Treatment of Hypersensitivity Technical Field The
present invention relates to the treatnent of
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effecti ve anount of eukaryotic chaperoninl O (Cpnl O
and in particular, the invention relates to the use of
eukaryotic Cpnl O for treatnment of allergic conditions
associated with hypersensitivity, including asthma.
Background The se It zat| r?f{'l an | i,iﬁv-' |l to a
particul ar antige &at@BﬁB yhese 'Fg}iﬁé

wher eupon subsequent exposure causes extrene allergic
reactions, can be injurioyacBARaEFRIIdf atal . When an
adaptive i m”mmune response occurs in an exaggerated or

i nap kaDEppn'emne irfvention tehetes todhe irettmkententypemamsitngtythyeadministering a
action | d to be

h
Gpediely eRtve Sae O chiRst QL fChmi) ad in particular,

I @8 AAVSESn 26lhics Go tmmrcqmmgyehy CRALD EantrdaemBlitfCHREbic conditions
by rrany antigens. One formo persensitivity occurs

wispcialgd WQ‘E%@E@WS@HWSH’&W]&&?@ ai nst i nnocuous

envi ronnent al anti gens, Eg g(g &[Qlll gen or dust-mtes.

The resulting rel ease of pha col ogi cal nedi ators by

| gEsenshd is&@etiAAGH oFehd SndividdiC &5 adpartiélline antigen or combination of
i nf | ammat ory reaction with synptons such as asthma or

¢ H1tigPRS, SYherRepOBr BXhsAquenh FEPRSUEhH CRESEF sefrgmehllergic reactions, can be
S [ Q

e e A R el P o o
Acepprdpuiae fama thei individusbexperiofcing e peastiemts sani\/terbmlwpersensﬂwe
there }s thod or. i nhj bi.t
oce BRRYEIRS, BoIBRR kT 02, B s sting
nibpyadpriaely ranﬂe&naﬂarmmnvskalr bynmaay atibact | Qac dommu f hgpersensitivity

eukar cC C eronin.1 According to a second aspec

of et ewéa%@e{%%p TPRABAE Fso‘g‘retcff‘éirae%a nst ngcHoys FrLroRm %lgens such
fQr pblle@abi QBstQhitddl ahNickilEng rBMRRY §ﬁ5§aﬁﬂaublbg1cmeﬁfema@d}s by IgE-
associ ated di sorder in a subject, the nethod

cisnpifized Agstaentls mireduses gy acatet m@a@n@f@mremoaﬂv@luswewms such as

a%mhqg aryotic chaperonin 10, wherein the
c aper%ﬁh O nodul ates signalling froma Toll-like
r ecept Bine prégmb ivienigort eflectsthe siupspeg tisodvernthap eelseydtic Cpnl0 can
in tion there is provi.ded.a ¢ gsition for treating
PR Bt o Sa bR i Be BIMRESc1  on assoc ated
dlsorder in a subject, the conposition conprising an
effective anount of eukaryoSummlbasperonin 10, together
w th at | east one conconmitant therapy.According to a
f our t WAceeptieg tood firdi @space 9éthe praseahinvertianhiere is provided a method for
P [ Y
ROBELEE P p R R0SaLE AT B8 £ BB A, B method comprise
sadnquﬁxstenng e effectth&(hnmnpof aikagyotidchapesdnét L0y an
ef fect] ition, in accordance w

the t %8“@% n% s%c{o p?gpc%g\ggﬁqq Pﬁqsenﬁ-%ventwn there 1s pI‘OIVIdgd a method

hipp @fea@itsbit prélénting @A iepdtniityity MosRlive adsdeiaftat div@EérdR a subject, the
of basophils, eosingphils, mast cells, neutrophils and

| PEHAS PR singn adnwmystening (19 ethg c§4biest i %n cHfectivg) pmppRl of eukaryotic
r §LpBbLRM 1Q)T{7vﬁéreﬁi 9B %hé#ieﬁgxm 1h %d&ﬁ&%s%f‘g?ﬁﬂﬂw. ‘Hcﬁﬂ a Toll-like receptor.

reaction may refl ect | evel s of eosinophils and
i munaiyicorsting te Ehlrmsmcanﬁtm po¢seat inypwiondhere id miovigded a composition

r1%?%e?ﬁ%%a{nlsgéo%ﬂggl%ﬁafﬁ%%%hétlgfjg%acﬁgn %!BES ed dlsord%r ina subject, the

speci ersensi reac
| combpoditioh @othpaking rag \effectvrenahount ©f eukaryotic chaperomn 10, together with at

least one concomitant therapy.



allergic conjunctivitis, rhinitis, eczema, anaphyl axis
and respiratory di seases associated with airway

WO pdo7aussess i on. Exanpl es of these respiratory dPGPABR®6/001566
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i nclude asthma, such as allergic asthma, intrinsic
ast hma and occupational asthma. TLR activation plays
an inportant role in the aetiol®gy of inflanmtory

| ung di seases rangi from ARDS (acute respirator
di s? r egCding o @Hﬂgasggqt 1eawgée@@%ge{1‘réqpr ﬁqegs proX/ided a method for

ORSAtINC bf YeevREHiND AakphefbeRRAFR) reablbn EQ4Jcidtdd Bisorder in a subject, the
receptors may be selécted fromthe group conprising
omeﬂndpg:qmpnsng ad]r@p'\zg,termgm effeqtize amomet off fhr7compoRgion in accordance
TR th T caryoti c chaperonin 10 may be a
nafuraﬁpgq%éﬁ%%éggﬁsgﬁ%ﬁgénantIy produced or

synt heThe hypeysepsitidify eshctidmpeydnveivd the dbhieatomkal yasopldls, eosinophils,

CNABEEEA, et RS B e adfiion of Tol e rceptr
C (EIERY €iphdllidd) The)hypeR@sitetyt lagctidal mgelfbtﬂie@taligle BVeRCH dSinophils and
set forth in SEQID NO1, 2, 3, 4, 7, 9, 11, 13, 15 or
1imypeelebidindi.oni n 10 may be acetyl ated or

nonacepyl @gaﬁﬁgle The Pb%ﬁgiﬂjvi?% ll'gallc'ﬁﬁq){ i aa(flkint?l;a/@mraﬁ%ry reaction. More

substantially | ack, protein folding activi
espesificetly.c exdnales ofian hypersrapitivey agadtivns trshuld foodt ditergy, dermatitis,

f f.a. AVZn? 1.1 d ' h [ 0. Th .

N oMYAl SR AREPRL RSty PGises associated

[rwith agsng y ﬁilﬁ:a_trmnmtsdlrt'] g lmtmm%fahés)t rﬁépﬁl’r&&ﬂy gﬁgﬁg@fmm&%thma, such as
eu oti c.chaperonin may be encode a

p@%ﬁlﬁ@% i ’(?gﬂ%fﬁ %ﬁ%@dc‘%ﬂ‘fﬁli’art é‘altﬁg’l%aequenc)é as set

forth TOR SERvAtRnNGaDs a8, infborthf rd1é inlthe oLy I in-ﬂgtﬁlmatory lung

met hods may further_conprise the adm nistration of
| Sagseorashgdiem oHaPS Agarie resphdonydintrestmyndremgh to asthma and COPD

[ : f;

AT IOy AT SHTATRCHR Y B8 icted som

t grepp pympesing n€ Tdl, AR R TIR3aTLR4, TERAGENRS, TEREHTTERS, TLRY, and
j d')nfl anmmat ory conpounds, bronchodil atory conpounds

or I mhunosuppr essant agents, or a conbination thereof.

The i rithenakuyptie shapetonig @0 mayeye a_b?e_ltﬁﬁély—deriy%d, éecombinantly produced
i nmun essant dr or .a specific 5 antibody

ot SHYBHCRI Tre g Shkerpyiap by s Sulgiyeli Plyglonin 10 may be of
a@@infflia of ¥inOKihB @h&pesbnih 1o ghalylbe Mimahlehdrof@h 6SF, or

surface receptors that nediaté their activation, _
i ncl uditfgrhepeEoniand merpempoieRbe phveptideisquence as set forth in SEQ ID

| AN OS UPPA ess@n f:U y1be r I s )
{DUELOS RPL RSO 9T PETESRIRAAE b o secped o non
aacgtytdiedh atleorhapéreniadf). mayJather substansaltyi lack, iprotein folding activity.

accor ce,Wth the third aspect .may. furt.her conprjse .
a cor ?lﬁi % oegl fay 8&% chapgroniy, gQ/ @ag iﬁ eag{rgmgﬁq@dépfﬁlgdfmté polynucleotide
comobddinp lchirditie 10S €heholnbelebdtidieenabdingeBifcr@n flOmms 8 located in a

eukaryotic chaperonjn 10 includi ng manmal i an
&?&Bté‘?/%ﬂﬂsﬁ“‘ito?&é‘?@y l‘“&lfedé? AR5PBOKhman chaperoni n 10, as

vel | asef dlihryloB8 GhBp FHARCIPRI TRJN¥PBPLA ggﬁlnﬁagotide which may

fragnments or i s derivatives thereof retaini
i GO AEeIcar ey anset ifarth ip SERID NQ:50m<, LD, 12hé4.clonerebdt

of thi L [ " i.si.ng" a ..
L e N TR R ap—
Fgeth eFlrpagent vayibatanonsnwfontdielavar dlHeciompuriosioiglatorsmaibe a type I

reonprise” d " ri ses", have correspondi ngly
TRer R P g or BRI




O As used herein the ternms "treatnment", "treating" and
vari ations thereof, refer to any and all uses which

WO 209e2ays036 di sease state or synptons, prevent tPEI/AU2006/001566

10

15

20

25

30

est abl i shnment of disease, or otherw se prevent,

hi nder, retard, or reverse the progression of disease

or other undesirable synptonms in any way what soever.

As used herein the term"effective anount” includes .
Wi t hi nThet gonfa@antang therpoh mayx inglslebadmigistintion eft agentsunuch as anti-

t’ﬁ]er ape Ogﬁdggﬁ%ﬂg%cidgg%é}%&ggﬁ IIT@E é’g @1{& gsuﬁgrueﬁiant agents, or a
rc&mmhmaid)nvthéx‘eoﬂ/ary from subj ect to subject depending

on factors such as the s i es .being treated, the age .

and gt HD EUPRTERS AP0 By JI] 5 fTRES DBLASTANE rig or @ specific

taﬁﬁb@@jﬂ ﬂir&dtétﬂaéh%s@% e Bﬁﬁﬂmcﬁb@ aﬁ%htlb&l# SHaiR0e Bytokme e.g. IL-3 IL-
ei.ng adm ni stered and the node of adm njstratjon, and

s% ILolrS't MRS, or gurfage fr@@pteﬁs@%mé ety pisaptiyation, Elﬁb’éiing IgE, and
hGatdoisiopMount However, for any given case, an
apr@op@%tceﬁoeffectlve amount” nay be determ ned by _
one ofT lmrlmrnlam,%umfassantl drug menyabe chreineglysalatesy thaophyéline, leukotriene
er| 1 i de" nmeans a
{T?n’?%?élsau""e oF an%% ﬁ%b%aéﬁ’g’ rggf;ed t oget her by
pept [ d&lebmidpomﬁrdhe it eccodanes | witke thé dhird anfect phoy dnhier comprise a
are . used .i,nt erchangeabl y herein, aIthough for the
it the present invention a "pol ypeptide" may
const iMhdlaBoe RPEéts aAd Bhbdinehls cbﬁt@ﬁiptht@fﬁétlﬁé Bf wﬁﬂﬁype and modified
term' Pol ynuc| eoti de" as used herein refers
SﬁOﬁ@q; a e@@rﬂg@mh@pgpn@rﬂ@ex@clyémgﬁ@@m@ﬁhan chaperomn 10, and for example
r [ r
T B o8 Sl ok TR o 27 p Pl K ang ragments o
Abrwsfe\das tigaredfiretatreng mnmendhmwibidtartyiactjVity." nodul at es” and
vari ations thereof refer to increasing or decreasing

the |l evel of activity, prodqg{ @{b secretl on or
functioning of a nolecule i Fﬂesence of a

parti gyl @e SBLasOMs @Eé&ﬁé&tl%noﬁih@g&m ‘%mfntfﬁng means “including

i nvention conpared to t [ evel of activit

prigipetly.dnt ngbmcessanly solel gt Hanthetmerei variatigns béthe aford ficomprising”,
§ atiol se

OB PR SN L TR R BT

decr eaﬁmuseifﬂneranmﬂml taﬂmsdhremmﬁnbe “éatmgl) amﬂgmzttmﬂe thereof, refer to any

suf ficient prod he de |red result and be .

el v WhIEhr Ay ndSEISE (A5 i OLR JUGYO: 4o G¥aishment of
higeasd) of eflRFWist réveiD hieby, AdtardE Ot fifvOrse HRCHBERSSIOY 0PMiease or other
or npre_cell types and whj ch pfays arole in the

dedpsiblecmptn eH Veay, Whalsogh el i on, i nhi biti on,
suppr essiRA h@fel@ﬂﬁm @ffe@t@vé’im&ﬁlt"’ [r?gﬂﬂl% Wtﬁﬂpl&sﬁeamngga non-toxic

Brief Description of the Draw ngs a Sequence Li st
g spiiessenttanovné el asn agenk lor romplosndids qrdvidel thtbylemmyl hfrapeutic or

xa n r
}?&ﬂ'}%&a@rﬁl&l %gec ) a\;q\?ln g%X% L%momét ?e ui;l(; ?C\gﬂf Q/a}&g R %hS“PJSGCt to subject
ale:pemﬁng oi filctaebich asmhempecies beihf aelted thi agd amdaledéral condition of the

ng'h]agtf (EBQ\L/%pt?IEPf 2 hee(g’égtn 5%8}% t@ga(rljegf %eé / ea ae:r\df'lg\éwletﬁbeu& administered
\e@bithd fodB-oF a@mirtstiioRAl GodsHh.Y amas did fatdoksibRtte s%vé&fy an exact

left lobe of the lung, with vehicle dellveredlnto he
reffRttivecirount) Howrvieldr Byy elan (casrgan aPRIRPHEE S Biferiiye amount” may
L fRtetd

'HBB'&%‘E o b Ltfi‘l\é%g%rcﬁﬁﬂg Qﬁﬁ.lﬂ'ﬁ{eearf \Sgé%?rlﬁg rélllgléllg ee&?ﬁéntatlon

pr e- ( ddie ta‘m@i “pdspemd?’j nidBM Z helyiren g@dﬁ nIpi of\/amlgo @uids linked together

lfbg) \ﬂe?ﬁﬁ%?orﬂ\g d&;ﬂle% %t‘ 8{3@%2%% Wr% Cé]ill 1|1']1En rch%mgeably herein,

intra-lung group fol I owi ng adm ni stration of 4 ng
Cponl O Figure 3. Representative bronchiol ar airways
fromtwo sheep 48 hours after house




dust mte (HDM challenge. The sheep were adm ni stered
either an intra-lung infusion of vehicle (1), or a

W@ emgloesoires | nj ection of 4ng Cpnl O bef ore HDM cheil/AB21Y6/001566
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(2). Note the infiltrating inflammtory cells which
conpl etely surround the airway in the vehicle control
sheep (arrow) which are |argel y4 absent in the airway

of...she fven 1V I O bef chal | en x|l QO
O Borh Bioges o eprsiond S pilioh O BRAR | B Sonstiute a portion
f opafillMenghpeneiA8 hours after house dust mite (HDM
chal | enge. The sheefJ vvere adm ni stered either an
egtid

| nt r a- HiErRnekmes §ef used lergin 1gfers tejanghged or double-stranded

hiombl @p &Bxﬁ%n@gk exjt;l%rnﬁcl CB%{? IEndid - an%f%évﬁeé or natural

e infiltrating in surroun
aﬂumldﬁmotmxtummthﬂreofcontroI sheep (arrovv) whi ch |s

| ar gel t he aj.r of ,,shee iven |V
bef or ejyﬁ—%?ﬁg gtgrmi a %) I'EP%‘E'P% . and; e %%etpere"f refer to
nincreaging ph d@éreasﬂig ane fival oRbéthaly, pFodubBER $£brefilin P Utdctioning of a

aft r HDM chal |l en nd admnlstratlon of an
TpleRulP dR o Presicricr pamieEDMOuIiAry TelecpaST seatrafdhe invention

r%ﬂw&hé\@év%hopmgt Fodu@n! Hs@?e?lohhﬁ c?%e p{fﬁxﬁﬁt]l%hnlg thereof in the

| and lunen (arro SO0 note goblet an

C@ISPHCﬁ)ﬁ’é élitqomaémlatoay] thohstteues agﬁlﬂﬂ niches$ termis idmenpt Ilm]x]grquantlﬁcatlon of
gﬁﬁé Q&rsﬂﬁl a Bed?b i€, %? rﬁtgcﬂileﬂ{%g ﬁ@ gé" oﬁrr%é mzl\;l/lgﬁlrgf ?ﬁ]cwnt to produce

ronc alrway o eep
Hb/dératiet] eesy b aad duagyrbei direchrenditeet of 4ng Cpnl O Not e
t hat bron hi al mens re | arge devoi d_ of
micou hgp g, %&cﬁ]ﬂfaltor? eaﬁl ?1 ers}nu ﬁ%c%ﬂj & molecular mediator

| secrated byl dhet dir&nbﬁéfdell&!yﬁ@ Al Wikieh 91 ?E‘@ r()lérﬁlod’ié actﬁ}aﬁen maintenance,
not e that, the goblet and epithelia lining the

P3O URRIRIteNesURBFesSIOY T Alsgmentation ofise nmmueﬁ gsgonse.
ani mal . (x250 Al ci an bl ue PAS st ai ned) Sequence
listing: BRefdEseeiptidnt

Cpnl O ( GenBank chlggm o%ﬁﬂl\%JB%IS 1 %%%%’\%?‘ gl.'@ﬂng

SEQ | Whm@entﬁhmmmllammmwwesy ofa tow/ﬁoﬁnnﬁilﬁﬁg&ample only,
of O wth adda](g onal ani no aci d resi dues at

XIS
g“’ﬁ-fetreéP&?] © aGPIMPFINASEAVINGS.SEQ 1 D NOs: 2, 3 and 4.

Th UL | @etceAlCedsbpBIE 8

i nQuSEQ eI Que b ORI a1l PouRalT lrtr}%o@roﬁé/ﬂ"%%‘ﬂar lavage
WBAL ©Of sleeerrER Pep ATaEPE gaged 368 wahicleldl- Bt4, om 16fmg iipn10 delivered
b I a t

ggc$ﬁle)g(>tr Ivgféilalseeg 5% élel];‘lg t%)g 5‘? ﬁ%@é}%d cﬁ’re’\% Eito Il}egl\e;ft lobs of the lung, with

selgcleDidlioe’d Bt tltcenghtolobm(s) folﬂdveerd hpd:hanmgefmmloaie dust mite

t del th th
ShrDATL YRGB BB BT R 456 b R alingd. D057
Figurex| eotH{]dM-sI&mfﬁﬂLg@IeQBl@ qﬁem)s&aepds@(@gmg@@hmnge in iv.
and 18, Additional nodifi forns

R0, PYE gt o6k Cantthas. deriroh o i) nd s
Rt are dmnéhg%ql@ﬁn&aomﬁg @%ﬁg RN QY sthﬁf%n%?hgxfgé @gnm

of both the nobil t he Bgta alrpinro
Figaae Bp NoRenlfyentaltWQ bmmheqian d@v@}@q@@nm ducpdB ri‘@urs aﬁer house

%géﬁ?ll{ ption ggaq%ng‘? errﬁrlr:eé%dJ Efr’mw% argé%fuspeﬁﬁl dfhe geﬁli %{tﬁa\% Hpg infusion of

velaelei(bhor arsenglh & mgestiboh otﬁf4mg1ﬁpmlé) BefoediBeS cidllehfd (2). Note the

R B R ol T, BB sWfaathe vy 1o the vehice
ceEpdshepi (&ndwr) @dheld argRidedt absRAOTUNE LY SIOMEBN bAlen TV Cpnl0
E\&t g@@ﬁ%h C g]ggf or dust-mtes. The resulting

P ¢ ﬂglﬁ Bal mediators by I gEsensitized
mast cells produces an acute inflammatory reaction
with synptons such as asthma or rhinitis. Airway

inflammation is central to the pathogenesis of asthma
and invol ves the
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recrui tment and activation of eosinophils, mast cells,
neutrophils and | ynphocytes into lung tissue and

whe@nokoad veol ar spaces (Busse et al, 2001). HUEFaU2N96001566

mte anti gen has been shown to be the nbst common
all ergen causing allergic asthma in humans, with
sensitized individuals devel opisng speC| fic IgE and 1gG

hunoral responses (Roche et al, 1997 The appropriate
drigwea 4. noddfepmse@tgwm’@nm@l broachioles el shes@ 45 hours after house
a
SRR BN USRS 000 HE BRIABLA AL Rk nusion o
exchitid (1f)j @da binglass egjsctiom dsﬁmngmjmll abefoge Hﬂl\édlsllmfge (2) Note the
f. asthma, However, it w.l

Cﬁﬁﬁgehge SRRER e FepRich Round, gt FRNEY in s ¥itigle Sontrol sheep

HREw S SsdH isVIaIrgé:lyF S@ééht ﬁﬂtﬁeyﬁﬁwﬁv SP R Sgivel EVIOpE0 before HDM
sheep nodel s of _asthma are based on aninmals sensitized

tehalenggt Geld0 (H!@E)arl s) allergens and the results
PibhARD! at ag; h W?fnﬁé&@éfé 121 9bn éisdn‘e&la99h°sﬁ P61 48 hours after

phar nacol ogi ects o potential anti -
dmyhchablengﬁjmd gimiaistretigr of Blm mrgjra-hehp @tﬁwahllcbr(comr@heé{mte the PAS

usi. n use dus an a

AL 5ot el gD oL EE Byl Uihf g rowy. oo
eptapbblehad efithelidli @lnpgelplasieasd mmweds fihigthel altejayrlumen (x400
al |l er n-s CI fig |gE responses with recruitment of

HeGer Sﬁi Sté%g)nophl | s and activated |ynphocytes

imberedre | lME:rdgr%ﬂH Bf %ngroﬁéilnall\"afrlira§'d}‘ $tREp kisnens Qx%ufsoafter HDM-
humans chal | engef | ergen (Bi schof et al

2helbonge Ard q@rlérslémtl@rh 95 ﬁmgoﬂplp]ﬁovNQ@sthﬁt fhettiprrhialreland lumens are
V\ﬂg&l&! cfe'vgﬂ cg” lﬁrr%o?ﬁg gﬁﬁtsﬁ&hvd dfatl %%Ifotn &"’f)lﬁé’]mﬁcoﬁﬂ %@a‘féd in the left side

rein sai conpri ses ni stering
aif filec gland (amygntAled netekbatythe gobleﬂm;deapathelml 1:611 hﬁpm e hitway lumen

BRI B LSRR D PP R e S s RinEE ™

Mot ﬁ%ﬁﬂg WiHeh amihoe fatiic tseqtﬁnedrmfnwllafty@ lamaat Cpnl0 (GenBank
for exa human Cpn| O, .al so known as_heat, shock

pHsesion @k&S 43 1 mpvided in SEQ NO:L The appipe pcidseguences of two

tn‘i&ﬁfi&fj fb&nsaof‘ @ﬁﬁﬁ‘@ /i Aeaid Belido abiiereGRANLL at the N-terminal are
pol yﬂ;ﬁ de is ’human Cpnl O po ypeptide. Those

S)kq)\n ir} »SEQwéD eN@S i Blandppr e'Hieatl@lQohlé@ seipeenge soreding the same is
Q&H&é % Sk ?5 N»R! Qaugedal ddi @8&1%%5? Ctﬁnﬁ“otf%ﬁ(pﬁgfe human Cpnl0
epen

esen I AV I on~may vary on a n
fcaniparsss, the @]leleﬁnalmﬁ Itl&: lnbblls imxpl asset (ﬁorthalrt S]EQtIEdNCBYlC Mhe nucleotide

Frainbn e he e Baroraad SsE0PRabR “FutlE: kg e oter modified
FeGeNdH vﬂl@d‘—typ@!hﬂh@l 1 O egspHasddéthng WlfhlrMh%tn‘i&bﬂ%tlo%has provided in

ZOOOﬂé i ol 78 603-607), Ryan et ah
CEQG |N%§n1émdéio§1?e poelaatideswauensemesadiag same ipprogided in SEQ

@ 094, FHem 28 %&ﬁéana%%aﬁ@rﬁn%amha dﬁl{hﬁh’éﬂ @PA® comprise the

production met hods for reconbi nant oteln
aletetion gifi thchBetglialrpisdroadl thopsSEQ 1 INO: Qb pr élcl delagiontrdtboth the mobile

t n the

U8 BEEREMerl YA LATA A I B0, R fRgHRAL e ccodin
mylehmpmsﬂddimsmmw@s Opahdl2.0or use in accor dance

with the rret hods and con‘posnti ons of the present

tragnents foboteied heschBrp Lt ReeHEmpeouBERt °°
' ”Ve”tHg%%Cs'Jgé{?@?h ORLAIGR 4! 319%5%%{?1@'%@ G ! '?Qé%nses acting

nucl ei ni ques or nma e synt hesi zed,
elxmnmpelat@y ragd combeprokall byi ey aotigess) |Qhepfmseof hypersensmwty

nt hes ueS g‘gfﬁ?"’eg eaggn%t Hn%ocglg llggmen&? antigens, such

b Sieh e TEE PO

prote| nases such as endoLys C, endoArg-C, endod u-C
and st aphyl ococcus V8-
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prot ease. The di gested peptide fragnents can be
purified by, for exanple, high performance liquid

w@ boooretoagr aphi ¢ (HPLC) techni ques. Enbodi nent BCDAURM06/001566

i nvention also contenplate the admi nistration of a
pol ynucl eoti de encodi ng eukaryotic Cpnl O In such
situations the pol ynucl eot i de igs typlcally oper ably
linked to pronoter such that the appropriate

@51 Biept P1d éu%éﬁlé@n dée; r§8t5%g:| geleapef off p nagologwal mediators by IgE-
t [
e Rk Qloitiabiths OB O RRGHERA, el SHE, Plbprgms such o
asthert @rrhidftee vect or nmay be a plasn1d vector, a viral

vector,. or any other suit eh| e ada f he

ooy PRy AR SRR 6 M8 R EeRERPAE RS shSnvolves the

Irﬁérmtgidh’ﬁﬁn&btuttﬁzaﬁ&h log e_a}aiﬁbmiﬂlel ﬁ)?éﬁL &4ls) mtmf)hmdﬂ end lymphocytes into
t t to

R D BE S S Pt Sy USSR St TN e dust mite antigen has

GeBA RASWR o HRMhE Ghost I&Qmﬁfoacaﬁ&%géﬂgca%%g edl‘l%%‘ic 24tMadA IAmans, with
pronoter, an enhancer, ribosone bi ndi

pehsitichdnintlividusis devgloaing speeific rIgEﬁldulgﬁ lgmnarek respraseoRoche et al,
SAYETER R0V ShE, 850 ORI 6y o conole
finvestigdticas ¢co)b1pormdnmed w11ﬂ1ag1@bfnetevan¢d10 dnman diseasce

phar utlcall ceptable The kar
Coni O 116 Pisept HeSH gt gsseenne obs tasBlih effcots of
iginlf)CihtatheBp ﬁﬁ-}@el 6F Niinda. Blowdwerdit will B agpkecididd thkb Iy concept is

. .The nuc] eoti de sequence of t he polynucleotlde
B BeADRtoShir ByReryensEivaLy reastion melisord&st=0 | D NO 5, 6,
8, 10,prddio slﬂhee% Ehl&[elslgf Q£thﬂb5a?é BsedUbd hiin®d sél‘é‘ﬂl'i&[‘ ¢& nematode
identity t%ere dise to t%e sequences of SEQ
|(Bsq>a®s) alle@ensg ancl@he n@ultaqxtrap@la@d kg then¢vaiilation reditphysiological and

SRR (R O Ephlf FRIARGE ltof wpdp! gfopllensic tune

80famBation %%C@G%mQ ThomseO884t anitd Q%aindailtdrgdnywvbht dirdcheelevance to

uen forth in SEQ ID 14,. .
TETUE SBTe vt hes EemD B ROTRUSIR 0 S asgel, ggiitized sheep
aRdelop Qh&@@ﬂjsﬁ&iﬂi@%fli ﬂa‘épdiﬁ@éjwﬁﬁrréérﬁltﬁl%ﬁt é Mffﬁﬂhﬁs 8&inophils and
vari ants thereof exanpl e only, pepti

factyptech Lgnplocies | chjOa@ledl@g& msﬁi@d ancy BAd. 981ly sigglr émptlcs to humans
RiA1 e Wth g—?%gfﬁlerée%ﬂB Gt QaHneoP) which is
i ncor por at e erel n by erence y be used in
accor ddeqeesgint imvalﬁpmqlrewdcﬁda mﬂmdu fremhibithg & h&pqnsms@mty reaction
|nvent The .t e grent refers a _nuc
i oﬂ) ecrrz)]tolvilllbeéepl%l S 2& pusk (ﬁlgen ggmpﬁaeis e(?]nélcl)n germg ar e%fectlve amount of
cok&tybticietpemnid B).a constituent of full-length Cpnl O
protein. In ternms of the pol ypeptide the fragnment
af ?ﬁses gualitative biological activity in conmon

he full-length protein. A biologically active
frag LU i et 3
| rvonts s paeRE A AEb B e SRBLARAR bRl BERRE) o subfect in
trieed iofinaeaimmand ud admnysteredl IWAﬂI yn effettive moours syfcultanygtic, for example,

Sitmusg PR BH B Shas R gtk Bt 4P T o o Hgmply e subjoct
twaia ta@tedvista/huﬂiaﬁ eaﬂdywcsﬁlhﬁgly,amelcqaﬂb mﬂ%u&@% e human Cpnl0
ivity, {plcalﬂg at |l east about 90% of

eafééq vl we s he arypilkanmrsrigle that dag prapstitdenisy,of the Cpnl0
Qlfse@iﬁciéc@i‘atahé/é With t}éﬁ)rgééﬁ{ ROEntIRSHREY ?ﬁ’? desERIdY (H"t? number of factors,

present inventors have al so denonst ed t hat
dedexdnapie dlte spegicgdp e trastddg gech that e Nkl mambg a_eytected so as to be

' atory activity. It is
g%ﬂ%é%%P&ggg5%ﬁ§$m¥ﬁéﬁgggéence of an acetyl group or
an am no acid which shares structural honology to an
acetyl group such as an al anine residue or a glycine
resi due augnents i nmunonodul atory activity of Cpnl O
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The term "variant” as used herein refers to
substantially simlar nolecules. CGenerally, nucleic

wa@eoodoswaguence vari ants encode pol ypepti des wWhPCITAU2006/001566

possess qualitative biological activity in comon.
General ly, polypeptide sequence variants also possess
qualitative biol ogical activity in comon. Further,

t hese pol yEeptl de sequence variants may share at | east

40% HopicaBnothe il 0 gg%com@%anwgpglog etlmpsdespmihred gpddorton et al,

R @fihind) Lo BBYrRi0S R FMEDE L BRB! S o POerf 936:22037-22043)

sajUelwen gt ad | 2906 t(JBidItﬁh@iné?@,():@W—dﬂiﬁl%)mtre priypepod sﬁletable production

L LN P —

Whe greselftrihvetio 8s ﬁ@t”li’ﬂhité@ﬁy #etdintihed of 3ﬁhﬁbatﬂﬂl, or productlon used and
substituti on of nmore anino aci

Y \AHss meieod @@auhwsgfb B pigArsea Pl Ot og ug%weaqcelfsi@tl%wﬂhéhe methods
%H'c&ﬁxg&?lﬁbr@ ofithe bl%sé?ﬁhﬂvehf jgpyn in the art that sone

am no changed within agolypeptlde

wi t holfukarlyplee K%gl@ [pgly@gpudﬁs tapd prpiidrelrpghgnie for whe in accordance with
( ti t T

écﬁé) Elséggn\f %{ij\}eéﬁ%r‘? ubtel o#}é,ll%hsv%sin ﬁ?‘b&ag({ I uB%?ﬁ]t%ﬁ{ I?{L%trl]él(\é rgmd techniques
reephac bmmtheélzm donpxamplacisthgf @nvertatniak tiqaid anScﬂmll phase synthesis

V)[%ﬁh S pr o@ﬁé}f h’%?’ﬁggc}%fgﬁhl}?fg p&oélé%iqﬁ og' ap glloerf)tlde with one or
Sﬂ&%tprbtélﬂa% @\icht Be A9 adbAe-acicddebrteMnd agpifflococcus V8-

(Qu) for the simlarly charged am no acid aspartic
aeptgaseAs phhendigestes epeptide nSegients vaanahe nyritedq by, for example, high

result fromthe
ﬁ)lég?%%&%% I1lgJﬁh((%pﬁr?ll%(l)ﬂpo Beﬁ?ﬁgjéé?)%@%lggér/rént thereof with
a sec dmebodohgrie pof dtéeonn\pe’ptm daso smrthemlsla’a the administration of a

hlstl ine t se in eJn f usi ey
Rl R, ool STRIAGR® (bl ", R, Sl BB pptymucteotice i
pylﬁtaﬂyrbﬁewfbllp flinket tot & progtdért Juck i tl@en agRopripe pbBPesidesequence is

as FL For exanpl the wildtype human )

éﬁ?ffuee ol VigiRE TR ERRRY P b paliaRcle o oo sublect.  The

;pblyﬁiﬁﬂ%d) ﬂ%s& YdRinidtBred b b éntmsa {852, |'ﬂieN@c%r 188fbe a plasmid
or exanpl e 95/ 15338, the dISC osure of which is

ivReieF, o¥iEaleveonsr ef AnY pthes Fuitable s¥hicle adapted ot thsnimsertion of foreign

Sha05, Sl DRI PSRRI LBNG 20 ¥R inoduce

Isec[tencﬁsby Tiypicellgribe)vector iar auldiryotinakprgésymi NectpCpndtmay include

t ress11 %@ﬁﬁ&f&g é)/r&ﬁﬁg%)sequ?ﬁ%es\ﬁui;}a a3 )?&gme&ﬁr,dm enhancer, ribosome

;b@idﬂ@ Rités] epotpadenylativry siyialsi med wﬁﬁsdﬂjﬁlohntetmﬁfatlﬂjg sequences. The
nmet hj oni ne at the N term nu The wi ] d-typ

5‘8?]}'*7166915% SM tp he ﬁgla;rpqtgai gﬂtaytqngpm_s? g@lgﬁd r may be in the form
Gf b @6:Mb&#8orl Yo Steer SN Srle QR mcﬁl@{é eeutfeany% y&%bﬂat)}étcb&{érs
of one or nore am no acid residues. |n anot

exanpllés etkasyqliq @pnlfbpolmlde Oy fevp dhe papstoi @ed pegyience as set forth

|”23§§(5( EEQN%LL% gg)gfgﬂ( ?gt 1, [fégl%S?(%s’ @et ":fl‘li%]% mﬁl@btﬂder gegfuence of the

pelynbelestidedenicoding XepmpD mlayrbd:’ﬁTs/eAdeﬂDﬁ/ SHQ ANOtH 6, 8, 10, 12, 14, 16

I%t?gl ur e y|s|]11f££%ﬁ}i&h (Iélienlc%lﬁ &p@%@ﬁ@ (%Iji]ileosequences of SEQ

QDIN'(Dei),tG @91@1}2 aaniGobnis. rhp&ﬂ&l’ﬂa@i@e @ﬁib@ﬂinmﬁs ltHb ﬁd&&oude sequence
as, set forth in

bile | oo
CEdke Pomlenise anCH AL SBF O BeT B o HRTal8% SO 584, 90%, 96
WhYE BgYSor 00 i RAFRE \%ﬁh'ﬁ% SloflerR¥s S& 16 N SEQIEND.SIERL 10, 12, 14,
invéntion also contenplates the use of pol ynucl eot’i des
dAeddPng such nodified forms of Cpnl O Cpnl O variants
can be generated by nutagenesis of a Cpnl O protein or
mut agenesi s of an encodi ng nucleic acid, such as by
random nut agenesi s or site-directed nutagenesis using
met hods well known to those skilled in the art. Such
nmet hods may be found, for
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exanple in Current Protocols In Ml ecular Biology
(Chapter 9), Ausubel et ah, 1994, John Wley & Sons,

wo pa7/04906ev Yor k, the disclosure of which is PCT/AU2006/001566

i ncorporated herein by reference. Variants and

anal ogues al so enconpass pol ypeptides conpl exed w th
ot her chem cal noieties, fusiorg proteins or otherw se
post-transitionally modi fi ed. Exanpl es of suitable

nDdl f i Wathitothe ssere bthertpmad “notventids nand diehymupleotide” as used herein

1 2 68 fich @ b Qo el HOHERD BV 6E cxalrpfe 15 PRidh SraBinonts of Cpnt0
{redGprib@ mlW@eQﬁAldéB&ranﬂrE@WZQOﬁ/@ﬂeb?S ity dieesees of which is

ot her translatlo nodi_ f.i atlo [

ChEPeRER, R (L aBROe oy 28 R in' BRI with aspects and
exabqlipaaebyihaprabut iavemionat i on, car banoyl ati on,

reduct | ve al kyl ati on nd ot her m)dl fi ca]:l ons as ar

known Rt F‘f%s agment] BHers fo ¢ peclgie peid R pohprRitd ee%@%?ﬂcé that encodes a
OdontitaBRRE 'isoi‘béhsglgleﬂ%ﬂ ﬁﬂileﬁ%% eRR10'Potdin.! BLEEmObS the polypeptide the
substantially |lack, protein Tolding activity, an

elXegping pogsessey ahalﬁ@i@fef hiekpgiceh gctamty 19 sgEI et rﬁhe full-length protein.

HEGRaEe 8%}1‘%7@&{1{)@ A prfMBRIEE 3 O HIBith the present invention

i meypripacatye dossessean ldagt rbdwer £08¢ eof Hreodnmhnmodlﬂa@:m la@ivity of the

SR LR o SR S v o

quplf:@la}}o abieag tboNAOB ST difBh QEENIEY, nikdre ltAtYallyhat leddt Qxbhﬂ@t' $0% of such
known to those skilled in the art. Guidance nmay

Fistisithemorer typicabln #hleast ahayinYmptisnd cdixity @uﬁcmoa% typically at least
%%{W%oﬁﬁucﬁlacmw l ecular Aoning : A Laboratory

Manual,” Col d Spring Harbor, New York, 1989 and Ausubel

et al .As futheedeschbest berelnsthie rprmnteuwmaprssna@b@@o depragstrated that the

t
il 0550 e ARl U SR8 o gl Sfmmomocntary
738t16ﬂ)58 B80¥ contypintet that the pk8Rncd df & adet@hg@oip or an amino acid which
O 22 37 Zi nfg and Johnso et al, 2005 (J Biol em .
e %P I EeleafbPEDogrouni b Pe aBu?lF"PP% &Fside or a glycine
rieglmmgﬁems%m&oﬁ@hm&ﬂp bélesty Fidpagegh the skilled
addressee wi || appreciate that the present invention

i s notThej frmedvasiant has nisedoeeren J9ith fioc atbistatially similar molecules.
|
gfrrég%téﬁcl ﬁﬁbliﬂé %.? gg{b?én\%g%ig% régg%{égﬁio V\ﬁ%nﬁﬁ Wﬁ?éﬂtﬁc%sess qualitative
momﬂpwwﬂy dnscommome (penssadlys pph@epudeomqu@fml @nants also possess
e | ggshi o of a
SAREEE 3 LY T oo, 5L 585 oy BRI e v
aengodiage &1, leann dOW, 500G, &5 Sin&'mf’Qﬁl"/QCMUBSWSSQ% 0836,885%, 90%, 95%,

W REYEE PSRl So, LA ROTERLS (EAVDE RULSLESL 52 o, o

(9994, Q)7 94, eg%rur%%seqﬁaee@ﬂﬁﬂéﬁtyatl on of Cpnl O

polypeptldes of the invention be scal ed-up for
| ar g dyethee a prat aehmepide Fex é@l‘l alogherp Maierei the term “analogue”
i 0
. ?gg’gss glghltE gs agc? C%/e J()) d Igp'br gv@gcg%}éﬁvgtg\;éeéoﬁﬂﬁges addition,
qigmn,t pubstigtion qhtblye pLimaqre cdrmno cwidsgsacte i@ rthe© polypeptide retains

SRR 55 FALEDS MO BT, S Bb B0  tt some

fatrﬂgcmamtis n@erydbcv ahargged svitie raep(flypdmyle avigubaltering the activity of the

e standard nethads of |iquid or soli

Spt& n@%’?‘%&"%ﬂ SRRRGH! ‘)Pg) t ho5®® ofermsy dP%ﬁe?’a%lP(‘?l Flmmo acid
'sﬁbétﬂlﬁlcﬁi"’twfef:sQB ERERhB0S BE fbp[ﬂéleﬁ@ﬁ’t' cﬁ%n@%ﬁ@ acid for another amino
synt hesi sed followi ng the solid phase chemstry
FeidcwHly sailas forapesipesr withine NIupRPtidschdiar@rimary squgnee of a protein).
Young, J. D., Solid Phase Peptide Synthesis. (2nd
Edn.) Pierce Chemcal Co., Illinois, USA (1984).In
general, such a synthesis method conprises the
sequenti al addition of one or
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nore am no acids or suitably protected anmino acids to
a growi ng peptide chain. Typically, either the am no

w@eoocasdvaxyl group of the first am no acid i s PCDAB2106d01566

by a suitable protecting group. The protected am no
acid is then either attached to an inert solid support
or utilised in solution by addigqg the next anmi no aci d
in the sequence having the conplinmentary (amn

cEemsample.gths sybglithiieib oy thy shaged aminy a@do@\l’famlc acid (Glu) for the
Cﬁﬂl@l'afly QRroel ! dnfid %mdoe{sRERfrcrgcﬁg &[’\%}9 WA %e! 4 @éﬁ%ﬁfaaggg %mmo acid

protecting group IS then renove omthis ne
ambmmnaandAmuB¢dméadmdonmnmme%mndhnmﬂedMsdyOﬁaﬁhmlﬁ@buqmpﬁdeor

i s add forth., Aiter t he sir

e 08 e Bl b iebshie BRPRufle: of REPEEoE L P g Polynistidine tag,

OhalipRe, bn&ﬁﬂg piotdie Ces@R Llnt&Rons Sl thahs 3P Glision, Igﬁeeh&lmv&dent protein
uent IQ%S %/1 or cgncurrent ly to produce t he final

pﬁ\?vaeﬁ &ddipign qban epitppsHamgicd as LA PorFocy s e gaple, the wild-

"BYe BEmEH t%ﬁi @E’olplyeptti%@ B{Hy%%ﬁ)rié@ bih aHDQ¥L1 OBM %Qﬁe%tlde moiety at the

persons sk he rélevant art. For exanp

al}ht?mna@fi 661%,(5 zIHgEQ 2@96 ifer exanude éMOkﬁ/S/ lrﬁ}éﬁeﬁﬁ di%closure of which is
PRSBSOS MO ALY B, ATy, g vtrmins

a(ISﬂQ) 1D n§6:3; oWk 20@4/0418)0, tl’redé&sclbhme ranfo;vhls‘m ig hmbr[tolnaed herein by

HeBRRIoghes e iEmBRE e agbREs o EE, SFRoP QO (see for

%W/AUZOO@/Q@W@) eoThélevileflipat €sh 10 polypeptide may or may not
pol ynucl eot i denedi at ed nut agenesi s, del etion of

31@131@@? e mitatmg asthignins ahtherd temaney Thei wild-hypeorpnl0 polypeptide
SREY PERIAH IS e N tdrRim B X RS %?lt Cﬁtlb?l deletion, or substitution
pol’ynmerase chain reaction. The genefatio

i afreuA orowe¢ aminoyaciiorsidiasy by the Cpnl O pol ypeptides of

o b S ORI P W AR b BRI ®Y sRlmBABE TR Bl e it

dodbp (SEQ Iﬂ))Not’ﬁ)eBpw}mn?ﬂsmmff lbdspe (m@mm;m@nwﬁr(smm NO:11)

via a ne of .a nunb ' 0 to .

tvﬁtb‘glé Ccai %é m%[sq:rv? fqrhe@ca%p e i Aéctwq%?q%zag éﬂ éﬁg idsclosure of which is

ﬂé’ﬂtﬁ&@ﬁdtﬁsﬁélﬁﬂw RErkndet YInoﬁdcﬂUﬂ Ghd Q}l hifSn r(?;)hlbepolypep’ude
det er m ned nmeasuring the ab|I|t of pol
TS RNA B 4P SPH G AF P Ir b b B pot erd RO 8P NOII3, 15 or 17

ugf

Lyitior Remea Tl RUIBLAG0 Py Ble GlRnc b AR i Biporatod hercin by
IreAsERRGE y’gbq; otesent . 1mge11tlp‘11taé$mamtﬂeplytea rthep nseadtpolyowngleotides encoding
[ W&%ﬁ%ﬂlfgﬁﬁggf ctlbw ty may be determ ned using
ot her assays in v ex vivo or in vivo, for exanple
VI a mMEamlo eamaits cin H‘d%eh&ﬁte[dﬂ@dﬂﬁﬁag@ﬁs@ lof & [TpnPO PEt€ihiod Mutagenesis

ﬁgﬁ%@%‘éﬁg %EI%IEHC%%H(%H%SC %ﬁgelgﬁggﬁ%é%{egglogglte directed mutagenesis

adffiginsthbad wen KnBwe &b &héde, skald! ialthe aROMREI thétRSS #9Y be found, for
use in accordance with the nethods of the present

i oBRle BnCragnipBr %@&aﬁb&@%&rd&ﬁéﬁgwdmtmah Avrgbel et al., 1994,
t

PR AR, SOR R NER Yo e 5q e QERUREL X BE0pbrA< herein by

aclergprabl Carpaty aet anadoguge raﬂsoacr(tbmpassdpazlym]ltlded nomplexed with other

a r dance .t he resent L nventi

B RIAP ROt o b PsPES POmeBE P iRl Fhofified, Exammples of

agitsblp handfieliohe albre Olﬁsglﬁbéd o] %} C@ritﬂﬁ]h%d)ﬂag Patent d/Apphcatlon No.

R0 p Mot Ot o eismpBLe pereayretoronce

fur t hegreanmhe SCpm0 b ep&r G25MEht BRI mdPSossess other post-

i mmunosu pressant agen be an’ i mrunosuppr essant

dragfaten @B@élqulsﬁnml%ag Hile-elaie gnadificaams psuph s for example

| ynphocytes, or surface receptors that nediate their

activation. For exanple, the inmunosuppressant drug

may be cycl osporine, tacrolinus,




sirolinus, nycophenol ate nofetil, nethotrexate,
chronogl ycal ates, theophylline, |eukotriene antagoni st

W@R00dH0430l6 St ami ne, or a conbi nati on t hereof. |PCT/AU2006/001566

10

15

20

25

30

addi tion, the pharnmaceutical conposition for use in
accordance with the invention may still further
conprise a steroid, such as a ggrticosteroid.

Co gsl tions_nay be admi ni st er ed by standard routes
| %9”5' FHipa P diRaH e G aMPYIaHen. radudbae alaaiost awfqihgsymodifications as

L€ RSHEM 8108t slifle@in thé A r avenous, intraspinal,

subcut aneous or intranuscular), oral or topi c_aI route. _
Adni ni Atﬁlﬁhﬁrmxaxmﬂce ba shayteperiin 10regiavinil onsrwhicl ddcks h eubstantlally

RO AR AR B RO SRR Bt BBabpr B, dcred

|Im®drm:t1dmg1 (H@T)ﬁﬂﬁtuﬂiteAplﬁhohﬁ@l Numhel IRQT/AD2086/00 EXV8e the disclosure of
thg. everity a ext f the condition, the required
lﬁgés ](B'FOIiPHE"t e D’é? Y?B%ound to be delivered and

the potential side-effects of the compound. hi

JRRR¥uction 8E Clpalthe conpositions may be prepared
according to methods which are known to those of

or di nar gccskiahbe wntht the @Eedentndrentyn iGpall G d@lypeptides may be produced

TG Sl RS A AL RO b BRI, e we

bienowacioanssRikilediin theedrtBGaidaie Mgy 6O BhRinet) i%r Wk dnhplé,"feom standard
ot her ingredients of the conposition, and no

dexistseeh 8t sambraokess wée Malesutart Heriwst:. éﬂéﬂ’fﬂf@%’ Mgnual, Cold Spring
PRAHIRAGM ieRk! ¥ 9@0&{%1%&13%1 ERLL @&ﬁfﬂrPl%'t&%ﬁnﬁstﬁfe@ular Biology,

dem néralised or distil wat er’: I ne sol ution
VietgenaBill. Basnsdlausi Wales intersaisnessah?d2. dMethods fléscribwst in Morton e al.,

%doo (%M;Zoz%étzz Bz%‘(%:ggf-ﬁﬁgmg&é% F{E‘é? ngO? e53M878142937-22043)
(mlﬂt diclﬁﬁﬁemi @i &l,, P05z €J Bibl (Srsa804087- 46471)CblneSexurﬂ1plet~r of suitable

SHRRMo Sy 5 b OSLES S8RELY B SERRE s i

r@bféﬁid@@@hﬁf' thD Pryedt REXANG iV Ab@alilied Wy tHeORRiod of purification or
mneral oils such as liquid 5araff| n, soft paraffin or

syaduching; used| g g oihst  welhod @B e feeppgnce Cpnl0 for use in
CRESMhRR i tﬁgﬂyﬂletﬁg{ié éf{d%?ngo&ﬁ%ﬁ@ B R kel HR8€ Cpn10 peptides

sodi um car oxyrret se or
yaly b \ppodiwpd ot ﬁgﬁﬁﬂ@hl af a)p@lypd:mm rwish loae @i spork qroteinases such as

ex Ie eth | ropa ol merara X

P T AMRS R B bR PGl icy oThe digested

freptidx aﬁa@ﬁernml yat hyd e;rumf@ﬂy ;b(yl lfqﬁolemﬁlglﬁyl liﬁgle gérimﬁiarlce liquid
ene ene glyco 1, 3-butyl ene glyco

d%“éP 8%%(ﬁépg$ Y%&st ers such as i sopropyl

pal mT@tﬁbrlﬁcﬁﬁ’cﬁ{ @mﬁnlmﬂolﬁkﬁﬁ&és%ﬂ% 1?1%11&&1@@4}%6 scaled-up for large-

ponV|(£@pyrr|done agar; carrageenan; gum tragacanth

HEn FUnpses pRATr RERle, 2 Apseribey hrved] fhy preseat inventors have
Ccﬁ%lt'%)?éd ?%1‘6@? bt &' for thd g)rcfcf% '@k QO/ ﬁgggua%i’q ?%; of highly pure,

wei g conposi ti e co

iolinenat grade @ayl(bpolwpﬁmldﬁtdvyfmach fealmmaiﬁcm mal’d riokii stration

by i theformof a_fornulatio

Por Cafiio] Rlmcelial B R Pstlon Ikl & B FLEbERes and. variants

ahgtef, mayedla;o(bdf synthasise@ g ¥pinaird methbdeof Byuid of san phase chemistry
[% cream%r Iotlonlzultablefor t opi cal
Sl K 4 K o okt SHIL i (i For yEhPlsugh amolgyles may be

e@yﬁthdﬁ@éa, fd)l[bvﬁﬂg atﬁe oAl ﬁtﬁwcﬁ&ﬁﬁsﬁyagmlceaﬂesd 0PlSteward and Young
gggﬁ@i suitable for adm ni stration i nhal ati on,

byM: nker BaeasalJ. i1 Aol BbﬁS@rPQl?Fld1> Synthesiat (dnd, Edn.) Pierce
'(fheﬁnf:%rdg Slﬂh{o?sbltﬁiA {1‘@8 renteral adm nistration, that
'S cut’aneous, ramuscul ar or intravenous
I njection. For adn1n|strat|on as an injectable
sol ution or suspension, non-toxic parenterally
acceptable diluents or carriers can include, Ringer's
sol ution, isotonic saline, phosphate buffered saline,
et hanol and 1,2 propyl ene glycol.
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Sonme exanples of suitable carriers, diluents,
exci pients and adjuvants for oral use include peanut

w®@Rrdo7/oksoagui d paraffin, sodi um car boxynet hyl cel PCi/aE2006/001566

nmet hyl cel | ul ose, sodi um al gi nate, gum acaci a, gum
tragacant h, dextrose, sucrose, sorbitol, nannitol
gelatine and |l ecithin madditipn t hese oral

for rrul ations contain suitable flavouring

col oUpigegsrah gsélﬁg§ sywessisusethod SOBRpSEH @ef&sﬂmrttlﬁb addition of one or
u d e

Clngﬁ%s% lglglnrogtIa éelldgr 9 yce%wréhgcstte g%? 2 %‘?Sg i d%%g%%% bifide chain.

dr ﬁjicmﬂlggeiﬂtdr dhe amihjmvamrbom rgreupl Ofthenfist dimino acid is protected by a

ients,.emul sifigrs h k
“Tup P Borul Mok, oieCiralsttel SHAS ApRO Mo gither attached to an inert
Slit duppina: tiised iradoleitn by &ddiry the hexPymiao atidiin the sequence having
bi nders_.acceptable in hurran and vet er inary

FHeREBLIERER (PRie: STearbaRDaFenR Sullabyy Srieelgd 4pd fgder conditions
AGRRMIS fordformeiyt tﬁe ahlidy ﬁHlEdg@gSFhe Cﬁﬁ’&%&tﬁ% Qgﬁﬁ“iﬁhen removed from this
preservatives, lubricants and/or tinme y agents.
S nletléedominer acid mesiditeanguihe dteat ﬂaotegt@dhtamﬁi@ agigri added, and so
ittgﬁ OXAFTEQI‘:ZJ El’l téggil%gl ngbnfbogdl ?\Legkge]aﬁlte ﬁg ed L, any remaining protecting
%tmnmb Iaﬁd sf/\amemey any olidi depmw; (K9] mnoxtedcﬁeqsmtlaﬂy we @sagurrently to
E ?1;1 or, s ccha(il ne. Suitable disintegrating
%%Wﬂ@8 8P%%¢t ar ch, net hyl cel | ul ose,

p0| Y VARitoPydid @hbAkeRein Optelld ﬂd;lﬁbepﬁd@é ARy BBFfected by techniques well
bentonite, alginic acid or Suitable djluents

| lemiide thesemsEsens glged {ihe rslaYe €8 Fog gxarplseamipgaicidrchanges may
frgc%%leo ﬁ@élé‘dtfﬂ@ r@ﬁlﬁ%‘[@ﬂ Sochfrighéd WHchiihé168d eeOdddition, deletion or

C|un1p sphate.” Suitable flavouringagents includé
rﬁepﬁéumnmof widlgotidies (evhseaivativeragdme monesiaesaryative), amgder e proviso that
s pberry f ou S ] co I
?y%}?er 664@% 'Lfré 9 1s %ﬂaﬁﬂ‘lg %ug | Cq%gﬂ%lﬂg %%ﬁmhﬁ‘ecs Y9l8ude random
rl’ﬁﬁthgehl‘eylhl csua@jmdctaddhmtagehmsr GBgcemSleomméﬂﬁ:dlafeﬂt toy polynucleotide-

al c , zein, l.ac luten. .S bl e _p
ﬂP%‘g'@? v Geriebing RetsiO8 i sl oo ) $itpleh dhezuse of existing or
adnphiere@ ¢QRNRI0Rl enzH6 Sitddl ndethié Qolyﬁﬁlrzﬁ}é lch#ia &@&ﬁam

propyl paraben or sodi um bi sul phite. Suit abl

| ubr |Tévangeélexaﬁen wienpageardylaiosy aghuity by dhe é}nnéo dwlypeptides of the
ﬁénlt’igh Alef olvé e dfdﬁh?t'[ﬁnocﬁ* r{éﬁtaﬁfersi G fhe H'lé ?Qﬂg? )}f’dd@ Testing of

ay age I nclu ycery nonostear
dnmmmamﬂelatdry qofidtyf fmr mlse fuposes af ttadmsan‘smwamw@nnmabe via any one

tain, i i.tion to the.abov I| UI . .
et Rloorcls PERBLR iyt REPPRREE RACRL Bt i, 4 ehsppntitied heren
Slti@ﬂflmaﬁlodhlattﬂy @bﬂwﬂ;p@ia@pﬁl 0pdlypeptidaanmapbe deﬁﬂﬁlfnbd)w Iineasurmg the

ol }15}/10? ﬁlge g%e&i&@ t@?}i}% ;'né ﬁ?%\lﬁl}}ynéo c?rgptb%g(l I- hke r%ceptor TLR4, for
e&hmekhﬁi@wlugifyﬁ@é bioSlshy naki typREDRan Mo prescABE OPAMPRA agonist such

gl ycerol, Tatty al cohol s, tr|g erldes or mXxtures
tasdinepelysasghasidesi AHemnaiivel pain @céhﬁmn, JnpEnpPBRdpialpry activity may be
f 4t ﬁ{ed%@ﬁ‘% db1|§é°r agéai/ﬁ)% b%gexatg%‘{)ﬁzn%% @ Hﬁg?e”x% RRasurement of
agent's e suspendi ng agents i nclude I um

A9k Bx produétydrc ef 1thé geeductien of| gedltingsose cells such as peripheral blood

hydr oxypr opyl met hyl - cel | ul ose, pol y-vinyl -pyrrolidone,
% OL?H¥1§ gcioexlﬁte or acetyl alcohol. Suitable dispersing

ents.j.nclu cit oxyet hyl ene esters of
f ?mpo%t?%aﬁaw%%OQwa BRBRY" ol yoxyet hyl one
sor bi t18 eﬁpﬂp suﬁﬁblg cofH S&tiGns fO%tl%@ iflgcq cel WL hE methods of the
polyoxyét "éne sor bitan nono- di-“of 2a -stear
qfresehﬁltmvaitﬁ)nanﬂy bdprephreé acchinding Itmhfettmﬂs aﬂd)pro@e@lres that are known to
adm ni stration may further conprise one or nore
enul si fying agents. Suitable enmul sifying agents
i ncl ude di spersing agents as exenplified above or
natural gums such as guar gum gum acacia or gum
tragacanth. Methods for preparing parenterally
adn1n|strable conp03|t|ons are apparent to those

o N
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Phar maceuti cal Science, 15th ed., Mack Publi shing
Conpany, Easton, Pa., hereby incorporated by reference

whegoeiosso4dThe topical formul ati ons of the presePtT/AU2006/001566

i nvention, conprise an active ingredient together with

one or nore acceptable carriers, and optionally any

ot her therapeutic ingredients. 14ornul ati ons suitable

f@bsd QP! GatdSkill $f 1AL | £ ahf CdGRdelfUhAY Ghclude a pharmaceutically

sem -l1quid preparations suitable for penetration

t dvcepteftie tirees Kilnerttendloe adjuvantof where treatnent is

requi red, such as |lininents, |otions, creans,

0i nt mantascardareastitls theap@sehit dpsention,talprld osmposition may be prepared

adm njstration to the eye, ear or nose. .Drops .. .

R CERLheABRES QR 3 nerBi Ry donfimgsition  comprising

?ﬂﬁﬁhh&uﬁ@dﬂ@%&eﬁﬁbl@ da¥ri&O ladfuly AR Sardfor SUERENS | AR$natively, the Cpnl0
hese may bé prepared by dissolving the active

i (PgRROgIlOn MAY) ﬁhere?@u@@@@a@unmﬂnwp@ﬁssan%%ri ci dal

and/ ormf Mol t n :

sui tab hg g?g%@rov |r€sg%ﬁa%%ﬁgg}%&o]%a¥1 %ﬁ%?s& HPrr? Ssagt drug or a specific

samtibadye daetted @gaigetnB. orThelynphotttesy gr sutface oecepmys thag mediate their

be.c%arif#ed bﬁgiiuﬁration transfgrred to,a suitable tacroli

CEHY 4o r FYrEAGIPLs iy SORIMERIRPTe AR, (UG AR PC (i clospoting, tacrolimus,

agiliened hycoptidhelatedVvind@etdy MBiHdtrakdié,Ngclabm8eRE€alhied 0 Gheophylline,

for half an hour, or_by filtration, followed by

tlpulrdnee ankegnisinTianfiRstanyye, oF 2 sewbinaton ersotque.

Exanplie s, Qitidacher prartiateudbd Eangdstiai@lfioP@8OR accordance with the

suitable for _inclusion in the drops are phenyl nercuric

rinvengion ngy stitldvdhes composPgpterdidrsrel ontarreastdroidi de

(0. 019 . 0 Xk di > e (0 itab

sol ver@os?m glrtﬁ){ﬂ %e p?e%gr E@Pglgﬁ%r? ; alr)1§' o%t%tf@sr%l %tlﬁ:tég’h fa general, - the

i condpositiond yoeyr dle, adininidterdd albyc che | pasenterplr d@ygl, eiméravenous, intraspinal,

| ycql . Lotions accarding,to the present invent.ion .
St dirisoth ob SNGaRBaRRE: oy of g Tovign AQhEERYeR g be systemic,
Q¥ SionfANokYéeal. Ot TR PaRicul MiiteS ©f tadplifikirdtforA @ eRUSsed in any given
sol ution optionally containi ng a bactericide and na

a

pseropmeigasceilhyenead 98 dsnumber oA fadieys Rglydingdle patyisof the condition to
RAYE ) tﬂeeie@teﬂit?/narfdoexttélﬁ REP BE Rt tlﬁé reﬁ%ﬁ@@ doéa%t‘: l0#1&e particular
or liniments tof application to the skin may als

iqeuipatied terbeatglivered end thetpmtentinl didgelfents ofdhe oanpouns.

ski n, S | cohol .. or acet I .

S P48 R LB 5515 R g vt wiich ar
dinbwarto aligse lof srdindry skille@ntie aniant medytiaclade pphh@saceutically acceptable

cor di to th resent inyentjon are sem-solid . .
RUPRR OTBAR BPTPh & aBla e | AIPUAt BV (Bfingicipicnis must be
apfdebfaBlel G terfRQN YERE BSPERBe: With The bikgr lr]fg@e(ﬁé?ﬁté ¥Ethe composition,
ingredient in finely-divided or powdered form al one
dndingt ddeteriousio Hre stivpahtdieroli n an aqueous or
non-a fos ' ihlrm el afly HoEFAb10 &' bSminerali
The b?sklg{s%ngy_ ?gnpgﬁwgeﬁ%ygr gc%?%oongarggﬁh&a(gﬂﬁgtrs gﬁé gg?utnerahsed o
akistilled waterpsatiaf solutiog yegetable, babwlesiigasach as peamail bilcsafflower oil, olive
seap, muei l.age. an..oil _of natural origin suche~as . . .
A o 1 Bt P b PR ) e e o B ot otive ol
abttofisted®il] waizdeves, sestma ofl ahtayhiaildors¢tebn@Soist $i¢dne d@ils, including

oleic acid together wiith an. al cohol sych as.propyl ene
RoPEBPRBES o go otivh o iRt o Heyo BALBiaB6! e methytphenyl
FoYysShpokalel Sofild aticands; IMEEaRSIIARuS O Moid palab) oft paraffin or
or non-ionic surfactant such as sorbitan ‘esters or

Fanslangy et ypfiniose ddarivelayesy esughhe pe ofmethyls psaldilagg, ageihyls cellulose,
UG eMPcEfidbsIUTs, cellylgse deri Vc%fﬂo‘k?fﬂeﬁf Icellulose or
inorganic’materials such as silicaceous s |cg§, ana
dydexyprogyksitiesicadludasehloswsr hkaadls, for ersynpdé sthaie or iso-propanol; lower
i ncl uded. The conpositions may al so be adm nistered in

the formof |iposones. Liposones are generally derived

from phosphol i pids or other |ipid substances, and are

formed by nono- or nulti-lamellar hydrated |iquid

crystals that are dispersed in an aqueous nedi um
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Any non-toxic, physiologically acceptable and
nmet abol i sabl e 1ipid capable of formng |iposones can

wheooased6 The conpositions in |iposone form naRCTANR@N01566

stabilisers, preservatives, excipients and the |ike.

The preferred lipids are the phospholipids and the
phosphati dyl cholines (lecithing), both natural and

synthetlc Met hods to form i posonesare known in th

aatplkangles lowerpalyaliodena glyeals er 1915'@& plkylene glveplenfer exaé.nple polyethylene

?ﬁo&é Bg)( Iy@fo‘f» féﬁEt c%fj P?ﬂéﬂéfgﬁ@%g% l?g} &}hﬁ Yg19% 8% BS-butglene glycol or

dyearing éiqty acuch est@ns rstldnas;molbropm mAimitstej isopopyraymstate or ethyl oleate;

;b%l 1H¥18¥m n? %§§3§%1FD053 $3 F r%égareﬁ][tlg méynsgczac?g atncli1 petroleum jelly.

dtiypicullst ehe cbatrier Soib jcatiers aﬁucmomm ans, &b t9%.I% by weight of the

t her apeutl cally or preventively. In a therapeutic

dPmCe WoP%n, conpositions are adninistered to a

pat i e”I‘heaéd'n‘iiﬁQﬁﬁoﬁéJBf ﬁl@'lﬂ@enftlﬁﬁ My BH DELRSEm sultaklB f&%ﬂﬁhsﬁaﬁom by

sufficient to cure or at least partially arrest the

dniseter inthe form of e Apmudatidnowétablgifer erahipgestion dsuchias lqamsules tablets,
ugptd n f

RaB SRR bt BB & Boo BT bacth oL B suitabte fo

gbpieglt admnmtrateoﬂ em/elfon‘m) rsumb}e par delicedyads qmaﬁyeedrbpvmn] dn aerosol form

ARG AT R PheEinliSle 5% 8 Setlon b 1BFatehed such as by inranasa

dilsatttdr or @edli Mhalytiaf, ihhe fomh eaidiBe Tbr paRAera daInaMRHation, that is,
t he conposi.tion enpl oyed; the age, body weight,

GERSHICORS AntFanusglar ‘érriatr%l‘f cgpupiacHan. patient; the tine
of admohiahiabiRn &he ﬁlf{%&a%l@gcilﬁ'@éq B ﬂsba{sﬁcﬁfl ’nohqulc parenterally

rate of sequestration of” the ecul e or " agent

daeeptabds ddpenth er camigrsneant inctidegBingsds solntion nmtnmm sahne phosphate
t, together wth

g{u E%I%Id%é" lg%eégﬁ?d%lg?g% %leﬁeaél&g& in medicine. One

ski | | ednienextahpleardl suivabllel cireiesh Hﬂueriﬁsy ekéipiehRend adJuvants for oral use
det m ne.an ective, non-to

t .t
él?fg]tﬁ(gﬁ r{)ggn g%ﬁ’? 118}1130 8B thS%HP’& hC ‘Rﬁyé‘leﬁléyl?eé]&mSFeénqﬂﬂaylc‘ﬂIUIOW

sb@ain ammhat@ aple GHa8RASRS thRRGA, | Joxti@Be, ebdcBSk! \¢6rbitol, mannitol,
dosageﬁﬁg ct ed to be in the range of about

rorklgfogg@lgth\@ Py coprdpinzpitable flavouring

'ﬁg&';c%\ilo\él:i‘%lgé %g-léﬂrté/ 24WE%EE1§% ﬁgc%uf(e) 8‘?&0{1‘{6 c%ggggst H@g 59 coated with

gempRndsodycine hgy hglypayl 2dohesieagate albou gb@eﬂytrg disteasdbo u Whlch delay

%%?gg@é‘ kg body wei ght per 24 hours; about Olng to
per kg body wei ght per 24 hours; about

O‘rgAIdgu\ahmut DAy peclullg boshilise, ghémlﬁleﬁie%‘l RBi¢kéning  agents,
tive dose range is expected to

l\/b t
éersgwa G%ﬁ%{é’ n&ﬁ‘ﬁ"i? BHRE 3285 Sbout 200ny per kg body

wei ghSoE@lfo&fb 3 WFe adaRaation By t:&n@@%iﬁdérm f28fc
body wei per 24 hours; about 'L, Qg to about BoMg oo and

HetFHR@W anetiel Pseticep AW prbecEs, dss@ﬁagranng}r@ntsod&m flavourings,

ab out ntlé gpprg y giaél\og ngnV\BI S ﬁtﬁél/ggﬁfﬁfj‘l’eﬁgtﬁg%ts %19 [tral[iﬂé Binders include
Ju@ny aceciabowgelRiDay pern kgsﬂamdiy V\gmrght tpagacadth, hossdum  alginate,

T R R T N T -

Hotust, gﬁ)@mﬁ msparl@ﬁreeﬁﬂhdcyharﬁf& efStigatlé \@sitleSa88y iafents include com

ex cte he ran f about 25 to_about

%PBY‘Q@B nELSUh EH 350than gpm, pentgnite, alginic
Bdh&f&f a%h @%ﬁ%le 2cﬁldeﬁtsai?1@1ifde 31@9&398 r%rblﬁatl' banfRE1E dextrose, kaolin,
prefera y about 25 to about 250 even nor e

pelbrleseapalGivasmonsty, calciapbiiticats nlpmm plagpkate. Suiahde flavouring
nore preferably about 75 to about 150ng/ n2. Typically,

in therapeutic applications, the treatnment woul d be

for the duration of the disease state.
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Further, it will be apparent to one of ordinary skill
inthe art that the optinmal quantity and spaci ng of

w0 pad7ossde@l dosages will be determ ned by the PEI/AD2006/001566

and extent of the disease state being treated, the

form route and site of adm nistration, and the nature

of the particular individual bgjng treated. Al so, such

opti mum conditions can be determ ned by conventi onal .

peerninglide, pepperping ol dbofwinigygeenngherty, eragepr raspberry flavouring.
r [ ;

Shape Cal dente Tl Al bty JTapri doRFurlor methacrylic

@oidpasd/oi dheigi esterspavaxdnyfatiyr akobieds, meid, rabbasy opf gluten.  Suitable

d b .t ai,ned t.h il ' h L .
SEEyoE BRRSSET BURE RRRCE S BB i it metry
pafben, $PPYI aghsl 6t sSoding WBilphieNI Sustablbdubri@aeninclude magnesium
i nvention al so contenpl ates the Illee of agqgoni_st

and

sieriforiiestls 261, epdile lfrierodngy shigride oF &lf Syl tme delay agents
BRI Drota ARk S by Uy IRRkadeR! St Conl O

agoni sts and antagoni sts’ may be specifically designed

or scilégriédorasdor eiahadmisistrben may fcertain, goarddriiqr to the above agents, a

y |10 ' t. i ti i es. .

L N
fseaagresit, suafloweaadihgia o wen ile efachiBreel, epadmuy od uliquad iperaffin, ethylene

anti pbodi es are, prepared from.di screte regions, or
EPRGhIHPETF EHE° BIRMG BT Pt e SAEgl rigpropanol, glycerol
tfﬁtgsacéﬂb\mkﬁggcérmeg@pﬁlﬁmﬂe@ﬂlewo@.t ease activity and/or

partner or substrate binding. An antigenic Cp

nl O .
pol y pSYEReasions Hrzrpsadapiniseaiiqn Hakrihst camaris disersipg peents and/or
@ﬁs{ﬁeﬁ@iﬁ% oa%@lg%t éﬁtab%{@g@%ﬁ%@elﬂeﬁlEQQ§ sh@tunt &Frl (;/xymethylcellulose,

gener at suita es wll be readi ) _
appindeslhied, bydrohsepdinethykoellutosehgolyrvinylpyirrodidengs [sedium alginate
an _anti -Conl,O I [ ' ical:ly.

90 P00 B0, SHABE. Bk AR heud MG oprppgtvione s of
iythr addsmuches kteatio gyiddpslgoiteddldne sdrifitob atines eAdi-oleate, -stearate or -

abor at qr nual , rl ow and Lane, eds., Cold Spri .

TEkF 6, U QD g SoRite Bnpe d-at e SYRiie oF uaRGind the like,
preparati euRfond0RRC b ahdndinistlaash asayi fuetible GotPYied one or more
Conl O, or fragment or anal ogue thereof, any techni

ue .
e ying agsats. { Bhtablecenpiefiies pertomchide idw@evl%ﬂgéetg|a§§xempllﬁed
ont | i ' t These
o PR BT b, B ki PR ot e

by KofMethodst fahprep@iify, piattaradly &BBinkeBbleomMppsities [argepparent to

thetrj techni que,. the hu .B-cel | £ . '
Sk IR HEBRTE B & SeD4EER A o i canpte, Remingtons
Phidaceatichl t SeeddBY-13¥ibredd ovinck eBlislisting Companygu®aston, Pa., hereby
human rmagcl onal aptibodies (Cole et al, in Mnoclonal
AMOTRBHCE OY ARG BENEEF M Ther apy, pp. 77- 96, Alan R

Li ss, ThRGopichllRS@hlatiohdTHP ietpresed ihRPEYn PEREIEE G Stive ingredient

lines can be created by 5 techni ques other than )
ftegsitlsn, with coneasr dnorecaceeptabisf evrersi apd Iptipnalingaw fledstherapeutic

i . 0 i . I i . W iR TP
T
Peglanitipue stit{16 §0) perdamniar khrnggtetheaskin t6 Vb ot ofiathere treatment is

Anti.bqdi es and .T-cel bridonmas". (1981); nn t .
areuirtf R Btk sitee RS gyt & SRy B, offbs suttable for
e e stedtioprto ducdyegea@ ohydeel doma from whi ch the
nonocl onal o antibody is produced, a nyel ona or%ﬁ

Y t her .
sel f - BUPPRECCOTTIRG t e PResHE IYeRHANeEaY; SAPRTPRpYLS gueous or oily
QBhBLREG: §lspERsidR. SRbRGRaPhe BrcPRRARY cﬁ'ééBRiﬁﬂ%;@l‘iH At$RMingredient in an
w th a recognition factor-binding portion thereof, or i
raquesyi salaiony Q€ teobactericidal nd/ey fnggradalf agenDRB/ST rfdy nefher suitable
portion thereof. Hybridomas produci ng a nonocl onal
anti body useful in practicing this
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invention are identified by their ability to
i mmunoreact with the present recognition factor s and

WO b@io4zalé | ity to inhibit specified transcri ptP@RaD2006/001566

activity in target cells. A nonoclonal antibody useful
in practicing the present invention can be produced by
initiating a nonoclonal hybridpym culture conprising a

nutrient nmedium containing a hybridqoma that secretes

anesepady il noludangap BTSSRI 5t Ee agitgdie resulting solution may
t

itg%gfl){ éltlgllrl]fgé(da nJ ﬁfcra?lléh t&’?l[rﬁnge'r%cel ??% gﬁl?ll}%?fg&b‘%m apo ste&hsehd Sterilisation

hyby bel (anlmewﬁ brcawodatihg onmaijaidingnal Y- HY°Crfoo halfemn hour, or by

i um e ant.i b ta|n|

Bftel, SRS RE Sy ARt ) ol A o Elppiopp o, Bxamples of
| etepitide] Q}d Walglhdide g eiite Ghitdble) G mSIuBilohai;]llthe dtdg;e rae phehylmercunc
vari ous procedures known eu

fEfaleHE #ekde 908%%Sf b%ﬁf;ﬁemawapﬁaﬁé?m@%}@’ %ﬂophlpﬁlemdme acetate
RO2AYH! IspitaBiE s@f%hts %%@p%lal}ﬁﬁbﬁ Behn %112@51uﬁ8ﬂ¥nclude glycerol, diluted
vari ous host aninmals can bé i nmmunized by injection

wiledhoGurd mopdenaglyeelgnment or anal ogue t her eof _

| ncl uq; 'i]%n? Héco?c? {’1& kd [11 f:p‘:fgsr_eh }nﬁgﬁmntl Célugp 'rtllfbgg Uitable f5F -application to

rats,
pht }sim]pbr cége or Ahr a;@rrimionomaﬁrmhmgme a kteritohquans elution optionally

con ated to.an i mruno eni c car.rier . . DOV ne .

CPlIES S ST RS B BB o yB 4B desried abore
(1K|fé’l)1t1or1°ﬂ09cﬁe prephia€ibh oﬂﬂio&zw anbigori¥RY lAEMEES ﬂ)rtagphcﬂﬁbﬁ&ﬁﬂle skin may
t he i nmunol ogi cal _response, o |nclud|n%ﬁfut not

| alsg inglyde an pEEde hgst%re diieeind tareqol the sk, sved) as a3 #leohgl or acetone,
%{c}%r%‘f&&lstﬁﬁsé'sﬂéﬂé’é%} é?aads 1§11%h a§H£sft@lQﬁl &%A&hﬁ»’s oil.

stances such as r eC| pluronic polyols,
pol yariromss, pepoéndesy paistes elnmrémgnt@ thieepriestng ihvengien are semi-solid

A T e

ankifgothy raebae: ireredientdarfinety- ﬁ@rdeémurrpgm;fderedt foemgelene ed in solution or
antibodﬁécan al so be acconpli she a varie

t
ARGl dS AR, oh e SEous 8, Bt o SRR i aSh grenpy basis. The
hﬂa&g 'n[% Rfnpt hh@dcadoiPich BEhid esoftmmlq@f@pdwﬁinl btéreH beeswax, a
I oi mmunoassays,  ELI SAs (enzyne 1 nk

|Iﬁﬁﬁ|]ﬂié§@?lb@ﬂpu%i§3§ﬁy‘}n 0id o BaliEah OF g AY6R 85 a&igond corn, arachis, castor or
| TN /P PRI ik @e?x?f@%?es gel el Zldf& '59&1 Q§ §eid bRbIRNcid together
reacti ons, i nmunod usi oh assa

|wmu1uatods@raysuch\/@31remdeltﬂ gyl Opmc:nogo]lsat i on reactions,

aggl utd,nati on assa enent f|
i mTuncL)l‘lflﬁ u%cgjg]%oCSé hOéle agfsglﬁé,%oralt tag?r lgssaurgac’?a%y &Uch as an anionic,
| JaTiouiio &lr efdn-dplo s fictanf S8ely 25 sabitah f‘&teks bE pr@deth}BlEne derivatives
ﬁ qul Aus beI et ah, eds, 1994, Curr P tocal s

ither B’rgo P%W s%} as Ilatu\g%}hgmw| %ej u sgo VaPYﬁ§ or inorganic
Nﬁxvelmg |§1)lch ADiliakyud silidhd) AndRYh P Sn steliRhls Al ch ¥s %ﬂo‘hﬁemay also be
of a detectable |abel on fhe prinary antibody.

Aneladedat i vel y, the antibody may be detected by virtue

of it | :
ani oh T SEERG D ABRNRINiRRE RO Bim bPABRRAGS. Liposomes
are gemaoalty ldnrwetdefram plﬁqsph@iqn@br ntheb |11|put1 mgbstamcesy and are formed by
innunoass are t he )y esent
s of SRR ST i RSuBRaRe: %, sfef Pfiggeons medivm.
ey lnsﬁ-t@@nl phyBiolégitdlBg mptab]k aralahmgabehtdbw ¢ipid bamble of forming

blndln affinity for, Cpnl O .Prefer e anti bod
oSy st o tibtooTye RAEPBTNEHR S GPPPRIS Jora May; cilgjn stabilisers,
%r@s%l'@aﬁvé@ RcipRA ank0Be Mid. ’I‘l‘i@rp?efgfr&{ aprRlave @He%ﬁfo@% olipids and the

than abouf gM 1, nore preferably st|F greater t
aﬁ)@mhaméylm@haeﬁj(lmtimnsbrwle pafbra) agd émtbwq hiistheds iR form liposomes
108M 1. In terns of obtaining a suitable anpbunt of an

anti body according to the present invention, one nay

manuf acture the anti body(s) using batch fermentation

with serumfree
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medium After fernmentation the anti body may be
purified via a nultistep procedure incorporating

W@ boooretoagr aphy and viral inactivation/renoval PGI/ap2u06/001566

For instance, the anti body may be first separated by
Protein A affinity chromatography and then treated
with solvent/detergent to inacigvate any Iipid

envel oped viruses. Further purification, typically

ce mowindn dea Mbrangxistigkgien da ibirepeyhaprisrenss ipmads Eﬁd)-lf’rescott Ed,
t
¥t g{i‘ég%g%élgﬁio‘?@é%lﬁﬁ ?{22 égatﬁil gﬁ@h%/sgqxﬁe%e et N %W”€'1976) p. 33 et
play J, flieedntents of ehaeH mhmdwpmr&ted ﬁe@%ls;aiefan@m@m ng geI
filtration colums. The fornul ated bul k preparation
may then be sterilised and viral filtered and
gassed Agoni sts and antagoni sts ot her than
antl odi es are al so conterrpl ated. A candlgate agoni st

or antBgofiies PurpRyesh ©f i thenPreseid xenEen FBplertly Stk GgRts may be
aad?iﬁhﬁfeﬁlh o SHIELLS s Vﬁotrﬁbogfﬂﬁné’ leitfBY hefdpehti@ll)L &S preventlvely In a
and el r adaptor nol'ecul es as an agonist. Furt
athman@tldalpphmpagmmmﬁmy atsedindiaipteretlite @ paiiend nlramy SU(f;@@nng from a
t rev.ent SI f.0 e} f

Cc? %@‘% & Slln €$ 1?16 gﬁé ergn{é)ngﬁrr rrdélrée% lg%tt ?a‘.TJE/J %es‘l?gﬂy df‘s)éase and its
tdtbﬁiphc&dﬁﬁt o’ll‘hmbmpuklaentmoaldt prasidana quantity of the molecule or agent

an on| st Tecg]é[ and rocedures for identifying
?%G%Eﬁf‘??@lv e pgﬂ ant agoni sts are wel | known

t o thogg tﬁé’x‘aﬂ)élﬁgalﬂf‘eﬂf&@w@rdbse jetéll fof mngpaﬁrﬁéﬁ@xnpdaﬁnmvm depend upon
l'ibraries of nolecul es such as synthetic chemc

|4 ety ef fastrem inghudingiithe diserdenbeing Breater ead the ﬁ%‘(ﬂ’@f of the disorder;
f

SEAGEL S8 ELRAMOP Rl LS (6913858 cmploets e g, by

twaghtt gemreail hbalﬁp tsys agdidiet of thei mm@st titei torhe Qéa@nmlstratlon the route of

| ecu r bl nt era ons e |
ilsione st St EhARRALRE AR BN ERE AL sk B Bbarion of the
ea«@mahﬁf, drugbiveed $1In @uindiration e cohirsdentad dvids thentreaiynema together with
t he scoq;l)e of the invention. Exanples Exanple

1°t ?fr?lﬁgegé?’t?réﬂ lopm IBHAdEs S a sheep house dust

m te asihémidPmethe Attt WoYldiHaf bR MRt dofiind &ﬁéﬁﬂdlﬁitloh Oto determine an

the pat hogenesis of asthma and involves th

reffective, memttozigdamenntveft pgant o cowiavag Hvhish ‘ﬁ@l’slti keerqagired to treat
d | ynphocytes into lung tissue and

iragnf)ghg%%]{iveo ar spaces (Busse et al, 2001). House dust

nmte Hasehdlgnars bidieutive dobazetih exprotd to cb:m'rm theatahge geabout 0.0001mg to

(e (a8 e iy et PR el RRE g o dboue 750me

r@ﬁ R? HBEE welRDEp& Bt hoks; abOR1).01ndh® dbpif SWmBp& l@’hddylwelght per 24
of asthma woul d_al | ow defined.and control

s b0 P 1 D oBeS PRSPl i PEAA B\ RAKIY-1ms to about
%OW kglb%e SR hE’ eV PHSrENDBR: 1BREhs apéut@%b Bk body weight

I's se S|t|zed to nemat 6de (Ascari s
e @A donss. Mnge typacallys e pﬁe@merd@p@ra@gems m)et:ﬂcré to be in the range about

o PhERE b SRl R B84 B o PIPRIRS 8 bt wbou 100m pe

atg Brdyi veei ghtipgr Rmhbwrﬂ;pﬂbu‘ohOmg ts hlemp S0migpgr kg bedy waight per 24 hours;

oo8 fPebdp 2o 23R ce el e peE R B s Rt e to about Some

t}iﬁrfkg%dﬂwelgiﬁ et 124 260rss e Sdevetogboat bemgerr kpeody meight per 24
responses with recruitnment of neutro h| I's,

é&% @bwtnsp%@ ahout i aen KeRodycyr e PrRebh PHE | ung
ti SsueAﬁ&gat%i-y \@ﬂntafe%h% bBkagk B bE 2? 9 aBHﬂaﬂﬁ)mo%m Generally, an

chal | en wi t'h | er gen (Bi"sch et al
Tef&cexq)émsagerst@cpd@tsé tcr bein W@rr@rllg@ o Ahanids tochate§0fime/m’, preferably
Cpnl O adm ni stered via intravenous injection or

directly instilled into the lung can affect the

clinical and inmunol ogic nmanifestations of allergic

response to house dust mte challenge in
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sensitized sheep. Materials & Methods Sheep (n=10)
were i mmuni zed with solubilized house dust mte

weziormetns@nd sel ected for high allergen-speci f PCT/AYE06/001566

responses and bronchoal veol ar | avage (BAL)

eosi nophilic Animals were then treated with either
Cponl O (0.5, 4, or 16 ng) or vefy cledelivered via

i ntravenous injection (n=5), or direct delivery intqg

@h@ufsilijéo @bouthE Ompy’, anere REfeEsly jahew Fhé goasy 300medn’, still more
ﬁaﬁ%gj UBGutPBs Ofy Lot h@édn%fﬂle \éﬂvrr PiRfMbly about 50 to about

t1c bronchoscopy oncho veolar | avage fluid
é?n'ﬂnig}'m dng stith e e prafelablycbeut t togbauid SAgghins and 7

oY PSSR o LR P Wi e pacion o
ansdasedtated | gE quantitation. BAL cells were al so stor ed

in RNA isolation . medium (Trizol), and frozen. for )
subse £1, R eadpprtet do ope ) rdingpy élgﬁelpaq e grf, that the optimal

§Ht11t Snfl'sp 5&13% S0inBRARIAD d§§b%¥‘é &/hﬂi)e 8B EBBY She nature and extent of

i ¢ and sereﬁ£0n3|ve effect on allerqgic

|ﬂm¢ demtstamwbamg e élpe fopalerouds angssiteras. ad@lmmimm&le nature of

%ﬁ EIXIaIO dggﬁﬂapbg hE 4 avQeyp #ﬁﬂﬁ g b L'tlgﬂs Q:In be determined
Tesult I'n a ion O neut r ophi

thlyecofvéntionatgeghmiquies.i N a dose dependent nanner. The

nunbertt il Alesibe apiirérs 1@ baS 6N bdrdinarPalkillGn theedrt drat tHH:EDpﬁmiil course of

HDM chal | enge al one, w t hout cganl O treat.ment, was

diretragit Bch2aothseriphen ofdpses afiibe sompotiHen Htiep dFE i or a defined
Y

e o PR 0 DR n (L 3RE fordnfiogal course of

Ateatrmmeﬂanmmatﬁomstem nt, the 0.5 ng, 4 ng and 16 ny

doses of Cpnl O resulted in 15% 12% and 8%

neutrophils, in BAL fluid, respectively. The

Y RVRSRIHTs AftMhthesdigsi on of Cpnl O resulted in a

reduction of BAL O eosinophils at the 48 h tinme-point

in a d&@eprd@pémmlomalsnefrontemdatﬁmﬁlmeuscbfof apetisiepinid| antagonists of

WG B0 bF Shponilie et e RSP Gl

g:c ! eogfmggﬁgqgrgstts ey nt Lt glgllél,gbg %ﬁ%&@ﬁg%ﬁ%&&e&ts@ éned according

48 R Teét Asml TIe 6 gl%lhﬁg hﬂpfrﬁﬁﬁﬁ&ﬁocﬂﬂﬁ& RbrefiBal O At
the 48 h_tinme-point, the_ O. ag}g% and 16 doses
12e8AZeRIsts

of Cprbibrdissmagdct # @ow;o or 101&%% Qi ¢ eqits or analogues
é%er?ég-#]ljef&a%l EﬁﬁﬂfecédtfﬁﬁhﬁésA alleEBrE Irbd E‘BPfj&lsdr&% rréfgl‘éhtls or fragments of

ercent ages 0 at the and
48 Epnwrpelgp@mtds idhi fafridoudat tbesaneedvmil ghcordmjlng eiroteaa@rvgevﬂy and/or

oﬁ%@%}g‘#fvé‘%’u&ﬂg (ﬁﬁg %go%‘lgllggnlgt e)ﬁ%%g%f Eontaln at least about 5,

Iaeﬂq)re(féﬂablyatudaetadbedt)lmaduﬁd Gids. (vehu cle treat ed)

| ungs. rcent ages, of jls gt the and .

48 h Mq&g ofoh ke apicaationy ?gfuéﬁl l%em@eﬁleﬁ .va {b eamadﬁséfapprwated by
|tH<5§&Ssl<Qlfled ﬂg‘tl\!é dyal FeheernibY %%ﬁl@pﬂgsﬁmﬁd&&{aﬂ%hﬁody, typically
Gener al | iﬂat here was no consistent trend between t

|centainiop AROPertioRs.capy dedreraged vsins Ahe hrbridomsa @eymlqlﬁ@é described in
t
%@o@ﬁ:@ lff fﬁ@&&ﬂom%%%l ng%r?%\ggn%?%é) ed9S€o1d Sﬁ)ﬁﬁ]gﬁ{arbor Laboratory,

enge BAL eosi no
é‘é&h(e}%ep was lower in the left Iung 48 h after HDM
chal I e and.a ni st ratl t.0t.al
Coni 0 BasieBre if P el ottt sy B33t B conto, o
@ﬁigmeﬁv ef am&iglfeftﬁﬁ’eaif lang hedpigue thd @rdmﬂes for thepproﬂhﬂm of antibody

l.oc i nfusi on ntfOto the, |left
dleees PreoRivers G e lﬁcﬁ‘:‘%ﬁ may fegtied ﬁﬁﬁf@ Fijis g hybridoma

%cﬂnﬂﬁle originally developed by Kohler et al., 1975, Nature, 256:495-497, as well as the



10

15

20

30

right lung (control, vehicle treated). Baseline |IgE
responses Serum | gE | evel s were assessed prior to (dq)

waea7eewen days after (d7) each of the HDM chabPCBAT2®E/001566

as shown in Figure 5. In the absence of Cpnl O (1st and

2nd HDM chal | enges), serum IgE |levels were clearly

el evated follow ng ai rway chal{gnge wth HDM Sheep

#23 was the only sheep that did not show a hi gE
rtdemantashighe.oienghumea Brfell drybridemen dcheiqye s (K ozbor et al., 1983,

gﬁw 4l f%?l (Jﬁlt1 Pg)e %eva{igdﬁag IB%EQFeveF%h%% ﬂgw?é‘%f“"e human

phém@iclonal aﬂ'nmoéhesi (Gold eBald nt-IMWonahMehgésdzes anad &ehcee d%erapy, pp. 77-

h%ihé&fﬁ‘a i L @éﬁb ggl,nfe?}tf‘fgl: Dt bfzg %ﬂggeée?li fbne'gnﬂmg be created by

GEinl fiBg Q)théir Hﬁﬁ ﬁfsﬁ)ﬁe nGéh ok &m% QraaRforflatiée @Ar Bl B&ﬁ)hocy’ces with

of dose or_node of flvery, had a marked effect

{ORE0SIDME PARA PTc trglasffmong\ﬁth EppisHBaT 8IS SE3 528 M. ‘Sehreier et al,
d@%ﬁfi@ﬁg\ E%{fg M , Haﬁlﬁleﬁ & 31 “‘Moh@&oﬁ?ﬁl%ﬁib@dles and T-cell
resulte

serum | responses,
My bmtdemas’ b@ 981); K@anetb@sﬂél ' Mengaderil éﬂlpgﬁdlﬁ ol 3$Q)y

evident with the 4th_an
Bronc ho&P\f’g K-k %\%S@S gf g %Onragll ?ﬁﬂﬁ| Qﬁ&%ﬁ@&%g OlsnaWh}Chdt hg gmenoclonal
kagebdynés (pﬂi‘ducecﬁha angeléBh mostheﬁlsrel/ﬂq;erpﬂ&)ldtmgabdlle tige is fused with
and dwgqtreat a d nunbers of eor no&ohl | s .count E

WEDhosThs btihe P SDI5Pa Bh&d TR BURETmBHSHLP 4 g recognition
f%lﬁ’cz?lgﬁggir?%s%dgﬁ%% lﬂfééédr}]'t 8 re%S%ﬂltﬁI%& Hbﬂté&f :09 Mini GtigiR8pdcAABNA-binding

rs pos chal |l en

mﬁrc&w@ﬁmg ifjbeidemen petducisal aon@awlﬁm@ta@?b@ﬂwﬁe@ﬂ ipgpracticing this

bRk {eellagﬁ ﬁe%lslgjt s aﬂll W)‘[(o 1 1drdcd v&ﬁﬁ]qﬂé’ Efe@éht h&o r%m’aon factor

eosi nophi eosi nophi cruit
and 4eitabslityds tl}lnlhaispeerﬁgé tranptlﬁml la@ivity indeigei esiler ed

uni | at eral | to, th with. velcle

o ven t ¢ enndsRiRt ‘Ba: brotl S PHeli B el Bl fption. can be
ﬁb&(ﬂﬁﬁb@f’@oﬁ&la’tmg“a hmndclbﬁaduqﬂamemmmmr@empﬁmga mitrlent medium
eosi nophils in_ the BAL fromth&?&pnl Otreated | un%

CRBIAEYHE PoPyPrfgna $hal pesgietes sertibely mmalsgro | thy appropriate antigen

rsﬁectﬁ’f?éléﬁ Sl“ﬁé)cdﬂ@é &halihEeReE unSer auMRAs S foR GltRsk ﬁéndéas)ﬁfﬁcwnt for
ay  owt ng adm ni stration of either vehicle

dlre lqmd@mrtq seqme éhﬁaantlbn@semomms Vide éhetm@humegh@@lt@ﬁdy-contalmng
SRS BB PSR 1y k38 e slted by el

rla:newametoéadlcfmesel n as Fi gure 2. The data indi cate serum

lcﬁ\a/ue: a—'\ﬁ%ﬁg g‘fﬁl {6*1'“@‘1'% @l o Qﬁ} gitatﬁg %W&D'Me used for the

fp@d)dl@ﬂbl‘i‘ Qo4 poBclophl ehithudidsPM o athlee p@ductin’ Myantl CpnlO polyclonal
epi.thelium goblet, cell and bronchi al. gl and change
@Bw}ya anews ashprimatseten beypenyized by %6080% a‘rlihrﬁwlo or a fragment

fof %ﬁélf)gu@ﬁxeﬁ%f hBuRag Bﬁﬂ AR GH rdvbits DGR s, Bice, rats, sheep, goats,

all'ergfc inflamation of the airways. After allergen
ptqavﬁuﬁter,dhe CGph&0 nqlwm’udgfm dapiment eredrialpgpe thegenifican be conjugated to

dgnc om 1“@% 1?& ; éﬁ?%r %ré f%&ﬂg %g}éd n}? ﬁﬁ)n u g§ §A ﬁlﬁl&éﬁg\% Jimpet hemocyanin

¢ELED. ahko, vadousasuvantssinze bandediits phayasbahg emmuinblogical response,

ﬁli%lé‘? gﬁugipgg feﬁz‘t_o\l\gﬁ% d;ssr ngﬂ te an géc%lﬁege arrr]nnbera gels such as

aluminium hydroxide, surface active substances such as lysolecithin, pluronic polyols,

polyanions, peptides, oil emulsions, keyhole limpet hemocyanins, dinitrophenol, and
potentially useful human adjuvants such as BCG (bacille Calmette-Guerin) and

Corynebacterium parvum.



airway epithelium goblet cells and bronchial glands
was performed on PAS/ Al ci an bl ue stained histol ogical

W@ Roodess046Thi s anal ysis was perforned on carti | BQUIi/AT®G6/001566
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and gl andul ar bronchi al airways which were between
1800 and 3300 mnmin dianeter. Intra-Iung
adm ni stration of Cpnl O to HDMighal | enged sheep: The

aver a nunber. of gqbl et ce per of airwa
bas e eSS ol ey Acsired arIWbB%f ivan o hacpocemplishsfl by a variety of
't'é&l[rﬁ{lﬁé@ daRF T $hehad %Qg@fﬁﬁf‘ %ﬁnﬁq@sﬁecmeﬁﬁ’l}h gTQF antibodies may

gobl et cells were |arge an of Dbl'ue and
siglude.npwr e ot ( Himgted 5)to, mﬂroememgassmm l’ﬁléSAat |(enzyme linked

oy SRR848 OS8R SHIRRG Gk e, ol o

cm’ed:ipitat'mnbraantn:ctnsaI11nﬁmmbméﬁuslum wbaysheepith rieainedawald) Western blots,
4ny .of nlO via the i .. route. The average nunber of
GOBTOHaER | DT GELHFHRR baiseten: CEEPEMY nageden  assays

| ifhrSRERoRYEEN0E %ﬁs@?@ Groted: A @Hﬁbp ahB M@@]ﬁétropﬁhféw' a’says, and the
| ess than hal f the nunber of gobl et cel

Vidisi (9% for axammpde, iAnsubel|e A, eisolP4 §3m‘@@b1’@¢00@1,$| 1InsM191§¢ular Biology,
ml(')? . J?hﬁ ‘(’ggﬂ?}b&sﬁﬁ@ Nine ”Wé@fmi ﬁggﬁ?tgg@hﬁg i é)l?sende%cted by virtue

roup Were gene
tdfat dd@@yblw\bbd @n@b Ipelm,aryrmtfbod}a bdilelativelydthe adtibetysmay be detected

LB SR 00ES SR P S Wit

|1@b@]&ﬂhm carietyt bDNsetA&ds bref RiidWn dnf fheSirt | foP &lelRtihg Binding in an
gai nst airborne faqoreign materials. I ntra-Iung

dE’lW‘WP%%SF%?]? pregrithen Hesoprs q—ﬁ RISEINt EHGEHOR heep: | n
bot h ting anahbs) r%‘&%m@ﬂﬂ"ﬂh@ebﬁtrﬁl@ed &gh%sg CPUPE or & B gment or analogue

alrmgl ep |theI|umvvas nore columar and in some
dher Wﬁbﬂ&) pEty doy Epwgl 05) Preferablnvibe enigbody (or fragment thereof) has

contﬁgast ' %V%W%‘Jf‘tg i f@%ﬁt 'bﬁg\hi,ﬂr%\%%yﬁ@%?m eftgter than about

Mitymeore qvbﬂzfeﬂihly {tH gre@t)sr tHBn cabmlm 1’ MiT and snoEhprefdrabld Sreater than
smoaﬁﬁ with the bronchial airways can be
d to secrete mucous into gland lunmens after

al | er @eherptsoxOStRhindy: a Whigbls habi@tofrd BntdyAlcebdthg to the present
Bl ue .hi st ol ogi cal dyes the nucous can stain red

G?Y?&Fl%tqmgn%m‘éﬁactﬁ{ﬁcﬂlﬁ Sntibady(s) weing; hagrhclarmengation ‘Mlth serum free

RO, N SR b8 0 LB i o

dncorpradting shiomsgegsaphys pady efgalr eme‘amwnfrhmpvalhseps For instance, the

ral rea
AR i L3002 DA SRS O BRI S5 B et i
aolteifiivtdtbent éhimicvite eay hpizﬂtenﬁzEllogecB)/Lrus'E:he Fattaerspurifichtién, typically
heeg PAS st aj ned while ip the other
eaé"gssl AN X \ﬁégonba& n%lﬁY |b)9 Yspq, Lo rexnove residual proteins,

sms/tamsvataﬂefgeamadnmamew addd. PROPEifi atiRagmAVie hidhkepurified and
t 0 uge}tgfﬁor ed in each sheei) i ndl cated that” on avera

B Q197 paling usingess! filization oplyauisuddg fanadatad, gbﬂfspreparatlon
'rﬁhy\fﬁéﬂ 15d GerdlfRabed v r&ﬂrlﬂ%r%d%ﬂfeﬁgéal uded in Cpnl O

tréated | ungs (n=4 sheep). Intravenous adm ni stration

of CpﬁEQIllﬁfQ apbiontageniste wfed teheatibodibeate al\ﬂsconntﬂnk;datb@/ A candidate

2 cé‘ﬁ rﬁgtexﬁ%%? ie g t%ﬁedt l anq%uféar E’%‘Irrr? g%{oﬁ ular complex with one
ontroze bﬂﬁ@ DERs pemad(cfritheib pdapiorahyletidentis BASEAisti Furdet)@ candidate

BPGRERT areg b TGP b3 ik FS fPesftoty Sl fpmition of a molecular

asmpRk Soipribiag Ol 1 0/sneAd hoRfdfehe PN GRalor eRgCadBfdr molecules

i.v. Cpnl O treat ment. The
to act as an anfagonist.
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mucus in was predom nantly blue in colour (e.g. Fig
6). A systematic analysis of all bronchial glands

w@rarhabdle to be scored in i.v. treated sheep PCOAT2A06/d01566

that on average the bronchial gland | unen was 4.8%

occl uded with nucous (n=6 sheep). Discussion Data from

this trial clearly shows that gystem cally delivered
Cpnl O has the capacity to aneliorate allergic i .

i nf | afeeimiques whd procgderes foradentifiing 204 PEPAPSINY agpyists and antagonists

of ast . t hi): 08 | : [ |
Ay L T, SR B oy O M7 o
isaéll asmmithetic asanichlativdries sictase lbombin@tvrial flibradess bomputer assisted

t hat .Cpnl O has significant dappeni. effects on .
SESPHBBME THORRY Srthestp oMY e SIS fHlo design, or more
efaatdeithl BiORRATchCetigiqidd widi detet: hleckivbifdald @rgetionde
assessment” of Cpnl O admi ni stratign to, sheep sensiti

. ! ( . zed
to arhggressal waeriongwil pev derdesepisdayith gefermpa i é&qcﬁe%exmplesa
RARCHSIERNE: B B Ao fiBinG BHIELbO B ihR invention.
eosl hophil's accunulating 1 n the bronchoal veol ar space
at 48 hr post-antigen challenge. Eosinophilia in the
BAL of HDM chal | enged sheepExamylle$| ar to the |evel of
eosi nophils found in human asthmatics (Metzger et al,

19 . t bes f f . [ e
L, e ST PGB Bl AR ot B b o
titresifdayeinfBhn@4tHinCis SRELR) toCRE pathdkenedist 6F 4sHB6€ and involves the
i ndi vidual's that generate el evated and prol onged BAL

aew e phi andaackifatioTe Ak PosirmphEs. Bas|cels; iicpoply and Iymphocytes into
o t - i I [ ]

SHIEFSE RSBS00 SpLrolp OB v s e

dheen depba dbatmest f apmsonfalktgenncaisinggalddreisr gstbma in humans, with

i nfl. ti.on. .Th i gh (16 . I
EIETHEN TR e AT
and7 L oiengiphbpratd AnBAL. mdded dfSasiignwduld dilsw adfiedhad controlled

a significant danpening. effect. on the. |evel,. of bl ood
é%%qsa&erswm to bee acta%“ﬁtha{lﬁeetrrel?ﬂameé?}a@ne% H553%6d t o

eosi NARRibs SREPIESHER! of AdiBmh Iaf® bRRH NS ahifiald Sds#iz8 to nematode
dose and the second HDM al one chal l enge trials. Cpnl O

n .
dppesaisk dllergensaond e tesvlsnexttrpeiafasciosthnevahiatign of physiological and
thr i i LR Clal-ni.C I-g0s :

S iftdcal [ Virekl, BF 3P TRl DL, BLARSof allergic. lung
tihflanghidart it keeepensingl hofiseesysg mitens sn alleiseni with cditest relevance to

t hat lOis well tolerated in e .l d S ..
Rt ey shsehe, ot Pt e BuRGER) ng By, pERER Yengtized sheep
Qfe_vélo% -allft@éﬁ-@?eciﬂ@%ﬂlfesp@isl@gwgﬁ!rec&ﬁiaﬂnyﬁﬁ &f wdutropleils, eosinophils and
ani_mal at post mortemresulted in some interesting .

LB IYBPROCY RGO, (o BRtiFuS, 1kt Pl Gyithy SH Lo (KIgggigp o humans
r js r ' number of

pcglt§ ﬁ%ﬁg‘gw tgm}ﬂ%%lﬁ%na(?gégﬁ%?%@%?)h allergic o )
i nf | afirataxperimpnis (lenented heyein qongideved ‘é’h@tbﬁf faal( administered via

i-nfil t f infi t. e | Nt ' s

(B SO Rl G RPE RENGE NS (b 3 R clical and
lioinemotago usandfesintods iofi 4lteegibr@spdnsal toghawsdubast mite challenge in
| uneps.. There appeared to be little difference between
{SFBSIELEASREPof  pat hol ogy between vehicle (control) and

Cpnl O i nfused lungs. In general intra-lung chall enged
NaaRideg Methedsogy simlar to that seen in

HDM chal | enge ' - [ i al:

cl ear :%eg%ggns )?grlte{egghﬁwa %g(ﬁs‘?’@ mﬁga yzggl e}foitﬁ\g/i rd?alglﬂ %tr? I %maCt and
hakecteliefoe apgic iallgrden-spédifia UgE erespomsése yndiroderdhyalveplar lavage (BAL)
i nf] ammat ory. conponents of asthnma, Ex : .
oRiaRnfiR o Verecenurited it aiien %BL(?&&%‘H% 98} or vehicle
node of perform ng the invention provided herein,

specific preferred conpositions are outlined bel ow.

The followi ng are to be construed as
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merely illustrative exanples of conpositions and not
as a limtation of the scope of the present invention

WO pooanysoway. Exanpl e 2(A): Conposition for parkClt/apai06/001566

admi ni stration A conposition for parenteral injection
coul d be prepared to contain 0.05 ng to 5 g of a
sui tabl e agent or conpound as g scl osed herein in 10

?eﬁv%r@d gid infrhfmoRd i nﬂe/l 1%12‘ r(?ggpy BELiRC: alivey 836 one side of the lung and

y, a conp I ntravenous infusion may
oehietd fro A0 otier srﬂe stfehé lengRpngreto shadlengst with, HBMI usingSfibre-optic

%ﬁ)r&%ﬁsco%;(aﬁ{ﬂ UI t a?l gﬁﬁ%ﬁgﬁtﬁ? Gﬁ§ gg{g}(&und 3 vgelarg Ccloﬂ %ed at 6 and

Q@B laRd 7addy® oﬁ H@Np&ﬁa'lltahéé"fo?fen@m&%hbﬂbf gifag&iial e&n counts, BAL
conmpound in"t formof a Capsule e%éL Hre par ed
19§

fqytdlmrmgqlwnstaannl,aarml sea\mndgEdBlan&fratimg & arf%@ plso \M¥thd in RNA

TP o BEgbOI RIS P b SRR Blehe REMH Al gL 100

stearate. References Busse WV Lemanske RF Jr Ast hma.
Ré&agk J Med 2001; 344:350-62. Roche N, Chinet TC,
Huchon GJ. Allergic and nonallergic interactions

or RaBEeRe3t 15T el HAET S RN RY b EBtic and dose-
SBmRve bifed 9@ al1&lk inflasitetibn in mﬁheab Inerdgl @f asthma.

inflammation in the lungs of sensitized sheep after
| ocal challenge with house dust mte. Cin Exp Allergy

%Q%Veﬁ%&,ﬁﬁjivz@oﬂ\@[;,mpr W), Zavala D, Richerson HB et
al . Local allergen challenge and_ bronchoal veol ar

| avabelhst infravenqyisc agmivigeetipe o, (gl 0 pesiedn it oh refuctiqe of BAL

TRt 50} A TR o PR T RO O
hygenseBALIGV/E bfterrbaCtd DM chadlesgebilent, withieut €pnl (Js‘amment was an

iR S0 R B3B8 TS 0RE N9, @8 BERFSLLY G ufe Bbroentage of

whatreptils} B}Q)r&iééﬂ?ﬁssaegl@up lavéraye, rdeéiﬁied@nth invrehsires dodesof Cpnl10. At the

R BRI FEbh IS 3 TR S5 b E A0S ot B rpglted n 159%, 12% and

rs%h&&%yhhﬁ 1ﬁ‘m\ﬂ,ﬂﬂi&hfé§ﬁé&’$ely3 The met hod of claim 1,
wherein't he hypersensitivity reaction invol ves

act i vatheontgrveneys) afinjastraion pelorCrut) Rjeselfadnan | # fgducgion of BAL
TJ(B@I 1'&0 Qfye AR OB %mﬁ‘! dbst- Qeﬁ’eﬁdi‘éﬁ’tv g‘]@nhﬂeli hthe number of

enS| iVity reaction |nvo ves hig
emsmnpmu present d8| hmafierothe cha HOM EhaBenggradonee hithdub Cpah treatment,

one of cla o 4, wWh th t t

PR 1P S b PSR e i g es ol iy ngpeentage of
CdoRindpRils, \Mﬁﬁfeﬁseﬂ dshe ghotpeseens| tgbn/drilw dedbd Gznth $ncreasing dose of
sel ected fromthe group can‘prl S

depid: At ithe 48 b tEpgpeink dhg écrpg fqgsandr ]rﬁdet o§es é%g@hlé) resulted in

a0 Mo X §if 1ralh<mml1*uﬁ?@e% SctAgfOCi ated with
a{y?\?vay ?nff%%glloimh% he net hodgof C|E’gl m 6, wher ei n

the respiratory disease is selected fromthe group

Bl 3Ry S P Bt arns acue respi ratory di ot ese

syndr o panent@ERDof Balonicatrofislsr atctheve and| 4® fatime-points differed
dbestv%genezlght and left lungs of individual sheep throughout most treatments. However,
there was no consistent trend between the left (Cpnl0 treated) and right (vehicle treated)
lungs. The percentages of BAL eosinophils at the 6 and 48 h time-points also differed
between right and left lungs of individual sheep throughout most treatments. Generally

there was no consistent trend between the left (Cpnl0 treated) and right (vehicle treated)
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8. The nethod of any one of clains 1 to 7, wherein
sai d eukaryotic chaperonin 10 conprises a pol ypepti de

WG eepoesoes sel ected fromthe group conprising SEQ/AD204E001566

1, 2, 3, 4, 7, 9, 11, 13, 15 or 17. 9. The nethod of

claim8, wherein said polypeptide sequence i s encoded

by a polynucl eoti de sequence sgl ected fromthe group

conprising SEQID NO. 5, 6, 8 10, 12, 14, 16 or

langs Avitte thecacésiontaf dlg ¢ meg Gpnkﬂ' daperit 48@1 ppst-challenge The percentage
I t. ag] t r

SHBAIZ R0t BAPEkO W ATR0E G 01 AR B challenge

&nﬂu adatiniatmatiednf ef i mg (amiuamsepbf ﬂpmpertoribfn ling cwhngmdrto the right

e SIRETO0 0,40, 2 bl vl B SR gttt s ot

WE CBh 10 d eheTIRK 1uhgrk&1u6&1:ﬂﬁt 1@{re1|c&" e‘b@in@ 1i€g if temlideeto 50% of the
grouio conpri sin ,.. TLR2, TLR3, TLR4, TLR5, TLRG,

Bi(FtrofvRbicledippte)R O 12. The nethod of claim 10
or 11 wherei n said eukaryotic chaperonin 10 conpri ses
a pol ypepti de sequence selected fromthe group
(BmﬁnlitslgﬁgreSEQldeDNO 1, 2 3, 4, 7,9, 11, 13, 15 or

17. 1 d of cla 1.2
oo yposr iR Ty aREe peelbfr lyBLELT B sty g cach of te
FHOME tigftef gdse @t atlown dm Fipereds. olmptheoarbsemcsl asthﬁErQ (I & 2na HDM

5 , 10, 1 4, 16 or 18. 14. The t hod of an

Shalkisechy P 167 SoVels iitor Py svalie GV e SHallenge with
ORI SB&D #ﬁewésdtﬁb Bhﬁftshé‘éﬁ 98t (ﬁfl ndt sﬂo@&a§ hlg‘ﬁ'lgE response fo following the
addi ti onal met hod of claim1l

tlm@alaIJEM ch@l? es. ﬁmmsiormb@s@me IgE lsvelsrheforpsthp del PHIPM challenge,
ST Sy 0G0 LS, WEDRAPRPRO ) 2 dad SRS chalenges
ieactecdserthis may tdfidat @slovAdbum 17 baﬂelme fplsiingdhDMoehallenge 2 weeks
tr lgatl ng or preventing a hypersensitivity reaction

&55ti ated disorder in a subject, the conposition
conprising an effective anount of s chaperonin 10,

together with_an i munosuppressant agent. 18. The
gsponseytodiDY ghallenge “\/\ﬁ'@rPé'F?F“tcﬁ@ CamMosuppr essant

agent cph168eaiiREs bf @B b erddle Q¥ RFRIP Ml A akbd effect on the HDM-

anti-infl ammatory conpounds and bronchodi | at or
cpeapde neesum 1 §eE THespaserpaisi Bbsepsedf at| A dm7pow%\ém ¢hallenge. The

alal%.lﬁlg%ﬂ)?l lf@?ﬁﬁ)sl%gﬂ{eflqlg %ﬂ)tcki dt sgl%!rrFf%tEeg SﬁJ n3dy (Nli]tﬁ mamtenance at

ospori n siroll
mdmbdnml lateds pa:nﬁeulaﬂy e\néctﬂu otiththate and b HDG) blyaihhgdzse s
t heophyl I'i ne, | eukotriene antagonist, and

ti hésﬂtla N a COITgJ nation ther eof 20. The
_j,%ﬂﬁ‘é? Yeg)hare'fw"égfyeo(gwg 1" ‘claims 17 to 19, wherein the
: nm"n@jgﬂ wa%%ﬁ’l?fedaﬂ %Qéeh’n@ rggiﬁg BE Ghfl 148h %Et'—%ﬁﬁ)@aér HDM challenge and

directe agal ns cytes.
clowg trsattieoh and nampers rod GQSmQIDfalSn@ulﬂﬁdt dhe@esulih éo dpls arp@raphed in

YRS QAT b 3 BRI PR Wt ot i
43 airs pEtHEED e dhlaHMgeact i vatl on. 22 The conposition of
any oqgtrgenglllsamj ectlon o% 8pr%1](7 adV\n'flllmrs‘%red ItJrE]oer tg ?fﬁ)ﬁsclhahenge results in up
to 15-fold reduction in BAL eosinophilia at the peak of eosinophil recruitment at 48 hrs
post-challenge.

When CpnlO is administered unilaterally into the left Iung, with vehicle only

given to the right (control) lung using a fibre-optic bronchoscope, a 4-fold reduction in
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further conprises a steroid. 0 23. A nethod for
treating or preventing a hypersensitivity reaction

was®ooimsed di sorder in a subject, the nethod PCT/AU2006/001566

conprising adm nistering an effective anmount of the

conposition of any one of claim17 to 22.24. The

conposi tion of any one of claizes 17 to 23 mherein t he

eukaryoti c chaperonin 10 conprises a pol ypeptid

§bq perpendagsetfeosiagpitilsamthanBAl eowp thedrpvlOdiesty ddmeg mﬂmontrol lung
4, 7, 9, 11, 13, 15 or 17. 25. The conposition

o? é1a|n124 wherei n the pol ypeptide sequence is

encoded by a pol ynucl eoti de sequence selected fromthe

Feoum ioonpnoglobwliSEGpOI NG HPMhaBenged, 12, 14, 16 or
18. SEQUENCE LI STI NG <110> CBio Ljmted <120> Tr eat men
of Hy gistplpaisd atday PAGBYI OB ABmigisteion of sier vehicle

F(@t @}'ﬁ{llOn A E 40813411%11%[2 1@% ]Wefg ]tﬂe?n %&kf@ﬂd’z T—IIﬂEﬂspé&ﬁ@ IgE levels

plens < Gn Ala Phe Arg
Lasaﬁsﬁdmshaﬁm A etditag méalsdl_leﬂetlal,sZOm w&h\Vhﬁ re@ﬂ@s me@nted herein

e rFé%urﬁ ?AITEB@ Eygﬂr g?éal :]-hr él\? %e(%hﬂ% ;?ﬂbw Qach of the

\labMVahalkhge Wath 36hidle ébmtrGl yldlﬁﬁrlstﬁtly)n,Send lfyldovhy 4.y Cpnl0 and
Gy Gu He Gn Pro Val Ser Val 50 55 60 Lys Val

%W%HER&?'VM Leu Leu Pro Gu Tyr Ay Gy Thr Lys

Val 65 70 75 80Vval Leu Asp Asp Lys Asp Tyr Phe Leu Phe

va Soithiuny sobicksel g ygneiggfond Yusisie ) sapi cng
G ceidd Gy Ser et Ala Gy Gn Ala Phe Arg Lys Phe

Leu Pro Leu Phe Asp 1 5 10 15 Arg Val Leu Val GQu Arg
Ser AlGobMgtacell drymerplasial isThrhalliparkgfoataey of asthma pathology which is

induced by allergic inflammation of the airways. After allergen provocation, the number
of goblet cells per unit length of airway epithelium is known to increase. Concomitant
with an increase in number, the goblet cells also increase in size and display large multi-
coloured cytoplasms when stained with PAS/Alcian blue histological stains. Analysis of
airway epithelium, goblet cells and bronchial glands was performed on PAS/Alcian blue
stained histological slides. This analysis was performed on cartilaginous and glandular
bronchial airways which were between 1800 and 3300 pm in diameter.

Intra-lung administration of Cpnl0 to HDM-challenged sheep: The average number of
goblet cells per mm of airway basement membrane was 33 in both left and lungs of
intralung administered Cpnl0 sheep (n=4 sheep). The goblet cells were large and full of
blue and red staining granules (Fig. 5).

Intravenous administration of Cpnl0 to HDM-challenged sheep: Compared to the
intralung delivery groups, there were fewer goblet cells in bronchial epithelium of sheep
treated with 4mg of Cpnl0 via the i.v. route. The average number of goblet cells per mm
of airway basement membrane was 16 in sheep administered i.v. Cpnl0 (n=6 sheep). This
is less than half the number of goblet cells of the vehicle treated intra-lung group (33
goblet cells per mm of airway basement membrane). The goblet cells in the i.v. Cpnl0
group were generally less mature in that they were smaller, more cuboidal, and had less

cytoplasmic staining.
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20 25 30 20 He Met Leu Pro Gu Lys Ser G n Ay Lys
Val Leu G n Ala Thr Val 35 40 45 VvVal Ala Val Ay Ser

wWa00786304dys Gy Lys Ay Gy GQu He Gn Pro ZBCBAUADG6/001566

60 Val Ser Val Lys Val Gy Asp Lys Val Leu Leu Pro Gu
Tyr Ay Gy 65 70 75 80 30 Thr Lys Val Val Leu Asp Asp
Lys Asp Tyr Phe Leu Phe Arg Aspr G y85 90 95 Asp lie

Leu Ay Lys Tyr Val Asp 100 5 <210> 3 <211> 102 <212>
Hrtielinm213> Hono sapi ens <400> 3 Ala Ala Gy Gn Al a

N T T R R —
@sthmai conditibn G mﬁbrﬁﬁ alfest-lrebaBlier agymstgelrbomerfo@lgn mytmals

gﬂ’ é‘f’@g %é’?’”f_ffg”@l & Y%gf é&}@ 1@)@ égllg’rfgeé gﬁlbo&é%e vehicle and

3391106 Onteblu@l g2dup¥adhe lajisvayabitkdlunfeps pse &@hmhauaﬂdan some airways
Pro Qu.Tyr Qy Ay Thr Lys 65 70 75 80 Val Val Leu

Agperplastiq é,gi%p Tyr Phe Leu Phe Arg Asp Gy Asp lie 85

W Sendih-ClmHidrdain 5y 'Cr¥iab téSHDl@-thﬂ%@?d %h% 1 é%rast to the
<212> PRT <213> Hono sapl ens <400> 4

Antzalmpgegrang theyrvplyeepitheliupp waawrm@%%(ﬁag §-val 1 5 10
15 Leu Val Gu Arg Ser Ala Ala Gu Thr Val Thr Lys Gy
Ay lie Met

Bronchial glands

The glands associated with the bronchial airways can be stimulated to secrete
mucous into gland lumens after allergen provocation. When stained with PAS/Alcian
Blue histological dyes the mucous can stain red (indicating neutral mucins) or blue
(indicating acid mucins).

Intra-lung administration of Cpnl0 to HDM-challenged sheep: Analysis of PAS/Alcian
blue stained histological slides revealed that the bronchial glands of both groups of
intralung treated sheep were secreting mucus 48 h after HDM challenge and Cpnl0/
vehicle treatment (Fig 5). The mucus in two sheep was PAS stained red (Fig 5) while in
the other two sheep the mucous was predominantly blue. A systematic analysis of all
bronchial glands available to be scored in each sheep indicated that on average the
bronchial gland lumen was 23% occluded with mucous in vehicle treated lungs and 27%
occluded in Cpn10 treated lungs (n=4 sheep).

Intravenous administration of Cpnl0 to HDM-challenged sheep: There was markedly
less mucous present in the glandular lumens of i.v. treated sheep compared to that
observed in the intra-lung groups (Fig 6). Analysis of PAS/Alcian blue stained
histological slides revealed that the bronchial glands of i.v. treated sheep had small
amounts of luminal mucus 48 h after HDM challenge and i.v. CpnlQ treatment. The
mucus in was predominantly blue in colour (e.g. Fig 6). A systematic analysis of all
bronchial glands available to be scored in i.v. treated sheep indicated that on average the

bronchial gland lumen was 4.8% occluded with mucous (n=6 sheep).

Discussion

Data from this trial clearly shows that systemically delivered Cpnl0O has the

capacity to ameliorate allergic inflammation which underlies the pathophysiology of
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20 25 30 Leu Pro Qu Lys Ser An Gy Lys Val Leu Gn
Ala Thr Val Vval Ala 35 40 45 Val Gy Ser Ay Ser Lys

w@kop7hyw4Gly Gy Gu lie An Pro Val Ser 50 55P@DAV106/001566

Lys Val Gy Asp Lys Val Leu Leu Pro Gu Tyr Gy Gy

Thr Lys 65 70 75 80 Val Val Leu Asp Asp Lys Asp Tyr

Phe Leu Phe Arg Asp Gy Asp |lig 85 90 95 Leu Gy Lys

Tyr Val Asp 100<210> 5 <211> 309 5 <212> <213> )
lastinas aplestraphils @ssisophily gag ke antipdipst %rsgaNQéﬁé@thet ke important

%Sﬁ'xg)%:ﬁ%ﬁtg dr AERaAgRN asgcgﬁﬁt%mgasﬁgne}o TR 81 $66Ws that Cpnl0 has

dac caaaggaggc attatgctic cagaaaaatc tcaaggaaaa
]s@ﬂ@iaat tgnpming efficdgomgosioephilipt srghmeutrophjdietie te BAL and the level
aaggagagg at t ccagtta gcgt gaaagt
1§ &L rg%’glgbctg@gg’?g %%ém g}gﬁﬁﬁcaccaaa 240
gt agt tﬂfeaﬁlsséésﬁl%ﬁﬁfwg@pﬁltoataﬁﬁlﬁﬁétfhtlbht RO sigep gsegtmaﬁdittb Cin asthma-

1%‘%aaagt ac 300 tagactga 309 15 <Zé > %} <211>
pinghpaierggn <eieysnidpph W cyhmay ngﬁn& @t@é ngdose-responswe

gg&fbﬂgﬁ 9 Eodifiphfe ad dulmEit8eCH GhdbrdnbBsH wa e tslto St A IRUFFRAst-antigen

cgtagcgcgg cggaaaccgt Jaccaaaggc ggcatta

t@aﬁg@aai@smaglmbaglg@@ BAD o RYaghadiengrd diger gsa@@g]@r to the level of

S54SR R TARE L REPARITSR BEOEIR0ED. Mg o of e
gg@ﬁy glgatm g;téf@ sizdﬁgﬂ ?gittg:neetpg'ggt gﬁsghlg I?gl:atspmﬁct fgE serum titres (i.e.
ﬁéﬂcoghe?g)(%%ga % 211(2;9 %&%ﬁdggli gacc) tg g%%atﬁé aﬂg 86&011ged BAL

7eo§i|n§pl'ﬁh§1 W@eﬂ cﬁll&néé@lo?ﬁl@y WitH HIY®L, Bhpired withthdaedlleRH€ and control
Asp Arg Val
sheep (Bischof, 2003)

The i.v. administration of Cpnl0 has clear dose-dependent effects of attenuating

allergic inflammation. The high (16 mg) Cpnl0 dose was the most effective in reducing
the percentage of neutrophils and eosinophils in BAL. The 16 mg Cpnl10 dose also had a
significant dampening effect on the level of blood eosinophils 24 and 48 h after challenge
compared to eosinophils counted at same time-points for the 4 mg dose and the second
HDM alone challenge trials.

Cpn10 appeared to have no untoward effects on sheep throughout the trial as their
main clinical signs remained within the normal physiological range throughout the period
of experiments. This indicates that Cpnl0 is well tolerated in sheep at all doses used,
irrespective of whether delivery is through i.v. or i.L. routes.

The histological analysis of the animal at post mortem resulted in some interesting
observations. The i.v. administration of 4 mg of Cpnl0 resulted in a marked reduction of
a number of pathology parameters associated with allergic inflammation. In general i.v.-
treated sheep had less infiltration of inflammatory cells into the airway walls, had fewer
and less mature goblet cells, and had lower mucous content in the bronchial glandular
lumens. There appeared to be little difference between the extent of pathology between
vehicle (control) and CpnlO0 infused lungs. In general intra-lung challenged sheep had
pathology similar to that seen in HDM-challenged animals alone.

In summary, this trial clearly demonstrates that systemically delivered Cpnl0 has

the capacity to attenuate the key underlying inflammatory components of asthma.
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Leu Val Gu Arg Ser Ala Gy Lys Val Leu Gn Ala Thr
Val Val Ala 20 25 30 val Ay Ser Gy Ser Lys Gy Lys

w@Roo7 9463 u lie G n Pro Val Ser 35 40 45 Val RGEFAVA106/001566

Gy Asp Lys Val Leu Leu Pro Qu Tyr Gy Ay Thr Lys 50
55 60 Val Val Leu Asp Asp Lys Asp Tyr Phe Leu Phe Arg
Asp Ay Asp lie 65 70 75 80 Leg Ay Lys Tyr Val Asp 85
<210> 8 <211> 264 <212> DNA <213> Synt heti c<400> 8

at ggcggcgg gt caggmple gt empetitions k9r depaENt t gat cgt gt

tct g?% td&%?da?ltge Q%E@@&gﬁ&g n%‘d%a@ig%wér%%rgﬂﬁgﬁ%‘:ﬂﬁ@ﬁtion provided herein,
gttgttgcgg ggtagcgg cagcaaagg aaaggcggt g
q%tﬁoqagfmreggmr@gmgb@s zaagtlipgd bgloat. Lhadolevingargteckgyernstrued as
1 t cggca ccaaagtt gt t ggat gat . aaagat.

ey PR L A P Rens gy oat 07 IRUEfEh of g scope of the
fdenk OnvedliOr iParsdddy> 95 <212> PRT <213> Honp sapi ens

5 <400> 9 Ala Ala Gy G@n Ala Phe Arg Lys Phe Leu Pro

Leu Phe As 10.15 u Val

0 0 Rl ety P e
Lo By s S Sl e s

SBra Matabley agdfal orGtoympamdlL ys didalos&D hefei(n LU nileuo P2 ditres of 1%
Au Tyr Ay Thr Lys Val Val Leu Asp Asp Lys Asp 65
?@%9§Y%@h@9?1$rlgq§he Leu Phe Dr g Asp Gy Asp He Leu

Gy Eufilably, aVédmpdsRiodSod AntPiver@kOmfilibrAby ToRPlisc258>ml of sterile
DNA <213> ‘Synthetic _ _ _
Ringer's solution, and 0.05 mg to 5 g of a suitable agent or compound as disclosed herein.

Example 2(B): Composition for oral administration

A composition of a suitable agent or compound in the form of a capsule may be
prepared by filling a standard two-piece hard gelatin capsule with 500 mg of the agent or
compound, in powdered form, 100 mg of lactose, 35 mg of talc and 10 mg of magnesium
stearate.
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<400> 10 atggcggcgg gtcaggcgtt tcgtaaattt ctgccgcetgt
ttgatcgtgt tctggttgaa 60 cgtagcgcgg cggaaaccgt

WO amcasaggc ggtattatgec tgccggaaaa aagccagggt 1POI/AU2006/001566

aaagttctgc aggcgaccgt tgttgcggtt ggtagcggta gccagccggt
t agcgt gaaa 180 gtgggcgata aagttctgct gccggaat at
ggcggcacca aagttgtgct ggatgat aga 240 gattacttcc
tgttccgcga tggtgatatc ctgggcaaat acgtggatta a 291
<210> 11 <211> 79 <212> PRT <213> Honp sapi ens <400>
11 Ala Ala Gly G n Al a Phe A@IM$s Phe Leu Pro Leu Phe
Asp g Va

val egqo%gfo}S L Vg\éaalApgpeéﬁng% g@j r%tlo%llg} as%l%ﬁject wherein

i nﬁ@ﬁocﬁd@nﬂ?{s@s Mﬁhlnﬁ‘@éﬂn\é&h eEﬁéStn\@dmﬁIﬂ of\&ﬂ(ai:y(ﬁlc‘éﬁhp%@omn 10.
40 45 Leu Leu Pro Gu Thr Lys Val, Val

Asp Adp Lydhagpetbed siscle@n Ty W¥1P'E‘P§1 ﬂ@dlypﬁ@ewwr&s&a@ﬁg%umvolves the

Aé%fﬁof; Eg%%%ﬁe%ﬁg% t%é/ %houﬁgo%nggl é‘% @i{’éﬁﬁ@ eogigophlls mast cells,

a??g:tp&l?sagdgfgmﬁmgyigtt :agaaagttt c:tccact ct ttgaccgagt
attggttgaa agga ._gaa : S

ot L9051 952130 389081 1°L PP L2300 AL ISAMERRR recion mones
aapiation ag Aoll-dike gédeptol (’DER):SIgmmg at ggaggcac caaagt agtt

180 ctagatgaca a btattt cct ta at ac:a

ttcttg aaa%g‘F d@@t?‘g@ég WGt 5 i?émg 211 8‘3 3.thq Jeypersensitivity

fe%éaan B%lv%gileéﬁ w{saelrpofse%ahsﬂms%@%n&&ogbauma GI y Gn
Phe Leu Pro Leu Phe Asp Arg Val 1 5 10
15Leu5VaI %h@

metfodeat Myaonw af clamyhl tcvga,, eipythe d;yyersensfcwlty
e v S
The method of claim 5 wherein the hypersensitivity reaction is selected
from the group comprising: food allergy, dermatitis, allergic conjunctivitis, rhinitis,
eczema, anaphylaxis and respiratory diseases associated with airway inflammation.

7. The method of claim 6,wherein the respiratory disease is selected from the
group comprising: asthma, allergic asthma, intrinsic asthma, occupational asthma, ARDS
(acute respiratory distress syndrome) and COPD (chronic obstructive pulmonary disease).

8. The method of any one of claims 1 to 7, wherein said eukaryotic chaperonin
10 comprises a polypeptide sequence selected from the group comprising SEQ ID NO: 1,
2,3,4,7,9,11,13, 15 or 17.

9. The method of claim 8, wherein said polypeptide sequence is encoded by a
polynucleotide sequence selected from the group comprising SEQ ID NO: 5, 6, 8, 10, 12,
14, 16 or 18.

10. A method for treating or preventing a hypersensitivity reaction associated
disorder in a subject, the method comprising administering to the subject an effective
amount of chaperonin 10, wherein the chaperonin 10 modulates signalling from a Toll-like
receptor.

11. The method of claim 10, wherein the Toll-like receptor is selected from the
group comprising: TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLRS, TLRY, and
TLR10.
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Val Qy Ser Gy Ser Lys Gy Lys Gy Ay Gu He An
Pro Val Ser 50 55 60 Val Lys Val GQy Asp Lys Val Leu

wohew7/Mm4a u Tyr Ay Gy Thr Lys 65 70 75 80 MVedT/WE2006/001566

Leu Asp Asp Lys Asp Tyr Phe Leu Phe Arg Asp Gy Asp H
e 85 90 95 Leu Gy Lys Tyr Val Asp 100 <210> 14 <211>
312 <212> DNA <213> Honpo sapi exgs <400> 14 at ggcagcag

gacaagcgtt tagaaagttt cttccactct ttgac_cgagt att ggt.t gaa _
80 aghagt gty BedanRs deimddcenbhgaggusue @iaryotic Chaperonin 10

t : .
e e ittatal rraReagitgly som o 1.2
ak 7cddchy 15tamd@gt gaa agtt ggagat aaagttcttc tcccagaata

t ggagggacc 240a t.t.c t a ttatitc .

ctat ttagag REBTGR St 1A3HEATT 9B PitbbRlds fangep ispooted by
PoiAhORotide sedidive Kokcted Fbin BiTgrewhl Sompigsing SEQI ENNCGES, 6, 8, 10, 12,

<400> 15 Ala Ala Ay G n Ala Phe Arg Lys Phe Leu Pro
UdulPrelSasp Arg Val 1 5 10 15 Leu Val Gu Arg Ser Ala

Ala Gy ThrrpVahehBl dYsnyChie 6 ¥ldithe 1l i 15 5wAlreRP t1RO0nfdthod further
e Pro Ju Lys Ser dn Jy Lys Val Leu An Ala Thr Val

vampribes tBSadroindgrationaf atdeast Segadditipngbigenys Gy Lys Gy

€] H . 3 l;
G S GBSO iyl R
75 8015, ValTh¥amethed A8 rladmp 14y svhémm Te iRmeudoeodBlagor is a type I

Ar Gy Asp He 85 90 95 Leu Gy Lys Tyr Val Asp O
1@%@%& 16 <211> 312 5 <212> DNA
16

The method of claim 15, wherein the interferon is IFNa or IFNB.

17. A composition for treating or preventing a hypersensitivity reaction
associated disorder in a subject, the composition comprising an effective amount of
chaperonin 10, together with an immunosuppressant agent.

18. The composition of claim 17, wherein the immunosuppressant agent is
selected from the group comprising of anti-inflammatory compounds and bronchodilatory
compounds.

19. The composition of claim 17, wherein the immunosuppressant agent is
selected from the group comprising: cyclosporine, tacrolimus, sirolimus, mycophenolate
mofetil, methotrexate, chromoglycalates, theophylline, leukotriene antagonist, and
antihistamine, or a combination thereof.

20. The composition of any one of claims 17 to 19, wherein the
immunosuppressant agent is a specific antibody directed against B or T lymphocytes.

21. The composition of any one of claims 17 to 20, wherein the
immunosuppressant agent is a specific antibody directed against B or T lymphocyte
surface receptors that mediate their activation.

22. The composition of any one of claims 17 to 21, wherein the composition
further comprises a steroid.

23, A method for treating or preventing a hypersensitivity reaction associated
disorder in a subject, the method comprising administering an effective amount of the

composition of any one of claim 17 to 22.



<213> Honp sapi ens <400> 16 at ggcagcag gacaagcgtt

tagaaagttt cttccactct ttgaccgagt attggttgaa 60 10
wW@oWagimed g ct gaaact gt aaccaaagga ggcatt ataa tPCDAYARE/A01566

at ct caagga 120 aaagtattgc aagcaacagt agtcgctgtt

ggat cgggtt ctaaaggaaa gggtggagag 180 attcaaccag

ttagcgt gaa agttggagat aaagttcppc tcccagaata tggaggcacc

240 aaagt a%ttc t agat gacaa ggattatttc ciattta (l; ) )
at ggt ¥hcat The tcopgeasition IGony et oy 749 23 whersiip the eukaryotic

17%)%52&]%%11 g&é}@gs]egl JP Bﬁoeaﬁcrle %ﬁggncggg@ﬁtéﬁﬂsﬁg&fzgﬁ%%&ﬂpﬁsmg SEQ

I-EFNG\FK}Z\/&,M 7,% 1101359525 IZeu Val Gu Arg Ser Ala Ala

g 3 -|I_- llIhThr L ticl%gf &g}}fn ?é uavhgeiliun ﬁfo ﬁ}f’ %\}9? H?;E{eﬁce is encoded

Q@ p%%aeé@déls%}s{aénc@lsmeaea fiGhy thSekoupy@nPrisingySEGIP MDys3, 6, 8, 10,
li'e An ProVal Ser 50 55 60 5 Val Lys Val Ay Asp

19sldvafordd Leu Pro Gu Tyr Gy Ay Thr Lys 65 70 75
80 Val Val Leu Asp Asp Lys Asp Tyr Phe Leu Phe Arg Asp
Ay Asp He 85 90 95 10 Leu Gy Lys Tyr Val Asp Leu
GuHs Hs Hs Hs Hs Hs 100 105 110 15 <210> 18
<211> 336 <212> DNA <213> Honp sapi ens 20 <400> 18

at ggcagcag gacaagcgtt tagaaagttt cttccactct ttgaccgagt
attggttgaa 60 aggagtgctg ctgaaactgt aaccaaagga
ggcgaagagg aaccagaaaa atctcaagga 120 aaagtattgc
aagcaacagt agtcgctgtt ggatcgggtt ctaaaggaaa gggt ggagag
180 attcaaccag ttagcgtgaa agttggagat aaagttcttc
tcccagaat a tggaggcacc 240 2S aaagtagttc tagatgacaa
ggattatttc ctatttagag atggtgacat tcttggaaag 300

t acgt agacc tcgagcacca ccaccaccac cactga 336



