp maslqlanak&dmﬂ% AMd BRYeh® asnset fgth in SEQ ID

formof a conposition ether with one or_ nor
ﬁﬁ@rhaaquuceﬂ@pu@e awemea thecpplynueteptidy eaceding @pnlO may be as set

f oqu{ h& %@%@6@%4"@@@@%&%{% ¢ éeahgm%%aang Et‘hé?'étoststhgbndlse to the

e nucl eot’l de sequence of
pxewme lo€ GHQIED é¥Rddi Incalieprati@e wanpoiancuts, slet ndddeatideisaquence of the

D, NQ.4 or spl C ddent it 0 0
el orne ay e et ke AR B PRSIy s B %o 20%. 6%,
9;]170/@I gtsl% 8299% ed@gitgoditmmh sequéiee setufolth o 'sge 1%151@(941% of
the po eoti de shar e _at t .
60% "FbiD hosipoRsSef TotisimoBoRl SRS 8Y OPOISaNR SAUERY o ied herein
Wik ?raéﬁ@nt% GHY %‘I‘fﬁltssﬁferéco@r BY v &%%Be'\@lff peﬁﬁ&é"ﬁﬁgrhélﬁs of Cpnl0
scope of the terns f/é % pept i and” "pol'ynucl eoti d

a@ u@é@hb@ér gnn WPe 9 nt@eanbchﬁmercélms OhePedT . a@yca‘uon No.

Scr IL{)e a4y nbgﬁ?ag)sy{i élg%gtht qgcofrﬁﬁigge\g%eﬂ? ggéecgogtsaosﬁodlments of the

aupdencatentionNo. PCT/ AU94/ 00740) may be used in

?ﬁsg:{ﬂ} 3 t h as[pee%t 2 and rg;%:)a%cge rspoﬁg)egtlh% Eercﬁlle%ce tﬂat encodes a

agoinBtit@ent ! iy @Qﬂhbtﬁcﬁetﬁ 5 lf@l'D-@@lg‘ﬂh @hnEMeAAES. dn terms of the polypeptide
the fragment possesses qualitative biological activity in common with the full-length
protein. A biologically active fragment of Cpnl0 used in accordance with the present
invention may typically possess at least about 50% of the immunomodulatory activity of
the corresponding full length protein, more typically at least about 60% of such activity,
more typically at least about 70% of such activity, more typically at least about 80% of
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constituent or is a constituent of full-length Cpnl O
protein. In terms of the polypeptide the fragment

w@om3mseses qual itative biological activity in POYADR007/000254

with the full-length protein. A biologically active

fragment of CpnIO used in accot®ance with the present

IsHME ALt & i
TR, SRS LIRSS ckspal g sOHAS opicaty
fleast attoah §3% qfisuctedctivityror e typ| cal I y at | east about 60%

chﬁb@h Fl:%;ml Vil *}J{?B ”rer%% ;‘%ﬁteg ‘1 relna effrs 19 ateasg%%ﬂb[o s 0/S7llol’flfar molecules.

Gﬁ&k‘a‘t’dlllyaﬁﬁdl@ib tayl,d mﬁ&céwahaﬁh leitcorle ﬂo@ﬁﬁpudﬁmuhlcﬂ @¥ssebs qualitative
h acti vj tt%; and nore _t ]i)gl I .east about 95%
fologigH agth j ipycomRgn ¢ GeRpra eptlé% SEAEHCH SPEfGs also possess

rq%ﬁtraﬁvé Bm?%;?@all ABGViRY 1Y cothibh 2IFubMbE Ghdse %ol}@%?ﬁd@ééqﬁence variants

nucl ei ¢ aci sequence vari ants encode

wpaycHhapoeideass 59%&I55Vtat60% 6670 70%i dav6, é%@%,\zﬁsf 906, 95%, 96%, 97%,
@%W@Q’/G@&ﬁf ?&j Mentp[g_l ypeptide sequence variants al so
[

possess ‘qua ative biological activity in conmon.
Fur t Herthet, hesdapqlofyeptidcimay enphedecanalapues mlserﬂayhesﬂeané‘analogue”

St Baop PSR Uap b« G GEC & bich G R e adaiton

aleletibh aBﬁbsﬂﬁitl‘{)ﬁediﬁ bR offBiifore N&rhin Cacidi}| sughl @Bat Md&elﬁ(ﬂyﬁbptlde retains
the term "anal ogue" means a paql ygeptl de ich is

é@P-“rWﬁﬁ”Véh%ﬁa% RSHORF SRt UMY VelSoBAbKRRwa In the art that some
%ﬁﬁh& la81dls nqg}} 6t 'cﬁ£h c@UPRtih L hdI19Peide OPRLAS aTRfiRg M Q@avfcy of the

acids, suchthat th e pol ypepti de retains subst antl ally
m@p@m@e f(mnmrm’qwas snb&titwte)nsianl OTh¢t teirm wesbhseevasivg jamino  acid

stﬁ{lt‘i ggferss ?101?%& g&)l fole y o]?xo}'%%: éf%p aflother amino

ypep erlng € ac
moi@w&btslrﬂﬁar(p‘romﬁeslwithmea pullyptptidlﬂtdhans@rinﬁhp séqrente of a protein).
onservative am.no. aci HU}Z_I tution'

B <amle dhe SPOSiERion: bed i@ (GG S8 84 (Gl for the

ANAIHSS cRILEP aﬁ@ﬂdjadiﬁtdépﬁ’hmabﬂr (A RRTE &% a/\ﬂcblliﬁeﬂ/aﬁve amlno acid
pol ypepti de chain (primry sequence of a protein).

ésehﬁﬁw@n tAvaing @5id pdditionsrmay resplé fiornthgsianPha el @ polypeptlde or
G dwit é:')s?&ﬁ'a ﬁ&\}gﬁ'ﬂ dlme | &r f)ééptfa@ah%d a8 ﬂ&yhlstldme tag,

aCI aspartic aci d onservative amn
acaltbss bbwling proteimf{usiam, gotatltone 8ddinsferase fusion, ng@ulﬂuorescent protein

the, f |
AP i PRI B TR RebBieN ASPLARS oBL e AT Uhammple, the wild-
aylﬁmhmﬂharstﬂgnﬁ)lym?dmw@fsmphwdm a@hﬁomﬂ e}SMftup&pﬂtde moiety at the
ut at hi o r era usi on escen .
%&@IW% @?&HS NP e B % ﬁ@a&? ﬁl@ CH %@O%ltﬁc Rf which is
"’iﬁcd: the%lﬂ%@/ ref:é?énc%)( @f"ﬁﬁ Qddiidgalvilhdhy l@&? MGS@M lat the N-terminus

Cg 0 etldema rise an additiona
@8 bly Mé@y2%ﬁ 411@ tier nCharerpmEQ!l ) puayosuppsession” PCT
f eqdi
ﬁ@%?%%@oe P66 N0 1t SAGHY Er Sy BlorpSrated herein by
abﬁmnne) oA)anr edditienat glytine NQG) eresidnel sﬁ(@EQﬂWM‘d@;@ (SEQ ID NO:5;

3080t SRERF S BB B PR HBREES) e o o

diisch @simcerpofatethhabini 18 telf&&iidéo rBifecpreheant em\rentwn also contemplates the
referer’ice) or, an addjti o CI ne (C%) %I due at the
NS¢ aF pelymue ‘(‘@é@ 1150 gguc mo 1 ed forms of Cpnl

Cpnl0 variants can be generated by mutagenesis of a Cpn10 protein or mutagenesis
of an encoding nucleic acid, such as by random mutagenesis or site-directed mutagenesis
using methods well known to those skilled in the art. Such methods may be found, for
example in Current Protocols In Molecular Biology (Chapter 9), Ausubel et al., 1994,
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PCT/ AU2006/ 001278 (" Modi fi ed Chaperonin 10" PCT
application)), the disclosure of which is incorporated

wheorogiopssby ref erence. The present invention al BOI/AU2007/000254

contenpl ates the use of pol ynucl eoti des encodi ng such

nodi fied forms of Cpnl O Cpnl@%ariants can be

9SIE WAl YOIV IRY AN&S Woorlof the diRYs@ P60k BRI i9 Iincorporated herein by
mut agenési s of an encodi ng nucleic acid, such as by

refivcrnee. myteaigatseasidsanatogyps elsdieneampass molmgetidssi @rm.pslﬁ:wg with other
TBEHRIE I, SRR PR 05 bog U pxampiso
lsmi tddé ﬁmdifaratl&lsohmg;eséﬁedphedo Sendinfukitdradtionnl Ritent Application No.

SRR A0ty e el e iptisthl SR aef} i by reference

r ef elRRABE, tH@rGl}ﬁﬂ'OSp@l@ﬁeﬁﬂ@ 89 YREm2hs Qheﬁ“B&Uﬁﬁ@Siéossess other post-
pol ypept i des conpl exed wi.th ot her chem_cal  noie

fraaslationst dﬂ@‘ihﬁﬁat&nsotﬂ#é‘ﬂ%% ssidsochain maedifietions wh a5’ for example
I

g@ gfahgﬁj nﬁﬁﬁ'@@!}@%&ﬁfanﬁﬂf}aﬁl?gr%g??g}ﬁaﬁlﬁyggtgﬁ&@étﬁer modifications as

A}m}knmthodhomkﬂ]l@dffnthgm& 000041 , the disclosure of

whi &ol S | neor por artoeges 0? Fi ] E fer ence. Further,

t he rWQﬁ'S ?nfﬁ 0 P’éﬁrsrerﬁ Pher eof may possess

ot hern pesdrhl, anidtAt icompbsitions foroatiin mcondamdeumthghe methods of the

si de-chain, nodi fj cati ong suc as for. e

RESEY PO T b PR ALk By TP Wageydhat are known
% kMot éfoé‘rdﬂﬂi‘ﬁy Qkiten ﬂ&dbﬁ iamat dcendlimdy aha KkPWR 4 Yharmaceutically
those skilled 1n the art. Conpositions and routes of

agenpiabls eariero dilyent gadier adjuvastii t abl e conposi tions for

use | n h 0 nt

R S
pompesitlmess nidyabe aadmikistered by tHﬂ:opaentfera])r@ig],amyraefkmdus intraspinal,

SheEicatn pE EGREEUED: dal of Wi ST tminitiop gy be systemic
&léfglt!ﬂzﬂn@r 1dcal"pOBid patizulidytotte afl admidstened toy bstwsdandany given

rout es eneral , the itions e -
ggﬁplﬁpfg?@\gg q@ﬁpe{lqll an ﬁd}ugﬁleg pgfac‘(oés dnchﬁ ﬁg Itt)}he\wg§f the condition to

'b@ttfé’&?eﬁ' ARl sev R%Ha&?éﬁ%' of fe éoﬁiﬁftﬁ)ﬁuﬁfé%@ﬁl}ed &sabe Of the particular
topical route. Admnistration may be systenic,

rceyipored todre debiyeried ammh dlep@tqntléh$lé@~effm§$ ef ¢ compound.
ad m .

't g& AL, Qhidoft BtuliRAfDAL &@I\%r@eﬁ%ﬁ% Gbd 9&5@5@2&%@ which are
rlmbwnneo dfose bé onhmimfy Ekldinn tle deand may eldzluddﬁep]mmecétﬁyally acceptable

SR bl SEOTLLL Od DE eSS O8RS Ohicms must e

PatRptabRI' i kdfsffftRE{sScodfpatibR witERUsHer inpredtshey éff the composition,
suit abl e conpositions. may be prepared according to
@B@W@H@lwwtaﬂ@%ﬁwtﬁﬁ %kose of ordinary skill in

the ar [bg atsde g@all@ ROSSIRE %Hltﬂe?ﬁbf Mll@éfl@seﬁte%hﬁnerahsed or
di | uent nt an /or excl pient. The diluents,

aligtikied maseramne x@lupmmegetﬁlnls aged Oﬂa@udpasaltﬂaeut ¢ih seflomsr oil, olive
of be a t I ent h

061 cg tﬁn% (9 ITH 'in e]rs]ar%g r%iﬂg usgg al%.?ce(glp plﬁg X Bdwdr 81, olive oil,
tcbﬁbﬁsaéd oE;(ﬁmIIeefﬁl @ésqn’(ﬁaoﬂrearm}ﬁs oﬂldr)coa@mﬂ ptilakilEone oils, including
ca{rlers or dLhI uents are de, neral (ii

polysiloxanes, such as methyl polysiloxane, p eny polysﬂoxane and methylphenyl

polysolpoxane; volatile silicones; mineral oils such as liquid paraffin, soft paraffin or

squalane; cellulose derivatives such as methyl cellulose, ethyl cellulose,
carboxymethylcellulose, sodium carboxymethylcellulose or

hydroxypropylmethylcellulose; lower alkanols, for example ethanol or iso-propanol;



distilled water; saline solution; vegetable based oils

such as peanut oil, safflower oil, olive oil
wa@earossseed oil, maize oil, sesane oils such aBCPa#Ner/000254
oil, safflower oil, olive oil, cottonseed oil, nuaize
oil, sesane oil, arachis oi | oflcoconut oil; silicone
i
OBl sk ng g@ KRSl Rl atgols, for example
gmly@bylpm( @wol,v pb rolpeflescl glyoole sthylense @YCObu ps)ps(lwh glycol, 1,3-
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i f sgu
2b§1t¥18 ero?v%% 708 q‘é{% ha%{acg e%'fg{gh Chc%l ?gu?{)@ gl P& rrr1]1>t/a[te, isopropyl
cmyhsthtesw et}gﬂuoﬂmtw miﬁl}h)ﬂ}ﬂ:@rhdd)m @gars odtrag¥enan; gum tragacanth or gum

S L oSS s S SR L B S 85 rom 10% 1
I@A@V @élFlﬁ'M'tEecdn%{tloﬂ@ yal kyl ene glycols or | ower
alkylene gl'ycol s, for exanple polyethylene

pol ypFlspsarenssitigng o6 the iayveniioaaay by app fors & biqﬁ@r administration by
gllnile%ﬁbn iy ﬁl ﬁ%y5pgefoﬂ+1¥1ﬁ8+n QitdH1Y 36 bihl Jlgefsh%n E{Qﬁdjﬁ as capsules,

ers ’suc tate, I SOpro
nigbletst adpdetsyreliedns yﬂor emnple), 1rptheyfvnny>tf Py mntnb@me creageor; lotion suitable

cg)% &%ﬂ‘éﬁrﬁ%ﬂw gg'gﬂ L 31'? fnréhsuq?,]bég (Lf%r ?ehv %g 'flsa%% % ‘lg élfog, in an aerosol
V\fo|n|n fuetaplef fop @d%ﬂ%tf&oﬁ%ﬁﬁﬂablﬁum%l gieh aafbyt heranasal inhalation or oral
conmpositions. The conposjtions of the.invention may b

BB S g (o) SURBHC otk PRSHFAL | GBI TRITe oA, Fiboutancous

tﬁl@r QL 21 r%t;éq,@ﬁ@ﬁsqﬁje@ﬁbnsw table for oral ingestion

(such as capsules, tablets, caplets, elixirs, for
exanpFa) adniinistradorf as an dAjeaiAblsi SPLUHOAL Of VISBEHs DPBPHR parenterally

Sﬂéct @%{)@ ﬁlge&éetroc%frfe% ARl Rgﬁrgef’g‘ solufloR £&bHc saline, phosphate

|very as an eye p, in an aeroso
f puffieredisdliab) &hzim»ﬂ amﬂt:ﬂmrqtyﬂmelgbynoﬂ)y i nhal ati on, such

as by intran nhal at i or, oral hal at. on. . i
éw# sl o pebaruie ApSlirpi PRl R s B Gl use include
ut %‘i‘lequ{iud 'ﬁﬁa{fﬂﬂUS@dJIh@f c@tboxyihthylesldilssel ﬁnﬁhyllceilulose sodium
adm ni stration as an injectable solu

S g}j@t@s iSB, ACASIA, gw,tgagﬁ(g\nghtd@}:gpqey SUCTORC, é‘ﬁfggﬁll gnannitol, gelatine and
diec#ﬁiﬂt S 1R o i Ql?wsp | if9GhHSons Rfdageéorﬁalﬁoélﬁiablén flavouring and

i sotoni c sal1ne, ate buffered saline, ethanol
aadoum@spagqn;d en&hgh yased . inSeapsulex tompl e sapsylest mpy e coated with
carri ers uent s [ d adj S al

SR S o PhRhRaAl G YRS difarellvbich delay
caisheepramynhy| cel nl ose, nmet hyl cel | ul ose, sodium

al gi nate, gum acac m.tra nt h, dex . .

s ucr o8€]uvalts bj HBIca era nl?PF e&%‘ﬁﬁ?ﬂ he %Hfsgoqrsem Pikging  agents,
reaél%we@rbatc&@ﬁﬁie@aﬁd bﬁf@éﬂﬂg' AdbhtgNSs may contain

sui table f1avour | ng and col ourings ag g)nts When

ﬁoh@\ﬁgcmsa fororomalt pdmigighatiPR SAAFOBBIE HA W?Wtaﬁe in human and
Sﬁ'fﬂ'gt éﬁi\lﬁ{ﬁﬁ %ﬁ%&ilygﬁﬁc}f ceMOROSHERFAL Q1iQhte@laRAET Ygents,  diluents,

ear di si'ntegrati on. Adjuvants
tﬁavmﬂirigy, ¢oatihg dgemsygireseantiyes, mﬂoan&aéld@r tingg delanieagnts. Suitable

R
C etbakyin&hldeiflokC 6€ podletisldne glytmln Suitdble sweeteners include sucrose,
lactose, glucose, aspartame or saccharine. Suitable disintegrating agents include comn
starch, methylcellulose, polyvinylpyrrolidone, guar gum, xanthan gum, bentonite, alginic
acid or agar. Suitable diluents include lactose, sorbitol, mannitol, dextrose, kaolin,
cellulose, calcium carbonate, calcium silicate or dicalcium phosphate. Suitable flavouring

agents include peppermint oil, oil of wintergreen, cherry, orange or raspberry flavouring,
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veterinary pharmaceutical practice, sweeteners,
di sintegrating agents, diluents, flavourings, coating

W@o®ngssspreservatives, lubricants and/ or ti mePGBAER007/000254

agents. Suitable binders include gum acaci a, gel atine,

corn starch, gumtragacanth, 584t um al ginate, O

GRAiRBeY @B&tmgl Ggbhty| RRRJEr &%ﬁt Mot @BSLIgMYEClof acrylic acid and/or
Sui t abl e sweet eners i ncl ude sucrose, 1actose, glucose,
aapheardie asid ad/endhein@stesyi wasse faliys ialeobejsagzrig shellac or gluten.
aﬁﬁﬁfﬂ% n@%%r@ﬁ/eg gﬁﬁuéet Hdilin BERLWE C heln'ﬁhoﬁ €alpha-tocopherol, ascorbic

ol yvinyl pyrrol’idone, guar gum xan
kr&rﬁ, anm@thﬁ paxdtgginn ipoopat peraben ag aodlulﬁubltsdbhﬂae chltab}et Bibricants include
ncl ude ctose, sorbi.tol,.. dextrose, kaalig,. .
cfaﬁlanaflaglegfe%rsﬁec HGRT B o 0 et oA FhiBEfs oA Suitable time
mmmﬂnm&pglyéeeyl r&hds&afaee &l dyeuylida mgeﬁat%gent S

|nclu e fJoper nt oil, .o0il, of wntergree
ddaei

or angé & OF3) aflma%ttﬂmﬁgann%%én@B%OHéo Hiseaboye agents, a

'1[1{%1'1&1 @&m%f" Siﬁ?abﬁe Raui& QR Bl Pudef waeE YdilsCsiRbl é% AR &, peanut oil,
acrylic acid and/or their esters, waxes, fatt

aﬂemﬂ)oé, supfpwer eiheseffioovesoilgprackia oilsapqoapt eil, liquid paraffin, ethylene

r z n.
GRS FERUMAE ol fERs AR OGN OBkl LRI Epropancl, elycerol,
iy ylcolpals, abiglycaides odhﬁmtds:tlnﬁrmﬂ te. Suitable
| ubricants.in I ude m ste é steari £ acid,
So0 TFBIRIS OLTE) BB PYEIS, oo AR g agents and/or
dak dﬂ@eigeﬁtsl Bﬁitéﬂﬂ@ sGpEGiInY lagBME A8l SdEuAr cald IkEBieylcellulose,
dlstearate d forns for oral admnistration my

d@ﬁhﬁlpﬁllulm am@wmapxlmetww@%w, Befertiayl-ryroligeng sodium alginate
t r I

ek cktgg alézgy{)/le@gltﬁ?lé ?sghgnfgaé e?%slglgl'gﬁg l%ﬁtﬁlﬂ“?oﬁfoxg&h#@ne esters of

d'ratty acid$ suobvesrstagiit ac1glr Iadyq))gyedlyllenecsgdnwm monpt or dirqjedte, -stearate or -

ra fi ene coI e
rf’ tﬂé)l'y% %lg}@oﬁogoré g Olge{]t ?gegrageo%r—% gate and the like.
gl yCélflfbl enfuldiéns dbic ahdll admﬁmstmtmnema@efuﬂerrmmhpﬁm one or more

t her,eqf.. Suspensi.o r.al adm ni tion
R G B oo G e AR TS AFP S beiaRtgs exemplified
afpedé Sr navial ?Jﬁi;?s&ﬁ%@ S04k dihn, ﬁﬁécﬁcﬂalﬁ)@ lpthEr R eI

car boxynet hylcel | ul os€, neth | ul ose,
hydr SMgthedpyPmprampring marqmrtfzs@liy aé@lnystmb.lﬁ/lcowpﬁlepw @ffe apparent to
u r I ble
A0S TRy B Vs 800 morB el dPIEE 161 SRERRE emington's
f Ritatipaceotica Smelhneasl%h @Irl Maakl Blublxsbingo@mphw eReston, Pa., hereby
sor bi totafl -0l eate, -stearate or - laurate,
ﬁ&r fe

68?%%? Een§8 Bliefnan nono- or di-oleate, -stearate
or - |I'EH¢r epiabfisiniuleions k€. thd peesemiinemtivh, fcompeis@lan active ingredient

adm ni stration may further conprlse 0
SRBHLRTTT Vithgongy 8heRore ereRiphle TS wf ﬁ@tla@éﬁg{t gny other therapeutic

| iRElelidRtsdIFORRNRIDS: RUSHE TordpREBMihistBGoRReMRe Byuid or semi-liquid
natural gunms such as guar gum gum acacia or gum

tireRpasions suitnle Hod perfegiption dpavgihepdiiete dhar Slltfy of where treatment is
S b S S 0

g{ﬁ} fla'd ts{lcéh %. 111919{55% 'l&t éﬁgrcg 12%23? egﬁ g?ragﬁeg, %g% gllro'ps suitable for
|adm1ﬁlstratﬁxﬁnpheeeyeReanangbsm s Pharmaceuti cal Sci ence,
15t h ed. Publ i n a East on .hereb .
" cotoPS AL e G P AERTha BRIA PR ¢agprs sterileAfuRbus or oily
fsolutiehabi Qﬂﬁzr&fonts h Q‘h@d’e&ﬁ@}%e preyaed b9 @iss6I9MY the Bctdl ingredient in an
active ingredi

aqueous solution o? a bactericidal and/or fungicidal agent and/or any other suitable
preservative, and optionally including a surface active agent. The resulting solution may

then be clarified by filtration, transferred to a suitable container and sterilised.



together with one or nore acceptable carriers, and
optional |y any other therapeutic ingredients.
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include liquid or sem-1liquid greparatlons sui table

for penetration through the sk h-to the site of where

tgtgl‘?ﬁﬁﬁ&rl 1’11133’ lgee%ﬁgvgg b S%&Bcl ng og'rﬂﬁﬂttaﬁnn% 91{) (9"@38100°C for half an
nts drops sul

ddm nms by afiltmkion, ofdllmevedybzy teasfento nosentaideody an asept1c technique.

Cor (g%hg%%}gc? @ngllg}nq\é ot Lon Sﬁ'?%)le g(gﬁlsnlcgﬁlon in the drops are
ﬁ n{é&.\ﬁrﬁe Iﬂfe@@abﬁchchtedl(e 902%),nPehrutka@diny €hloride (0.01%) and

redlent in a ou ution o bacteri.cid
B S B eR0 Bant SHRAIONEH GF B PERREER &1 an oily sotution
RhERas glg&ér\’)? dllﬁféq aRRhb ORI Prp I8 gigliang a sur f aC e
active agent he resulting sol ution may the
cl ar | Eotlens taycorrdung rtmthqwresemt srvenieen Egluds thosemuttala}r: dor application to

nd t | e
0" T BE 0 431 B4 DAY ph LRl L ST cen 8 BUENGH!optionally
mnt“i"“ﬁg abadwgtididd hnﬂ'htmambe fpoériamdeuy byethw@nsfm}ar tto those described
an, as

g:mp gquq}g{ tgrﬂae pﬁ:%taﬂlragip ?Iag(ﬁagnf[@tlgm ggbplén@(gsr for application to the

| Sk HBY ARolifkclhdiearfdgeRstodatteR @B MhdEToCddbl therskir, 8ich #3ran alcohol or
acetate (0.002%, benzal konium c | oride (O. Olé%and Shis oil.

caretmRcsadinsaneisiarisersueipaalygerolsor ik sy e&w@h OF gp
t he pé%&l%]@ L‘ﬁ;ﬂeﬁ’[g d&n?égkésya&Q}&ﬁg & th& ‘i)lréé@ﬁt Hwa86Plare semi-solid

di | ut opyl ene glycol. Lotions

afocnbitions 0o theh ectp/feemmdlqnn\fempxtgmal rqpplmeon hdbey may be made by
f%i)%ngg hreeaf 2 ﬁ%&?égﬁ 1nofnne 1&9%&3% AJB (ayl%rmAQloﬁé/ Br in solution or
Ofifsh&ihl ﬁDﬁt{u’&bﬁE ng@n b@tebem iflaidgl @vn?mai grmxyy be non-greasy basis. The

prepared by nethods simlar t scri bed..0o above

| PASESINaY FYRDPESS }tyﬁléo%y s, sugh, a(§ﬁ1 B‘? saﬁgﬁilqu@&%qr%fﬁg glycerol beeswax,
|} QlefBRt Sodp?h nARPkjE ahl A@Noft kanirBBorskh Rudtys ahfdd) cuzhlatachis, castor
an agent to hasten drying and to cool the skin,

aer elivealils srool fasor He é@r@f@élve% QEA E3ity-AcHh Fuch Asistearic g, ef?lca%cld together

al t arachi s oi
W%B%B%kbhggmﬁh% ﬁﬁﬁpﬁgi §ggcg$%éﬁﬁgto t he present

i nvenTho roarpesisieni may|inebrparateu b |suﬁ§31©fsutﬁ6retaat spghe as an anionic,

gaq{é)%%}: %n harfl ?c{pég g‘:’; ! nalt sH,glﬁ) l@é?g}bt’tgﬁ es-lelpsﬁéf ggiérogf%}ﬁggﬁe derivatives

pﬁl‘é’f’e%&‘ec’s&sﬁéﬁdmgﬂageﬂs Csluch ras Sobuitl gamer callidgrendirpmatives or inorganic
an aqueous or non aquequs fl

id, with rea
nBMLcgielsgh P8 STICACErE SHiESH, §1’H58}h‘3 RSB IR ds dPisling mey also be
sHgh,gg hard, soft or liquid paraffln glycero
beesmax a netalllc soap; a nucilage; an oil of
nat ur &he gomgomtlmaﬁglsalh?m@mm@tﬁmﬁ mgthg fRie of dipgsqzpes. Liposomes

or. ol iveoi t as Tkt e f ib
b4, oy ENT 2 P e ormed
ahabobr multhlaaw]lpr IopytedBquitl yoetalothanare dsgetsed iMmreaqueous medium.

caonposi tion i ncor por at f
QRS b TR BECRAP iRl R AR SYE R e of omin
SUBHsoRfes S@Hnbbd aBed STIRY So@posm@dméoinyﬁpmimnﬁ)rmemaymmm stabilisers,

t hereof . Suspendi ng a nts such ur al
I BES BT 4as ot ke TG A BTV BKe AF S e jpsplolipids and the

Sgh&@ﬁ&tﬁgﬁ %héﬁr}e's (Eﬁélfthlﬁ@db@thhﬁfurﬁl%ﬁ%}hﬁ@ﬁ§ Bghbda o form liposomes
are known in the art, and m relation to this specific reference is made to: Prescott, Ed.,
Methods in Cell Biology, Volume XIV, Academic Press, New York, N.Y. (1976), p. 33 et

seq., the contents of which is incorporated herein by reference.
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5 included. The conpositions may al so be adm ni stered
in the formof |iposomes. Liposonmes are generally

walero7wessst r om phosphol i pids or other |ipid sSubRCEHAU2®;7/000254

and are forned by nono- or nulti-Ilanellar hydrated
liquid crystals that are di spetked in an aqueous

medi bife AihdIRidnt RelsCoe Fél?ﬂ{]%g&é&% Gal éﬁ/ayaSP ﬁmgéﬁx!%gené”éi%col (PEG)

net abol [ sabl e |1 pid-capabl’e of form ng
derivaiivgs. Threaddbiiproel PEGre prnteinsr(BE@Yiﬁtm) m Wllc@tﬂbénshﬁd method

%Iagécréa%ﬁ‘lr Sth 8&{1%?1% Xl%glja?{cees%ate%éﬁlj oﬁﬂgﬁeg rﬁsl‘f’ 5?%91)3; ﬁler%aﬁ%& their efficacy

dsS are t S7an
[Q]‘iuscp kaul. ,d}/SP91(;hIdlv|Da% Dbk ®et.n6:033), Aldditionalchencts c&TREGylation may

f, | K. -
hidSgatien SRR PO Recro B anrn oparERE Rbarest ity and
18 W Gejol, Bl o
P St ey 5, Bk o
Hyemaiad Risgrd. Y2k oREermelegplesvspatan e h@,seﬁ perea igg) structure of -

S
o o e
P& defiivatiivenarsfcoRfEGated to potteins o (@W ﬁtelrdTy)irmcLynamwcetaldlus and in

est a shed net asne. e

EE00 BRI oPEReI8 hal e TG EARN il o BB BTN atachea

(Shuatfieldew. 2001 CQ&leéthrg@E Agrdwelasc Rerematol Iﬁ&)rd 1 l 22)

Addi L[:hgnal benefl ts of PEGyl ation may i nc

st abilft {OBPOSHPS RY, 2150 b FEBUNISHdN &y e qr% ' Microparticles.

%Wb&%&h@bﬁdrﬁdle@%&@cﬁ&ﬁsﬁﬂ 1 é’tﬁfee(ﬁu%)' |ﬁo‘l3>la6ti‘€le ~co-glycolide

proteoly3|s (Sheffield W 2 Cﬁ arget
Advaskensdenwerplacions r(dcamot@cmy) h@@dvqml @@WSé@ly used as drug

B BRI B B Bl K. 00

tPaathePharmokacuSar 3(Bi @4%2589EM1dt@paMatesvlwe aveen formulated for the

onj ugated to pr ins to crease,.their hydro

AERAE°ng Theforte bt cbRudPS FRTSIAE Vetoie r STHRERES and DNA.

dilsrec¥drythesd fir@dlationd heeieze develbprl PECatihi dblﬁf%fyaﬁ)ﬁl&@ including

(Sheffield W 2001, Curr Drug Targets Cardi ovasc

pareRera)isubsudanequs njgciion) infrayenous ijerdioniagfdnhalalionl so be

adm %@%@fm@»&lh@ﬁ A8y n%oﬁbd?fite@ Hn%ﬁé& kQLRS matnx that is composed of

Bi odegradabl e m croparticles fornmed from polylactide

@uxmnge agrhity| @@hqtyjrgtecf)%gﬂB))cmm grgapiol ghyent syrdorganic solvents mixture.
e%dﬁﬁi% S{tb%nfdéi%d & AR %h‘?(% F%)reﬁgye mgﬁqﬂlr to further increase
ensi ve as drug carriers to 1rncrease plasina

Iﬁaj ﬁsctosftg aad] dlot\xhécrmbthmemhmugteefoAiIBasy Wk kﬂ@quodl\ddditive. Itisa

VP EehoRloe SR AR, rugpe e A Tohinalaptiy af gx isobutyrate

e two hadtge @bupdl UG LANEIERLSSATE Hueh e o AtallineSut exists as a clear
anti biotics, and DNA. I\/breover these fornul ati ons

Kisgeusobiad gMjuing S By mth\ﬁal?haémgce@@wl%a«;ﬁepf@étcggamc solvent such as
eahNb KPR A051RY Bbcrsatls H{Ieﬁ\ﬂs&gﬁy bRl b&?ﬁ}e sufﬁclentl y to allow for

intravenous’ i nj ection and t1on. e conposit

nmyctlomén@chm Bhaeun@eﬁwlpdlmgﬁdlﬁeﬂ maypbe a@dqdlw( thehSAIB éehvery vehicle
f 0 at e tyra SAl ..

& gqglﬁl’? ;%%Slgl %ozéﬂt?(;n rgle gﬁs %}ISIOII fJO %/nsmai]%él?r@ g&wﬁ?gpn 1S 1nJected

aglstiutanees]yretiie lselvaddnhffuﬁes ﬁ‘(hﬁ thcehlaﬁh)e alBewingrtat SadB-drug or SAIB-

godlfler to. furtper i ncrease.the vi sgosmy and sl ow

L HBCn BRSSO et BP A% 18 St T9rnpiae AB%Hown f ood
addi Fb¥ e pubpdsss & the present invention molecules and agents may be administered

to subjects as compositions either therapeutically or preventively. In a therapeutic
application, compositions are administered to a patient already suffering from a disease,

in an amount sufficient to cure or at least partially arrest the disease and its complications.



very hydrophobic, fully esterif ed sucrose derivative,
at a nomnal ratio of six isobutyrate to two acetate

W@e@as55As a m xed ester, SAIB does not crystBCT/AD2007/000254
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but exists as a clear viscous liquid. Mxing SAIB with

a pharmaceutical ly accepted ordfamic sol vent such as

etha | i %ﬂwsof{tﬂ nY31SGRS bF ¥g&lt sufficient to
t he %%étcgﬁjggggég|S%?Lg§3#§%ggggﬁ ow’ f or |€nj ection. %n -
affedtirelyphieat thecetienical i ngredi ent may be added to the

SAI B_del i very .vehi cl.e..to .form B . . .

suspIRE s HRL TGS ROy b pR balfLRR Hiiegt will depend upon
ianjagietyest MebaLinaREnis the, disdieersmingentatetl ifditesetertmof tiee disorder;
matri x allow ng the SAl B-

dru r . SAl Bdr ug pol r
eS8k t}teomgbpu@pora@gegh emﬁlogrp suthe d:tomprqél%ag Fpg%/pq'gﬁéir the age, body

SR UEBRSE Bellih, sHCalt! &SI thé PHEIL; R 1Rl FGdhBSis@dibn; the route of
agents nmay be admnistered to subjects as conpositions

edmnivestrativar dretate of|sequesiratipneof e melegule| g7 ggent; the duration of the
ther apeut i ication,,: co e i ni r her with
SSGPYE: by 0L LESYH BTGP IRIORSID g1 BTl s v
ot pélatet fidterks evdl]l knownlin enedicimet. | east partially arrest

the disease and.its conpl.icatiqgns. The ' -
Shoul%“epmer it tgec?ﬁtawﬂmﬁ)})eo%tl?,ﬁog %Bg% %?}é@%l?éng%cen to determine an
Sfeliied aldh-thRicedtheedti ofedgent bebmpbendathientmoulhbe required to treat
therapeutically effective dose |evel for any

papki¢ablg dipeages i ent wi || depend upon a variety of
fact ' bRt eSOk bt ihtB@tR@e ATAbEND.0001mg t
Qﬁ%ﬁ%&t 'gﬁgctlvtertgg&jées@ e4FdctdiBonE ihtBataGe mg to

severi di so r; activity of the nolecule or

aent 1 690p1gmee g bop weighp e 24 s iyt ealye abquh 8- 094 mg to about 750mg
bod i.ght . .general, heal ' :

S L35 Rk 3 Sy oy e
atiMdiirstabati @ Mngttb @bt ©00fy e dydetly atdigh pef 24 heurs; about 0.1mg to
nmol ecul e or agent: the durgtion of, th r eat ;

(g TR Ko WSRO G o0t b L () S0} paome per ke body
t&&%ﬁf‘éﬁ% hoRgeMRE tcggidah OdnhfTectitd désedadgrcit exjsecvee tb be in the range
kno n e K

medi ci ne. siIIedin_gijhe a&% woul d be10 to about
atbowt, 19yng touabavd Mmpq@q& badvoyeight Pefe oIS, ahput 1.0mg to abou
ef fectiv - ' 0 I S0HAg Ptk £hody weight
S B R e  Pnphynspy mIms oy i
Ganerdiduys; aboutel.brag to weoud B5mgaer e drgy cteightmsr Bé hpyrs; about 5.0mg

t he range of about. O 0
TR T ——
g@%ght Ee?@%gﬁfs% aléc%lt 5c0ye wkghﬁbl fgnq pé}_ékgmmdysyeiggmﬁt 24 hours.

. o abou . pe ody wei g Qurs;
O e SR SOArm, 0 4 oL e AR B o, o
B(—gf?c{cgfxe ﬁg&:éE _i%)g{?stteﬁ I% 80 e 2B IRBoUKS DABBuVEI0pm’, preferably

hourss;

Ong to about 250 per kg bod .
Weogh(2Spierabut ASUME/NBIEe PIABFTEEY] PouRA> &b el Y sill more
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range .i.S €X t [ r 0 b
RRFR RRESES T Bl 2SO khe. [A0RSyR0 ottt 50 1o shou
| 2507/, akioxil]l dveDamreprefécgblipebyutiditghboysd 50mg/hour s;

about 1., t o_about .50ng. per Kk ad ' e :

OO T i R B R "Dt e Rl lls Ul Af doraton of
PEisedé sh@yrs; about 5.0Onmg to about 50ngy per kg body

wei ght per 24 hours; about 5. t Q. about.. .20 er K :
bods FurFt)her, it will be apparent to one o or81nary Skilln hePatt that the optimal

quantity and spacing of individual dosages will be determined by the nature and extent of
the disease state being treated, the form, route and site of administration, and the nature of

the particular individual being treated. Also, such optimum conditions can be determined

by conventional techniques.



wei ght per 24 hours; about 5.0Ong to about 15ng per kg
body wei ght per 24 hours. Alternatively, an effective

walomagesssny be up to about 500ng/ m 2. Gener al | BCT/AL2007/000254
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effective dosage is expected to be in the range of

about 25 to about 500nmg/nR2, préferably about 25 to

abouty, 43 f Ay B8 aHORROBE bptimal £

Sy BB g R P B 8 BB il cous

25mmgént) Aycheasethermmebeprofdesesbifythalsompodtion givebmet day for a defined
and sti

223 /r rfpé @ﬁ&, okl L;!ﬁcfe%t\éﬁrég} %{tﬁo{%{}sﬁ%@éﬁ{tﬁ% %R qg}ngn%n(/gntional course

agtdafiadrt @8@rminador fes®l ment woul d be for the duration
of the disease state. Further, it will be apparent to
one cfpPBiYpgenists apd pptaganiste art that the opti mal

. ) LR | . 4
mﬂeg%t gﬂ@m@&?&lb@ Bortémp1atts Yheikdlof A8SASS Sndvhhthghifists of Cpnl0 an

mned by the nature and extent of the disease
singthedbef serpeningzand produsingfsyelhpeanits endeardagomists. of

adm nistration t s .
o o B AR OB Ol AR s scroen st
cnikir ieffiest wn DER 3T ER 4 TIERI7 byd/onAL8Atsignedling and immunomodulator

techniques.It will also be apparent to one of ordinary
s¥CT9%Pn the art that the optimal course of treatnent,

such Afihddi& My RErasAeoies &% abfagbiists ©f PRS0, drditagyientsnor analogues
per day for a defined nunber of d%ya, can, be . f ts of
athewnof aPreserably suitee anikiodicsars prepied Siop diserlg regions or fragments o

il i biiTaid ivity and/
%‘%@}’éggﬂ?’&e@% gt?gél‘ftlcﬁlﬁﬁﬂb@ﬁltvoﬂ/%ﬂ e Bdi¥etin@brbRadeSactivity and/or

ntagoni sts The present invention
apatet ontsebratet Bindinge Ass antigenisgopi 16t oLEpPRPIAR @S ¢t deast about 5,

of nl. O.and, .net hpds ,of r i.ng and produci ng such

a@‘&ﬂ%)rg%%abgﬁat 18?1%"5‘8%‘%1& %‘%ﬁ‘&%‘?% agoni sts and _

ant agnmiisids fonyie gafeeaiohi efbdiybitesitipndids ovillsr esadBy appreciated by

according to their fect upon TLR3,. TLR4, TLR7 .

Tiirese SKGiva| i B8 “h TORAHOH AR by CRET BiopdyOrel b8y, typically

%&}t%ﬁgigepamﬁ&ti@ﬁi sy BYPRipsied 1eIngat agbriahs tahnology described in
nt O

r fragnments or anal ogues thereof. Prefe I .
sdintibbdies-antliabotitery Mawgh e plarlew PROnlanscFdte ¢@8 i gﬁ‘é‘ng Harbor

0 [ f e Cpnl O polypeptide, in particular
tﬁ‘S@‘gg%EEoﬁ'?églgigﬁyconferri ng protease actjvity and/or
par t néi essencey bs theatrepdratiah eigmonerlen apidhadiesclifactyd toward Cpnl0, or

pal ypepti de contains at | east. . . .
B L
g%{tﬁé@_lésq;yd@fgtiﬁu%ﬁsadwam:g ltim boldire snasi bd uded. Teesdiihglude the hybridoma
appreci at ed, t hose sk in the . FOr [

aitechidue mr@ﬁmépaﬁﬁb Aﬂeﬂqﬂ%&&ﬁ L2 F58IB5 507, as well as
C‘ﬂg@ %%QQe%m&ortﬁé PRdshan "BYell EhsbiRBhetchisiyig (Kogbor er al., 1983,
hybr i doma t echhol o

described in Antibodi es-A
L dwonablogy Wmal‘}:%;arﬁndwﬂ’@n FBVohybridamaa  teghpigheg/tp j prgduce human

S el Pt ks . o

Clg@, Adsn R. Liss, Inc., (1985)). Immortal, antibody-producing cell lines can be created
by techniques other than fusion, such as direct transformation of B lymphocytes with
oncogenic DNA, or transfection with Epstein-Barr virus. See, e.g, M. Schreier et al.,
"Hybridoma Techniques" (1980); Hammerling et al., "Monoclonal Antibodies and T-cell
Hybridomas" (1981); Kennett ef al., "Monoclonal Antibodies" (1980).

In summary, a means of producing a hybridoma from which the monoclonal

antibody is produced, a myeloma or other self-perpetuating cell line is fused with

lymphocytes obtained from the spleen of a mammal hyperimmunised with a recognition



fragment or anal ogue thereof, any technique that
provi des for the production of antibody nol ecul es by

wa@oenoiopsssus cell lines in culture may be used. Pdaye007/000254
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i ncl ude the hybridoma technique originally devel oped
by Kohler et ah, 1975, Nature;2R56:495-497, as well as

t i >l _cel i : e
Sg L0 RASAANEE LORILIRD B b B g D
4107y, tharedft hybEBYmAY proddoing atmehrrlenad aniabqsiyomale in practicing this
TR B2 o AR08 oo
Ling $heid dbility t6 LBBEIt ypeclfradnrdnadriptiondli dotidiyy prtarheccaily. cel |

lines can be created by techniques other than fusion,
Such Aa&perioetl SRSy 1ol POTPGITE AEFRERY FEtg, g be produced

QRGABRALS a Ph¥hocRinal hpRloRfR duftfire ddntbrishet £hitriBaY hedium containing a
vi‘'rus. Seée, e. M~ Schreier et al, "Hybridomm

;0 rl : o s
Tybridomadlsat s@qr%@@)a,ntib@dﬁmdqcnlgs ef thy appropyiate @nteesy specificity. The
i bodi - Dri " . ' .
AR 55030 T doneBed TR 490 SBAERRL o oridoma
ne apsretef thp rantibedynmokechlyd intd dheamfedmm. \iFfiecantibhdy-containing medium is
nocl onal . anti body i.s pr.oduced nyel r. r 5
T8 Splittia namengtbaty PHRIRSS Bl 6 S iadhdl by, well-kmown
abémidieg. from the spleen of a mammal hyperi muni sed
with a recognitionfactor-bindi n%ngort.i n the eoglf, oh d for th
recoﬁwhaﬂﬁa theetase VaRRUSEROGIHT Y_XBdW ecarbwkz iTARY Rgyused for the
QQ‘B&%cgignt o€ i)?ﬁ{clqn'éy BLiEREES Rdme! pDdactinNee ! Afalpn10 polyclonal

nt i y us in practicing this invention are
i ahtihod, ived ots/hash enimadihéan; heyinmannizadunoinisgtion withHCRHE, or a fragment
present recodgnjt.i f r 1 hej Pl i . h
i SEREhOPLAS R AL B, o e s, shcn
celatss et Iurthet, othal Cail0i pelgiyeptislefarl fragmentaet pwslegpet thereof can be

present invention can.be produced by initiatin

MGG 1y URTIBRES FRED SonBPY e i ATFTarBsA) or keyhole
nBdhith&RGSRKI (RILA).NY Blicomeiotb aldjsanteiny bntiseddy increase the
nol ecul es of the appropriate anti g$n specj.fici tié Tﬁch. let
Cumurdogcal espABss, AEHIAREIEH neL NS BrEcuRRs fogmplete prfincomplete),
pl%!ﬂegaq &%Hfsfu*ﬂ‘f L& Plhnfiﬁﬁmtﬁﬁﬁ&bf@é, ISGPRR dcfve afsBinBest i as lysolecithin,
ant1 pbo mol'ecul'es intothe medium The _ .
apltiidnid pobyoils, apaiyargonse dieptidéss oilh emulsirise deeghiole Tiapet hemocyanins,

S@Htrbq%ﬁw l?l’gcg ﬁ{)] %Sﬁéeigi_nut ?@1%121?3[1‘1;%_]@ s bl At ﬁ@d’{bacille Calmette-

ere are various
PGR&GET Whe THpRbBcieRumerai. whi ch may be used for the

DO i oh Y Sy Sheisa i shotisngd pyca variey of
hQ§iinigits Bl wiE &0 the aﬁWQ&a?? o ¥mindhepletifia Whdiag GifBibodies may
or a fragnment or anal ogue fhereof, including_but no

| included Bw raabbinpt, Liwhied k éhs AHPEENURRASEAYSs hERDAS }enzyme-linked
998 éﬁ%?sg}b%nt F esL}Z}er sanﬁul?%lq)imngu{b%s)éggpt'fnﬂﬁm%fadﬁd'rﬁ&ﬁgmassays, gel

or ogue t her€df can be conj ugat o an

i diffusiog @néaipitaion ireactions, gnmubodifinsios @ssays,ah siiwimmuBsayays, Western

oy, keyhol .l j.npet henocyanin. (KLH). Al so, ' .

aéljot?v aﬂfe§lpﬁrﬁb° TSRSy oagg@}réagg% t %Sgygmgrzﬁnyéggﬁ%?:aﬁxatmn assays,

I BSRONSRIorésaehde dis§igs itbteltOA akdays, taad ilmmubhoeactetphoresis assays, and the

(conmpl ete and i nconpl et e) ] N | gels such as .

alikmisae. i pRARRIS Aesubel o F’gcgsagq%‘v g%gﬁﬂ%]?r&ﬁ?%g 13 Mejeguar Biology,

I Y3p! €GbhRiWiley & Sons, Inc., New York). Antibody binding may be detected by
virtue of a detectable label on the primary antibody. Alternatively, the antibody may be

detected by virtue of its binding with a secondary antibody or reagent which is



pl uroni c pol yols, polyanions, peptides, oil emnulsions,
keyhol e |i npet henocyani ns, dinitrophenol, and

w@oaoen9ssat | y useful human adj uvants such as BQERT/AU2007/000254
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(bacille Calnmette- CGuerin) and_Corynebacteri unparvum
Screening for the desired antiBdy can also be

aaﬁ)ﬁ%@sa eglg Fa@glli’éﬁ a ‘Gaﬁé g%?h&d@ GRNLARESINKAOWR forddidi@ing binding in

or |nnuno I ¢ binding of anti bodies
neayyininnaioastay abdi areawichin ds]ne fcopé ofthie present invention.

radi n. [S ELI
ass 133% %‘??8@9( @%%T%eﬁlg S a?/\glza}/ %lggﬁ%dlw%oﬁ%@% for analogue
ah&RYShasdehdiflg bflstydor Opell. mmwabam theadttiody$or fragment thereof) has

e AR e Shes LIRS Zh e an o

CRITIE TR frbfoplolP QilBERAMS thanHBUEOT]’ BT @ﬁ@ﬁﬁ)@ﬁpﬁﬁ@ﬂﬂy greater than
pr ot ei rk A assays, and | nrunoel ect rophoresi s assays,

aatdut he Nli' ke (see, for exanple, Ausubel et al, eds,
%gﬁf}' @ﬁ‘éfmg gf §B{a%18g%l sculfaﬂewlo@rane’hﬁ b@gy ’acé&nglto the present

ons Ant 1 body bi ndi ng
ITiﬁiwerlﬁﬁ)ndem@mIag thanyfacture the antlbad}(ﬂ@tlé‘mgdmlt@ feapentatéagn wih serum free

pr I @%d% S@?{%ﬁl}ﬂtne }{1at1"|6 ﬁgy }ﬁnﬂt}’hg? %ﬂéhgcg S%an uﬁ’ﬁtep procedure

aﬁl‘ébﬁ)@%&’lngr chr&astebtap MM&H \hﬁa‘ilriﬁatmpamaﬂﬁlmovlahbmpk ed*‘orAnstance the
vari et net hods are g\iq/r% i.n t &_} rt .for tdete ti ng then treated
barﬁdqodzg may b firvhrgpraied b Ap 2 OIS PTRACSEBRY 28

t &hPo ?\Sceﬁﬂhetb ﬁmd BRctivAe aﬁ{"tlipm)@ﬁve(léﬁedf Via@RENtFurther purification,

erecf) ralséd against CpnlO or a fragment_or el
at}@haaﬂga bytdnéonegfd ¢edion mX[q]@ﬁngg Chlfomaiﬁ&f%h}’dpabbﬁ pggd to remove residua

E{,ﬁ%ﬁ%%&%ﬁ%ﬂfﬁe@%&n@ 94y nfi Qi fA%Te %%taptﬂlﬁﬁ%@fahn’ﬁ@cgr may be further

ravidity greater t han about
1putibéail Edrarubdéd/ ngo ©e9% rsalinansind @et filratiopmeiumns. The formulated

obrTheEAto T dep Lo aReine B aa hveban SEEEsP

to the  BrRREAH dnfisBhisisitherang amipodRs ufembecentedplated. A candidate
ant i bogy(s) usi ng batch fernentatio serum

megnish or Alntagonisk A eIy %&hﬁ?@%ﬁ? LR complex. with
;t'u& &4 RY %L%’?"H} i Rloe BncP bPG&ANY S TR WORAL mmm or TLRO agonist.

mat ogr ap and viral inactivation/renova di
F(Fﬁlrthelstaacum,hdat& entagenisionyy reyideetifigd by agxegta}l‘% ghp{ﬁyent or disrupt

Pr ot A.affi.nit h

LSS SR SRR G, e, T Tk
e%ﬁ@bﬁ@@%uwamﬁes Tmur &7 qglJIHLFtQ agonisbn, typically by
ani on_and Cation excha .
to rerhSGRIIANSs; el?roif‘:ﬁﬁf‘g fﬂ’éK{ Qgﬁﬂaﬁ f@é{i@&éé% Oﬁig@g‘“d antagomists
nuel ?fieﬁ é&\%jw%sto H6R ildd inedle %ﬁt iefdlingreotedaing uf tibmries of molecules

puri formul ated into Q. 9% sah‘lnne u]Z g‘%ﬁifg’el ; isted
f isheh as isprthetdd ohgmsicalThlrarigy ﬁ‘ﬁﬂhaﬁseﬁPfB RiopR b $>ofppUer assiste
(rjm IB% hﬁé d)qes& ﬁ{rél &aﬁ%&@sﬂ CoMiphk-afdidite 'ir%i‘leﬁﬂl‘é and/or design, or more

oni sts an ant agoni sts ot her than
antadttaﬂhalelsoph}eslcal wohmiguesevipbladesect molecibali ba%dlég Hyerastiqns.

" o SBR  Bh BAR  ighync

ORhé RN ShetifiRxatipR4, whicRéheuld HibiRS: @ysimistas in any way limiting the

scope of the invention.

Examples

Recombinant human Cpnl(

For the experiments described in the examples below, recombinant human Cpnl0

(GenBank Accession No. X75821) was produced in E. coli as described in Johnson et al.,
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Further, a candi date antagonist may be identified by
an ability to prevent or disrupt formation of a

wordogosar conpl ex conprising Cpnl O and TLR3, PAL/RG2007/000254

TLR7 or TLR9, and optionally a TLR3, TLR4, TLR7 or
TLR9 agoni st. Techni ques and p#btedures for

i%gﬁ?t}' By @;eMOMWWW?}eP&%I WisSdeddhi At RARNBLS HFIDS-PAGE.

known to those skil dinthe art, includin
$eozsanligaeote bf CpbrGwersshofedenle entaBriasie bsasAl @bpighes showed

‘ﬁllqeg%f a}noiar %Et"f\zl{ggac' E ucCJh é?oE%ollﬂqOG F0 et’flI ehh‘g{)%aegesrefoldmg assays

er assr's screenrng o ruc ura ses
Qdumnbt&lhom;l sted m)del I | ng and/ or design, or nore

tradi tional bi opg_gg(lg AeS whi é@l tdect

nol ecul ar bi ndi ng”RP ra qn8 at?Hglsap ENPYP nvent i on
will omquJ&M&ws?ﬁaﬁhg%@cuwsgreater det ai | by
reference to ow n speC| fic exa

| e
shoulSypplsmepied cRRMr (RRP-4 |?Pnéfﬂ9m&a§ Hm erﬁ@rcwfeethanol (2-ME)
i(gﬁf?;@ %{nrdth | IRERERA FASPAGE CERRBPI AN sl r1’ﬁnall cell culture

e experinents described 1 n the exanple

separiments dogrthan aatiovalyraith Cpeoin®iags hBaak %&%(%Dﬁystems #215-
8 h d

SE¥in o N AR 566° eroRolanER B0 SRS S entge - Lot Mo

W?(SZKBE)F ey, @Ded Mlerngee?cBZMlbmyS@SSO?Mzo Erias NDAlﬁ}iOQPJml(BO%) and LPS
nl O were 0 rior to use n

%‘éﬁ’t”‘t‘:cgf é&%@%ﬁ%ﬁ éﬁgkﬁtﬂ?gﬁik@[% vity as E. coli P

GoE&,,;,,mtgeoﬁgggﬁgm%ﬁd rhodanese ref ol di ng assays

(data not shown). eral Materials an

Met hé’@g\/I@ewredmnawb fraﬁuh%aéqhy @ﬂl@ﬁ%ﬁﬁf (ngP- 96288L|Pé3}\40 stocks were

p
SHPR) BLEO e i R PLITCR L 00 RTG gt prgfed by usine
En ) 13) a\dlcmBqaa baaprdias tos gbie | manfactoesrls dudttugtiens. 5x10” CD14

AREE Wz oL A0EYS 73420 gl oty LSERHREAT PR bt 2-

NGB Qb Inﬁﬁfe%sdﬁtiﬁlladinﬂnb aéld(sR&Dgéi}@ﬁte ﬂmmaﬁﬁ*@t]l)(lf LGMLOSF o0 pg/ml) plus

AEe R0 RISt K- Pebves el Sobp ey idn Aap i culnr, 10

Lrﬂoﬂ%%sﬁ’%ﬂﬂ@@éntahﬁ?éy%lﬁné@%%@ﬂ&i ion PBMC were
prepared from heal thy volunteers (LTP-062.02). PBMC

st oc W&C wwstieragiow ire thd firesanyge ot ebsence of Cprféh d ni t r ogen
(LTPy %ggﬁgggaccowegg %}v%ﬁeéi\%ﬁedng@' I dsfich Qﬁfd gfa'ter@lgmg)&%ell plates at a

Mcro rng to ndfact ure
icos¢antratiomns 1x BX teDgwelDid 3 mﬂmfcsupplemembd RdEdeld. Matupation of DC

sesaer s AR R R0 BPGE. Gy Ogah AR Yl L o pri

[BCtheQd{edn df1Psmg/ m ) plus 1L-4 (10 ng/n)
(GMCSF/IL 4-DC) was added to the cultures. On day 4
of cf{elloyeface gmmunophenotyping

Mature DC were harvested, washed and labelled for 30 min at 4°C using the
following APC-Cy7-, PE- or APC-conjugated monoclonal antibodies (mAb) from BD:
CD14-APC-Cy7, HLA-DR-APC, CD1a-PE, CD11c-PE, CD80-PE, CD83-PE, CD86-PE
and CD40-PE. Isotypic controls used were IgG;-APC-Cy7, -APC and -PE. Dead cells and

debris were excluded from the analysis on the basis of their light scatter properties. The

analysis was performed on a BD FACS-Array flow-cytometer.

Analysis of cytokine release by DC

DC were harvested on day 5 of culture, washed and plated into flat-bottomed
microdilution plates at 1x10%ml. DC were matured with LPS (0.15 ng/ml) for 20 hours.



m of fresh medi um containing cytokines was added. DC
maturation in the presence or absence of Cpnl O

w0 popaesse7 DC wer e harvested on day 5, washed apdI/al2ioe/00254
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into 6-well plates at a concentration of 1x10
celIs/well in 3 m of suppl emetfted RPM / wel | .

;%t <&l R0 &?gef;%gf( %ﬁldp l{§@ M%rﬁpﬁoﬁgctﬂe% AP )0 floer pg/ml) was

ours. ded 1 hour prior
taidecatidiotir prionfo ﬂalé&ddﬁellnl ofSPS. a&@enmmﬁowh@dwwtngand stored at -

%% agc%@n\gle tlrlcﬁblgf W?‘%ﬁd&}fgé qg&ﬁ%/gnfg ?&Ecléuﬁg ih@battth of DC with

igigicmqgl%@d l_\{aim@D@Rés@d”dﬂby EDiSA) osiing sin (RWD) DéoSsmkBDaccording to the
1 _DR-APC, CDla-PE, CD Ic-PE, CD80-PE,
@E@ﬁ@@ff’m’éﬁlﬁ@%‘ﬁd CD40- PE. |sotypic controls used

wer e p.g W& @ez,kocﬁgg.‘e@ggnﬂa@g) s{aﬁ cells and debris

wer e ex om tthe anal ysi s on e basi s_of

i ghtcé%‘b at tcells persgppiritfied fronyisskplapg Sy usipgs Sgﬁf%tp%ﬁfrolaﬁon Kit II
F
Wrllenie #“9%0%@13%55“ | Dt et BB psﬂ“%'c&%aﬁlgoft% the_manufacturer’s

r el"ease vest ed on
dustiuetions. Pasityeof "Emeilspmstreultmehy werifiestbybiow exemetry. A total of 1x10° T

meflrﬁ gvi%lpfgilot(-lg.l %ch tﬁ_ﬁy&% O]bé é)é) tl%%?senci.eoor‘é\%ég% £ :fhltré)%% (0.1-10 pg/ml)

eﬂ‘of %Qfag@%u?@ﬁia@n%w@@ oUtakd Bel prabgled forolFN-CantuBulation by ELISA.
m ) was added 1 ho addi t i

Pl periteaion mavasressiibPenid (3SR AN bioLEERish pe, Rl (Molecuter

Zlor%FesP% E55RLLPROA51 ﬂ%}' a%cbﬁ?!ln{gucb e RasubaiRtsandtSictions.

oW ng I néubat i nl O for 20 hours was

assessed by ELIEﬂmlzb&hgcmﬂomcﬁijcﬁg&am(ﬂ'mh@d’gfﬁ ng to

t he act urer d
I eukS@% &é’&%qoc n({ﬁ%ﬁ’%&? Ltg(ts:sggl% C‘ﬂ%ﬁl tr‘léa%%éem m\%)e(r:aé)amty of Cpnl0 to
PibihlaRADCr ﬂmu‘rdit&ﬁhlrbfsspmmbyto uish $h gCenversdorT of @pgnocytes into DC was

ot o o A g 5GP o1
' @ﬁ)%lﬁ“ﬁb' WES -fufthiri dn¥1yeéd Tor eeithee expression ioff ited matweatiohireatkers HLA-

| ow cyt A | of
CBRL; @Dflﬁf é@%ﬁﬂ&ﬁ)@n&éﬁ% |T(r1)iletn|}F)é§1%ﬁ.&é}%%ﬁgqé’lel(i?teﬁsﬂ{?'emm) of HLA-DR
C]& { 2;31@&@9 'Tglvag Q. @ﬁﬂﬁﬁ}? redDdBE fvheh @ﬁnﬁ Owetseadded during

N- g accunul atiq
Eﬂ;ieSﬁatuﬁxﬂloh periotl |(f)1§® as). &y qmgaﬁsg@segc@fpsggn 98 I'QJ%%JW unchanged

proljferati ass
Le® lm}ang@% gg@)é}e I}{Vlé‘ltl\@psﬁ 0, manu% %@?%}cgr%%g&ﬁst (Figare 1 is
| Asr&sdftati OOSE 3 @d@ﬁ@id&nﬁexpemaht@)r educes DC maturation

invitro Cul tured nocyt e- der d
_assesl:n pdrBtiom dhwps 3‘1’) t@n‘?']@nt 1'8\56 é’%c %?rbvewérrg%ur g}cubated together
: Uvi{heéﬁﬁﬁ)lfrbsﬁ)ét@ llnp%no@%‘\f&sﬁﬁg% sﬁf)erﬁﬂﬁmcﬂlﬁldstherﬂ wabe significant and

vy I"'ow-cytonmetric anal y % q
deplehdent) @g@@%mﬁhgg;gms@ﬁuﬁ@gp]gasp ?lée cell culture fluid.
n;t{hﬁg Z%qsgﬁalr%e%{i g?fie%LLi%F%Fﬂﬁ§ SXCPERP t@Re@icet &8 activation (Figure 2,

representative of 4 independent experiments.).
Example 3 - Cpn10 modulation of T-cell stimulation by DC
The capacity of Cpnl0 to modulate T cell stimulation by DC in a primary mixed-
leukoocyte reaction (MLR) may be investigated together with analysis of the effect of
Cpnl0 on DC maturation in response to ligands such as prostaglandin E,, IL-1f, IL-6 and
TNF-a, or soluble trimeric CD40L. As shown in Figure 3, cultured monocyte-derived DC
were used to assess the capacity of Cpn10 to modulate T cell activation in response to co-

culture with allogeneic CD4" T cells for 6 days prior to testing of cell culture supernatant



CD40, CD80, CD83 and CD86. The nean fl uorescence
intensity (MFl) of HLA-DR in response to LPS (Figure

waoornasssst gni fi cantly reduced when Cpnl O was ardBAU2007/000254
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during the maturation period (§<O. 05). By contrast,

the expression of HLA-DR was ufthanged on i mmature DC

| LG JddcloPMad shilwh NG ARRRNSE(18hre@G@RW! of two independent
(@?ggmf%r%&cpgﬁgggmsgwlgg 0 [ nqlgp%rr?dent o WO IRdependen
eexperimensi indicatas BN tacormulatiomaiss fstgmficantt rediaged by Cpnl0. Data

nocyt e.derived DC were iRAC ed t it Nk .
P55 4 BBt LG L ABELCT e o oA o«
t &y WAER SasSdefitinfiheziciit CAQU AQDS el igrpEfetiativn a3y daste in Rigure 3 are
the constitutive release of TNF-a into the cell
cgpresgriative @it @wo wklependertePCEmMSR-)r ef | ect the ability

of Cpnl O to reducepgghple AcEonFisitRns (drit@ment,
representative of 4 1 ndependent experiments.)

. Exanpl e .
3 - Oprdocpudeded withothe dfestTmode [of reriprming s ByotonTprevided herein,
capaci t f | O & e | [ ' trued
R38R TR SO P T 5 P o, o o
i uiest st ot ogeatphesrofidonipositiahy sidsnoff ast himatafien of gie scope of the
g)rnl O on DC maturation in response to |igands such as

SIPLEVIHATOESY WAY: | p, |L-6 and TNF-a or sol ubl e

trimeric CDAGkampie 46d)o06mposifidrcior Pardnterall Atimindstration
nonocyt e-derived DC were used to assgig the c pacittg. 1 ml steril
of |compesitier foranEamuseiar IReeap-Ao0 ?W%@ga‘hg%ﬂ g 1 mi stertle

C&ﬁ%ré%?&d&“&'ﬁ?r%gh%?ﬁ%glﬂa%l%*poﬁn&el I's for 6 days

prior culture supernatantfor | I:l\l-*ge . '
pSindlacly] @pompesitiors fooiiravandisguiusios niayeqempsisa 24P mlof gferile Ringer's

t L nde dent. expesi.nen i ndi cates I FN-g

a%ﬁ‘ﬁﬂﬂﬂ’ ﬁlgcfgﬁlgl\%fsa S&I% %lff%? %@%%‘i‘dy reduced by Cpnl O. Data

shown i n Fi gur eEdaripled(b} t InjectabieRarenDeral Cdropasitiomnot

affect T cel], proliferation during a.pri.nar R__as o
det er K SOBWOBYIOREIANE fg&qmlapggq@lg@%txﬁ%@ogé@%e PisRfigd by mixing
| o0 We?%hg RlEsuiiBhlCRPorhd i€ 10% bywolupstepepiznt glycol and water.
experinments.) Exanple 4- Conpositions for treatment In
athosdutineiswierilisedhley Bigtionpde of performing the

. .  ded " . q
i nvention provide ?ﬁg?ﬁgg 4{,‘2?‘95'5’5“'&“‘“'9?5?”“6

conpositions are ou ow. The followi ng are to
be coAstorpeditias offerseltsble compeundtinylee foxmrmslaceapgile may be prepared by

c osi tians, and not, ag a,l.i m ' :
¢ AR ROEREPORER ¢Riakh gl Rl 0 rhe Gl 5 2BEni Rk compound, in
Cpswasied o, 00 nigaofdiadtedeals Agrifnils tndl 0 org of magnesium stearate.
conposition for int Earm cg{dgr irehgec#i on c.{)ul d be

prepared to cont ai nEXample d¢dk: EyePrgp LOmPRRIGN o and

1mg Ofy (gpich &ﬁ?oﬁtﬁﬁm@erﬁls%'e% b¥op i8 0GRINBO BElbivON

for intfavenous i1 nfusion may conprise 250 m of

sterile RPwigahle eonspundi on0-38nd 5 ny of a suitable

Composi ¢ 1 YrRT e R B tnacele P SRR TE S it ratf on
by i nj ect PampyhHydtoayerepaeed by .86 gg
Purified Water about to 100.00 ml.
The methyl and propyl hydroxybenzoates are dissolved in 70 ml purified water at
75°C, and the resulting solution is allowed to cool. The suitable compound is then added,
and the solution sterilised by filtration through a membrane filter (0.22 pum pore size), and

aseptically packed into sterile containers.



1% by wei ght of a suitable conpound in 10% by vol une

propyl ene glycol and water. The solution is sterilised
whgooziopgssat i on. Exanpl e 4(c) - Capsul e Conposi PCDAUZ007/000254

conposition of a suitable conmpound in the formof a

capsul e may be prepared by fii%3ng a standard

t wo- pi ece ha ﬁﬁ$ﬁm gent

or conpound, E?an poe\ﬁz or loh 4t Ihﬁhlafbmnggltsgg@@%

gy ofFot athcaemsm rorltngleoﬁmﬂﬁa@ @emcttwn (ﬁt%lﬁ@ttn@l apawipiecof 10 mg of a

C?é g}ﬂg% nVS':g@nB gZQ '} \gélglﬁftpdf%qldbrg %ﬁgg{%@g‘l& a% I%e polysorbate 85

@@ e ndid) .i8 dispelsedyih d—lpt&pebkadﬁ,eswhaﬂsefr@orﬂwdgplﬁrinpyhn appropriate
Hydr o benzo te 06 |f| ter abou t to 100 00

rosgr RGP St B‘P%B %V%%th% sifpon.

di ssolved in 70 nl mia ie“ﬂf) mméntmmﬁguoﬁnd t he

resultlng solution is allomed to cool. The suitable

o' iaymiesh ¢ongosi e foa debibcry #h gn OHEMSB inelpges 5P 91 4 wiigblsycompound,
ﬂﬂqgQr f

tb%ét§§' ﬁgwgangée 9({}’19?211‘?‘]5 OE@gg faiid gﬁgctl {e rPr?oauéHﬁ BR6&h, homogeneous
goodwt.ner s. Exanple 4(e) - Cbnp05|t|on for Inhal ation
Adm ni stration For an aerosol container with a
capacity of 20-30 ml: a mxture of 10 ng of a suitable
conpound with 0.5-0.8% by weight of a lubricating
agent, such as polysorbate 85 or oleic acid, is
di spersed in a propellant, such as freon, and put into
an appropriate aerosol container for either intranasa
or oral inhalation adm nistration. Exanple 4(f) -
QO ntrment Conposition A typical conposition for
delivery as an ointnment includes 1.0 g of a suitable
conmpound, together with white soft paraffin to 100.0
g, dispersed to produce a snooth, honbgeneous
product. CLAIMS: 1. A nmethod for nodul ati ng an i mmune
response in a subject or in at |east one cell, tissue
or organ thereof, by nodulating the |evel of cel
surface expression of at |east one IHC nol ecul e,
wherei n said nethod conprises adm nistering an
effective anount of chaperonin 10. 2. The net hod
according to claim1, wherein said nmethod further
conpri ses nodul ating an i nmune response in a subject
or in at least one cell, tissue or organ thereof, by
nodul ating the | evel of cell surface expression of at
| east one other cell surface nol ecule, conprising
adm ni stering an effective anount of chaperonin 10. 3.
A nethod for treating or preventing a disease or
condition in a subject by



nodul ating the | evel of cell surface expression of at
| east one MHC nol ecul e, wherein said nethod conprises

w@oin7n98sseri ng to the subject an effective anoP@I/AUR007/000254

10

15

20

25

30

chaperonin 10. 4. The nethod according to claim 3,
wherei n said nethod further coﬁ%rlses treating or
%‘Mgtl ng a di sease or condition in a subject by
ting the level of cell surface expression of at
| eastl oneA aidtisod foe mhodsilatingca mmmmubaoonseanpa isehjeg or in at least one

S RASASH Pt BRI 5 OBRSLE s o o s

edﬂ%’l\ﬁﬁ@ 180leBileAivhéreiasshidmethbHeompriss ublministerdnsatb pffedtive amount of
or in at |east one cell, tissue or organ thereof,
vihepasprind&h d et hod conprises adninistering an

effecti Vel“}fb”H%F}fodoa{ch P Rlafin 10- wlereihh@idreidiestl further comprises

according to c wherein sai'd method further
annthlatsr@annmmum nes;g)nsﬁel 4 supidct off ingé 9astsqercgH dissue or organ thereof,

Ba]%élg%xe | 0 a%euloeas %hﬂ gregﬁHa ot REE S 6@H! Qell surface

tissue or organ
tﬂﬂ@tee@l%, coﬁmﬁn@dmgnﬁthmnglaﬁte&ectn@ aampuat ﬁﬁdtapvr@ntm&l nt
of chaperonin 1

met hod  .accor.di
of cliims® Znethogrfo%trewr%rl PIeY§ng, 4, g}sle% lqr %035? 1091@?1 a subject by
gig%gl?gﬂ ﬂ% lévélQSfSJeler&fkﬁbelﬁ Eﬁprméaoﬁccbﬂ &.left ohb&HE: 1Inol¢cule wherein
o any one of claims 1 to 7, erein t
nsidmethe |c9n§>@5@9ch@anlﬁ%ﬁgf%@eélﬂﬂaﬁﬁ M}gpﬁl‘é‘? %o‘é‘ﬂ ﬁ%mﬂm 10.
Class,| mpj M’% & %ﬁﬁ’mli WRteRULRd Mm&Ho@ further comprises
non- cIaSS|ca ecu . The met hod according.t

?ir@dtiilﬂgg:)r pm\mneng atmmawar @brdstg)m in aypbiest by medug@imgthe ievel of cell
ro the gr d
ﬁ@x ngs %Ig geg}ojerra I%}Sclﬁlg %@ﬁﬁ%ﬁ%&%&ﬁéﬁﬁn% administering

\Aﬁ%éﬁédﬁvtelaﬁlo@ﬁwf@lupéraﬁm 1éxpression is that of an
anti gen- pr esent|ﬂ$ cell
O

c| ai mb10, Avimethe W@dg]ﬁtq‘l%- gﬁ)-ligyeégog ﬁﬁ&%@éﬁo{a%rg&otn of at least one

Ig@txﬁ‘(ﬁe&ﬂ@m LReb &G&Olerpﬁr{B&st sh&1gelg tixBgs ophgae thaeof, wherein said
ritrc cel [1.12. The ne{ od accoiging

t meﬁrwl mprises mnamwteﬂllgta@ effectigERQnh O FAPEIPABer 'O n

S n
ynt ndti carFyRiL AERYER 0 GRRTD: el SDAURER Sqrer comerise

agdntiting th@le&alyofmeﬁ soffacs aqpmsmntoé af] leastgme oghey cell surface molecule
ﬁg?ggg&gletg 8f # ﬂblefl% %fgﬁs:% gﬁt} IoC P%ahgch%e?% %R@EH%% raueiirnrllmstermg an
] %?a%&fﬁﬁ“&”ﬁ'e'r ol t he. chapes ol n 10r 5
human 7ehapgée ansthod accogling to Weo%?%«%aﬁgse%oép Iafn ﬁ]'\QJP«LA%m the other cell
clglemlRolc gLl Bo-bftRuaapaioRRuR. 10 conprises the
8. The method according to any one of claims 1 to 7, wherein the MHC
molecule is selected from the group comprising an MHC Class I molecule, an MHC Class
II molecule, and a non-classical MHC molecule.
9. The method according to claim 8, wherein the MHC Class II molecule is
selected from the group comprising HLA-DR, HLA-DP and HLA-DQ.
10. The method according to any one of claims 1 to 9, wherein the cell surface
expression is that of an antigen-presenting cell.
11. The method according to claim 10, wherein the antigen-presenting cell is

selected from the group comprising a macrophage, a dendritic cell and a B cell.
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pol ypepti de sequence as set forth in SEQ 1D NO 1, SEQ
ID NGO 2 or SEQID NG 3. 17. The nethod according to

w@b@798567 wherein the chaperonin 10 is acetyl BABAU007/000254

non-acetyl ated. 18. The nethod according to any one

claims 1 to 17, wherein the ch¥#beronin 10 is s

adm phst |

chapafoniae Gy RO ZoROLY UGLEPLS 95, GHESRA chaperoni

W eis ai matdraky-deti yetl, céaathintatly peoadlicad oc saptbetosally ‘p;roduosd chaperonin

Iﬁcated in a genetic construct, operably linked to a

d onoter. 20. The nethod according to either claim 18

or clai MThe meth®l &icbrdifetonaly iy f ekiirnsl¢ t6 dApwheaeR dhageronin 10 is

sequence as set forth in SEQID NO4. 0 21. A nethod
WICA1gY the function of an antigen-presenting

ceI | 14 TRe ﬁH@ioﬁ"aEcor@ﬁig'tSaﬁ‘}‘r oﬁee@‘ﬁ!lalﬁﬁq fol 133 WheRlin SHa8fdnin 10 is of

t hereof , wherein said met hod conprises admi ni stering

@wmeﬁﬁQQIQﬂgylanount of chaperonin 10. 22. The met hod

accongl ng. gi!hgﬁ Meedrd; rﬁhﬁ)r Slafln 12 VAUiHSRe pcfh%ﬁ&@ﬁl'nnﬁ) is human

cel | 'T5 selected fromt oup conprising a

mha:peocmhagé dendritic cell or B ceII s 23. The net hod

accor. ther o 22, whe

e fincitbemeibod afearlite B FGT ¢ Rev BFEOHESHEMTETRGD comprises the

Qlfp@%)ﬂldmseh@erﬁ:e lay 6RFoMREESEQ IDNO: 128 EQUIE NOR 61 SEQqBINo 3.
ro eration. 24. A corrp05|t| on when used for th

t r eatl&eﬁhe grethadeassprdingiogtlaim e sehendhe SoRgFai D s acetylated or

1a8&). d conposition conprises chaperonin 10
toget r wth at | east one 0 pharmaceutically
acce|d§abITélemmthcvdeatccorﬁllhgf@rﬂnY@ne shijroy A 17.amlerreindheshaperonin 10 is

e cha ur f ace
T I e A LI
conpasit thhe methodohcngrdﬁng o alaim?213, wheemi thet pelynucleotlde encoding
erqni,n .10 further dul at es. t he
ClREeah a1 Dokl it & betthic doaticy qaSiab S diedla & Blmatge
nol eoyl e ThdbmellltRl GeSmRaRist k@ Nithef Al g @rC bmrﬁn 29, wherein the
wherein the other cell surface S nolecule is

dolawrieptida emyprifss theeaueppe astes faligadiQ AN %éc or di ng
to any one n‘i’éthfd %Fg‘lcﬁﬁlgﬁhﬁg 4R AMIEIR! OF Elltﬂ%nwggl gres%lﬁllcn:g cell in a

mol ecul e I s sel ect he group conpri si
@hbgsst lor mipl etc Idast, onen tisi® OF as@nl themesife shieegin amd anethod comprises
n-cl assi % COﬁpOSItIOﬂ

AR SRS e e B e onE W T o 1)
FTD| eonl e The roethed extadidy waIhiiiﬁé 01, edlereinnhe iagtigen-presenting cell is
DR, HLA-DP and HLA-DQ 29. The co sition
SElRA g s Bp CRRPINE ATRPBaEe, GPB0C FHLPER Felhe
ceI | o3ur fagen &K S&%&cﬁﬁ‘g {oSeithBAbn®bf @m 21 or 22, wherein the function is
anti gen-presenting cell. 30. The conposition accor di

tseleeted ifipnpthe super eomprities avigrpiimiont bswhtnodg, Eepll apteyation or T cel

}%lg&t% fromthe group conprising a nmacrophage, a
Fitic cell and a B cel .

24. A composition when used for the treatment or prevention of a disease or
condition, wherein said composition comprises chaperonin 10 together with at least one
pharmaceutically acceptable carrier, diluent or adjuvant, and wherein the chaperonin 10
modulates the level of cell surface expression of at least one MHC molecule.

25. The composition according to claim 24, wherein the chaperonin 10 further
modulates the level of cell surface expression of at least one other cell surface molecule.

26. The composition according to claim 25, wherein the other cell surface

molecule is a co-stimulatory molecule.
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prevention of a disease or condition, wherein said

W@ 0opo%8557 on conpri ses chaperonin 10 toget her BET/AU2107/000254
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| east one pharmaceutically acceptable carrier, diluent
or adjuvant, and wherein the peronin 10 modul at es

the f2l7mC'E1"h9 '?:oﬂlfpoﬁﬂ fi‘%do@ﬁﬂé Ré 83 BAd BEclaRAd 24 B 26, whereln the MHC

subj éct I'n-at eas tissue or organ thereof
&%lemlscsehptﬂé ifitono thearaugr einmyising a MG Glpss M@i@u}@ @IhMHC Class

Pre ent| edfromthe group
jﬁ P‘ﬁ dlent a?fﬁlcf;%f) LI:JMPII% ZéC%?elt c cell or Bcell. 33.
The QENP TSictcb@Posicion betionding o daih2T whemimihd MHG6 Clessail molecule is
32, wherein the functjon ro oup
selepier Siomytheig ?%?Prtsalgaéiﬁ*ﬁfgke‘ﬁtg‘g'){’ %H K04,
activat i %eq{omBoﬁﬁioh ARESirdeetoddnyOdhe 8F ddimsUs# t®D8, wherein the cell
chaperoni'n 10 for the manufacture of _a nedicament for

tsthacer @fa)lrc‘n?elnn l?z)ﬂlab@%ﬂ\neﬂﬁtlg@fhpﬁﬁelﬁm&c%as e or condition,
wher C%H%B?QBH fano}&Pg‘%j Hiafth 86 \tvﬁﬁrellnecﬁg lanﬁ’éengﬁbé enting cell is

sur f ce expressi on one MHC nol ecul e .
Eekcied draac ﬁmrgﬂoutgcdmpruﬁlmg anrfadmphitwr aiendritis ceH apé p&hedil-
10 f rthg/% nodul, tes t he

expr cgrnpgp 1|og a\glee Hsgﬁ o OF] tr%%n‘leélﬁ . % é}f'ilgx‘f:‘entmn of a disease or
r@ﬁ)hﬁﬁx%hewhéreﬁﬁsala Rempssitiae canpliiseg chapecdrn MOIBgetherewith nt least one

fmﬁgg;qgg‘[wél%l ellcqr%gtgl&gg;gggl(‘f %lﬁgoxli g Jﬁﬁ??p S nﬁer%t orl%rschaperomn 10
%ﬁo&ﬁa‘ég the RERIN o1t diEariMplen s@tﬁﬁigecdllsinsaeﬁu ]?dcﬁ cr fisi @nleast one tissue

e group conprising an Class | nol ecu an IVHC
Q@rasgan thereof.ecul e, and a non-cl assi cal MHC nol ecule. o

38. T uﬁg agli?ﬁ%rsﬂ o'ﬁgac&ﬁ' ﬁ1lg Q}aﬁz MNGHEleth thR@ntYE&a-presenting cell is

d ass 'S Sé romt he grouii)l
medsfrcﬁg tid_groMRcorprisiiPa mudrolﬁhﬂgd;)@nd;@lc cEHer Iseell.

32??%{1 P?glgg canépgg&? %&cc?rlg%lgng)t cl§1§n MNEF Qhdim! B‘f wherein the

fﬁ b@@rﬂ iPE6108 | emCRk! grodp. coﬁﬂﬁlsh@enﬂgammmgi fymph node, T cell
aim 39, wherein the antigen-presenting cell is

s@tE’@tl@IdOISFWImeLhﬁ@a@‘?fbup conpri sing a macrophage, a
dendr 1 ' CU&? gro"ﬁlrfl ¢ &y thé manufdefir®bf & Madiedaaitnd folr&he treatment
r e

for t € manu a nmedi canent for the treat lovel of
0ot maemﬁrohl ofra (béeaae oi enmditionowhersindiheicBaperoiHarldime &s the level o

onin 10 mod Te of an
aﬁ?f %CBF&FS??H%g ﬁﬁ%?t Oln%q\gﬁs Jl)e(thIa or in at |east
one t 3$SUFh®usi@ardiider elafm 34,2whélfhm ths shepsronini1fgfurtber modulates
claim4l, wherein the anti rese
sthedeyel @f eslbvurfage CYRIERTPL Qﬁg?qa %}g Jﬁéce riolecule.
dendrggi cThelke Q&coﬁhﬁ% hd clatha- 35Thﬁ1eﬂ§$1€ t}&C@heﬁceﬂgsurfnce molecule is a
either claim4 1 or claim42, vvherelnthefunctlonls

s eb-stimathtdry omledwde.gr oup conprising mgrationto a
l'ynphsnodgy . T E8ldordlied tovaly B2 dFiclalms 8lhto B OWhéreinathe MEC molecule

is selected from the group comprising an MHC Class 1 molecule, an MHC Class II

molecule, and a non-classical MHC molecule.

38. The use according to claim 37 wherein the MHC Class II molecule is selected
from the group comprising HLA-DR, HLA-DP and HLA-DQ.

39. The use according to any one of claims 34 to 38, wherein the cell surface

expression is that of an antigen-presenting cell.

40. The use according to claim 39, wherein the antigen-presenting cell is selected

from the group comprising a macrophage, a dendritic cell and a B cell.
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| ocalization within a cell and/or cell surface
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subj ect, or at least one cell, tissue or organ
t hereof, wherein said nethod c%ﬁrprl ses adm ni stering

0 oS AR PR A e AL e i

expresaiiomodi diabase @asondiien, Mh@rcmp thecaliaperoninglO meduates the function

é’g?& @BF%%I'QTSSGatlgg r%eli ggi)é?c %% %t“lgastt gg? tlgégl%: e g{ﬁag thereof
nol ecl e Ti we QOccﬁﬂﬂng‘wd) ahonyl mahaeiml the aﬂﬁgenTﬂnesemﬂhg oelll is selected

according to claim44 or 45, rg nol ecul e
'@@&%%chqm@ﬁlv&e%wha%ﬁ%ff ik é’ﬁ -d ass |

mol eql e Tlfénuskd'&cgcﬁi% td bith&! @ikl 81 oaNdhimh 42, wherein the function is
non-cl assi cal MHC nolecul e. 47. The met hod accor di

ng

tsslegtedifrana éhavgrerie comprging/mization & 3 lymih radg) € cel activation or T cell
sel %%g% fromthe group conprising HLA-DR, HLA-DP and

48. The nethod accor di ng to any one of clains
44 t 01447, A wiwshiced for trhn&lutaﬂhg tmm&Moaxbpdwhom withirt ;aell and/or cell
B FRe L PR oo S s o st st dgost one cell
Gidshe biSorgan et Whaentshia HEBoPcanpiNes admgnﬁermg an effectlve amount
macr ophage, a dendritic cel] and. a e

mfo@@%mﬂ& 19t Mhgreiry the eRApROBHY 1§ vt g fyebaf cell surface
égﬁ;?éégiofl ©F Qpl@ﬁ ’OPWNH‘i@ b1 S&f CoHt AEe8SShCARRILR 88rfadedholecule.

cting a or cell extract wwth a candi date
c orrpo4,ﬁnd The mhtdao@ recediog t@fcla@@ Arovherstn the pthescell fimfagggnolecule is

er X resi%upe on the surface of said cell of at
Iae‘éos§ IBHé‘ fi"€cul e i s modul ated upon contact with '
sai d andigahetiodmpaontng %o klaifihéd pr otse sehaeioothdi MG anolecule is

8%?%%5%@%%%@% %I%I%B égé I(eacsl}i]\/{#étﬁlg nggel lsllgfs : S( C Class II
CRblec@E, Ad d #ASElaaR] MHEImdi&ule. surface nolecule is

modul at ed upon contact _with said canpdidate ¢

52. ADroBessmethad accprding iy clainy|46r § §rplyn the Mg%gﬂeﬁ;asﬂ molecule is
t&léc?e%%&xm%@%rsﬁﬁl? smgmmu AL D P mn@Q

r'esponse ocess &onprises: Odz
cont a4ﬁ i n’@heamc&iold aocordmglto @Ry pm:@f dlpinps hioct o whersin the cell surface

oun th res Cpnl G and (b)
d%?ipé? ORith 8‘ aéﬁggxgrggrgtfn Cegn the surface of said
cel | 4f athd easliodoneoMiky nolcbximl 43, wherenhuthet adigeppresenting cell is
contact with said plurality of conpounds..53.. The
prebesérdsfiom ¢hi 8oHR CPRPEFIR roRAgh ST %lrad@eas% cell.
furthes cRMMLESRSFor (dé)ltl@ﬁ{%i‘ﬁ fEbﬂleﬁhd/\’f}ﬁtt Aesdubxey &5 5hMine response,
on the surfiace of said cCell of at |east one other cell

swhelanﬂgsaldalpl‘@éws@on@ﬂﬁ%dul ated upon contact with said
pl ur aaabt yco%ac?iﬂ%%ﬂ%'cell extract with a candidate compound in the presence of

Cpnl0; and

(b) determining whether expression on the surface of said cell of at least one

MHC molecule is modulated upon contact with said candidate compound.

51. The process according to claim 50, wherein said process further compnses

() determining whether expression on the surface of said cell of at least one
other cell surface molecule is modulated upon contact with said candidate compound.

52. A process for screening a plurality of compounds to identify a compound that

modulates an immune response, wherein said process comprises:



54. A process for inducing nodul ation of the |evel of
cell surface expression of at |east one MHC nol ecul e

WO 2003/09858] ect, or in at |east one cell, tissSuePOI/AU2@aN00254

10

15

20

25

30

t hereof, wherein said process §onpri ses adm ni stering

an effective amount of chaper0 fa 10. 55. The process

accor@) NGednachh@i dATcatt .or Wl ttfhch &ith §£i901]ﬁ§§11ii}ﬂ lof ®@knpounds in the
conpri ses nodul ation of the level of cell surface

evpranse poRPof0; 4nd | east one other cell surface nol ecul e

In a ?'bj @e%rmiﬁﬁg'v@h& erl EPRdssiBR OnCHle! sug%bé%Y%aﬂr céf 8R1t least one

there conprisrng adm nrstering an effective anount
oMHG appéacoh in il afdl upbheoptaciceils saad pbirditygf tompenyndsne

ol cotl-o TR Brogns SrsaP bRy thopoiren i piicss BfbielEuprises:

accor@? Noddt@nidiyig OMeetidr &lpadssidn Td the Sbfacevoérsaidicdlhef at least one
MHC no

ecule is selecte romthe group.conprisin n
Melbercgedlsyripcqpleetieds maduigise PR SRRt W) S pBraly _afa gpmpounds.
non- ckas SA%ﬁ‘J)ceM"fBr R REY BodRftion [dTRh P IREESSceAGRE AGression of at

to claim57, wherein the MHC Class Il nolecule is
skehs cansdVIFFQ mal bl gy i @psubisebrarsinriy 1ersh-opr celly Asop @inergan thereof,

HLA- DO 50, : ' | .
A0S RS0 RO LB, 05l S 1,
of anssant Tlheprqeessanrbidigg ceklaim 6@, wheesipsaidegocess further comprises

accqrdi.ng t.o. cl ai wher.ei n t he antigen: presentj.n
CEPRBLOD AFdEE BV bl haR s PO U gleart St ot cll surface
NRRILARAGE a Subfedbt tih CatCRhdt éed céll,Btigsak| or 6dganAthereof, comprising
process for identifying a_conpound that nodul ates an
i adrinéstermgparRitectivihamed o shapepngt s conpri ses: (a)
contagg | n@hépﬁoglaés Reofild to}?ﬁ Sl o\ hitns?5 € 33db1d88 yherein the other

conpound i n presence o nl G, and (b) determ ning
wbet hieface hrelevulyriaicorstiofulateiydnele¢ulet o a | ynph node or

the apili to activat / u i at :
T cel Jé iiﬁﬁt%‘i’ﬁefﬁ &g~ plgg r{goan a@% (\?\nptc ﬁﬁg‘iais e@a%%i()‘gg%m the MHC
caispeuids s@ectedfrpimahe geoubaonpeisiag anAHE @lasy ahblegulef an MHC Class

conmpounds taq identif) ound t hat nodul ates an

i Hrfﬂ?ﬂ@c} %ﬁ?@ﬁé@?‘%&éﬁ@g’@%ﬁp tess conprises: (a)

cont agg i NGHA ppsilels Bcofdithg t&%laiA 7, Witleheis ahel MIHQr @labd Y molecule is
of cog;)ounds In the . presence of

Cpnl O and
detleqted diomy thergseureeonapresing GLarPRAHEA-DR iaés‘3 &Qr“%% a
| ynphpod t i gt t [ 1 surf:
P3O0, B5u 8 ALy S B0l 36 ot o el st
Wekressidnds Shap lofiambntigengfressotimpeatids. 63. The process

gﬁcgagbg gﬁb? éagé%lts%n ﬁgcoclygﬁ%rg.tgl (%i% gg, v&)?@reeﬁr? ‘d]ié1 gnt?fén'—pr%&nting cell is

selected from the group comprising a macrophage, a dendritic cell and a B cell.

61, A process for identifying a compound that modulates an immune response,
wherein said process comprises:

(@) contacting a cell or cell extract with a candidate compound in the presence of
Cpnl0; and |

(b) determining whether the migration of said cell to a lymph node or the ability
to activate and/or cause proliferation of T cells is modulated upon contact with said
candidate compound.

62. A process for screening a plurality of compounds to identify a compound that

modulates an immune response, wherein said process comprises:



64. The process according to claim63, wherein the
antigen-presenting cell is selected fromthe group

W@ oinp9sssng a macrophage, dendritic cell or B P€r/AD2000/000254
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65. A process for nodul ating the function of an
antigen-presenting cell in a sdBfect, or in at |east

one t,$SuRniciff 3Bl RRr @A extMeRRiN Al HlufliBe 8% Tompounds in the
conprises adm nistering an effective anount of

- chragrmconf Gpld); a86. The process according to clai m 65,

wherehwn the ant. - | . Ce ' e f 1
e oA MR ARE gl APLAE LB AR g e avi
ctel hctivate &id/orTbamse pocléfemtian cdrHicels o noddmiateds Bpar contact with said
cllai n 66, wherei,n the function is selected fromthe
gPB{?E;%%‘?ﬁ?FP@uH@S-m gration to a | ynph node, T cell

acti vgd.i omePprotess @lctorBing! tb fcfimt 61085 claim 62, where the cell is an antigen-

presenting cell.

64. The process according to claim 63, wherein the antigen-presenting cell is
selected from the group comprising a macrophage, dendritic cell or B cell.

65. A process for modulating the function of an antigen-presenting cell in a
subject, or in at least one tissue or organ thereof, wherein said process comprises
administering an effective amount of chaperonin 10.

66. The process according to claim 65, wherein the antigen-presenting cell is
selected from the group comprising a macrophage, dendritic cell or B cell.

67. The process according to claim 65 or claim 66, wherein the function is
selected from the group comprising migration to a lymph node, T cell activation or T cell

proliferation.



