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COVPCSI TI ONS AND METHODS FOR CLASSI FYI NG Bl OLOG CAL
SAMPLES BACKGROUND [ 001] Cancer is the second | eading

weauws®93h3 death in the United States. Despite PODUSHA6/006437

research in conventional diagnhostics and therapies

the five- year survival rate has_jnproved on

ni ni GGampositions Comprising . degig! tgeamteMaﬂuyise&mer{ghereof

of the conplexity of tunDrlgeneS|s is required for the

devel opnent and conmg QJﬁl Juch- needed,

ef fi caci ous di agnost Fe=art—trerapeutd Foducts. [002]

Bas edrian pRRSAT HRAnHdH OB S SRP ARBRid, Carfil! @ﬁﬂtc{t}éﬂ?r %peciets of hardy

has been suggested that serum aut oanti bodi es )

Imvdhdt bandis@doinn ftantiony alidagrapstations (therenéndsezwalfhdarsr gompositions
n 3- 400

Slprrisive, 5 sing QG B RO 46w plnclotpbea gryariety of diseases in

wigew k¢t tionPé e theCimme: rRporfse st aiffebtivedfindlbditly GIAE @llergic and non-

anong at-risk patients éLubrn et al., Nat Ned 1995;

allergna inflpmapioryediseage WilghinecsigRoands canger. niiethoda relaied tp making and

et SRR RN aBORERLE L B Srever . “such cancer
st udi es have onIMBA@KﬁﬂUE@NﬁnOET%HaH%VENﬁbBN'of

markers that are not determ native of e pr.esence or .
abserdigeases BEAVER BHamARlen rw&eraaﬁrlgeé B}éttseéaﬁ%o fratain cell types

aﬁ@ﬂﬁ@&%&e R pERBGE of GhthednSRAY G aRfadd8hd somettmes death.

tunor - assocl a antigens in cancer patients” (Vernin
Riseaabs invQlving mtﬂanmmtloﬂease paltﬁtcﬂlﬁﬂ@ tﬁﬁﬁﬁmwhen I\t’rm}c affﬁﬁ cettam organs

apﬂvsélgiiemsiéttgchﬁgihes re(%g%gﬁzy Ls‘r)?qgﬁ Wilfz%ape?n reﬁﬁ{t} 1%%bstructed breathing,

lkg%ﬂtgvﬁﬁ%nta-r%& rhhﬂ As®lt @mage | B Qthel MRS or conditions, the

—

23]

Koziol™ et al. in. Cancer Res.
@V@lmgmemxz”@ert@g N8 of Zﬁl;mgn@tonajan be@numpo@m comrpnnmm fin controlling

té%%‘éﬁas%r?ugﬁ YIB‘% d?ftegboélc rlﬁlroelgtl %rms %%?Fg%r q 6‘5‘? area of infection i

stilnpfskassoci ated antigen i s detected has precluded t he
use of aut oant i bodi es as useful diagnostic_ marker
[ 003]A t%wcstlsrareéar%m@éem ingatt iy lmrrlltwloasehaﬁaﬂg@ gvhgle the type-2

X gr;» §§ 3&&‘% %Q%d %ﬁdn g%bﬁﬁbgiﬁﬁs REED 'l %%Eﬁ %HowJ ?c? play important

ralegdn rz}mdtsnabé pﬁheﬂ (MaggDEZ Imnﬁmd@slmaldig@d 3rth214pJ E998AEBawankar R.,

GEs e e'éégdrﬁl%d.vé‘%%u%te Fisnand 0 IR Gitnsaderey Tmmunol,

i U Ay oh-
O0RUADLONE DI S 1T S9N UM i

IgE 00&pjars KoceRinplesent onutte esrfaendenast ngll&:ani:bzrsop]ai\]/se and low affinity

Ig re%Fr or{Fﬁg]\’)Jé[glg rﬁrgsi%h %gtl %PW?AEA}%H l?cg:ctyltes eosinophils,
M@cél'éf!;eﬁﬁ&smagr@?ha%és’i”pﬁte is dRlieedd Ql'ihtoﬁn SifhpoRehty IfS4&d governing the
aAB by ELISA offers sinplicity. The maj or weakness of

uaﬁtoselaqeprqfaaihrgm disevdsrs, isithe ctogs-linkagesrfdgE aneepinrs lgn mast cells, after

ct to,other pote tlve ABs
rERERine AR anb e ok Siba BrRbaRbN of i Blagne molecules
ralRad el HlySm4ss 616! if€uEhis@ahey Bbsardf pRXdE&SEdTrecGiMeals, which mediate
l'i braries) enabl es sinmultaneous | dentification of
advariady ehtbielagsalpiferty molling sasotilatiany iptesiinal and/gr bronchial smooth

rﬁ%g\}\ge\e/%)rn?%g?tisong Iﬁ‘lnuégrgsﬁ%éfegé% r%gcg %(%:%L%}I!dh%,l}}sgsﬁ g{dll{dﬁ/ﬁ%g, an initial immediate

redioh toflheembetrcetik,i ani i@ fihx 08 Cosinphills,rbasd il tand Gymplidtytes occurs 6-24
patient sera quickly identifies the size of potentia
autoantigens in aprotein sanple but is restricted in

its informative capacity by the protein sanples used

and the limted resolution of autoantibody:antigen

conpl exes, and provides no further information

regarding the identity of autoantigens

(Fernandez-Madrid et al., Cin Cancer Res. 5:1393-400

(1999)). [005] In conclusion, autoantibody patterns
deterntnatrve for cancer, cancer subtypes and ot her
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frequency in both normal sanples and cancer sanpl es.
In this instance, the first epitope would be

woO pdoeo9xIdi ve, as di scussed herein, while the specDOS2006/006437

epi tope and the whole protein would not be informative

to class distinction based on these results. [009]

Hovod kagar. Thip datt-phoseasgente afn leh®toltlagniosishie @afl8@mmation in tissues that

$ro nosti% nmet hods di scl osed herein is that they take

TREEIEBRYT Y EFRASPO P HHieEamt i bodi es of varied

di st rq ' Feveeyl j [ i.ndj . : .

acti v SRR dEh i LA PR B Bitarion of cosinophis

igbe siteserf infladingtiars erescnpidersd td hasultifiom theugagsesd overactivation of
on aut oanti bodi es t hat

T oSBT Bpes T b e e oncpl Tgl (Abbas et al, 1991,

RRRRABE3TET-0f; (eREMS 2005 SOL-ADSH fﬁ%g)a@zéng undfO0ET 1:61-5). The
the present invention utilizes a varTety of epitopes,
epiesendFtivigtlyédkiarst afcThohigls, Fuhedssilof, Bpbt Hpé0 bnddLrg, are known to

YR ED :normal s les at a c ai n.frequency
A B o 8 TR renl PO, BB Ghetapyed SpBints such as PNy
dnidnii- 1Y vaeé irypdrie@Stol MegaBValY @8 IAE MBS PUDIpABwWhSS. For example, IFN-y
di sease condition. Despite the fact that
inpdhcsarthe Heriyesswiighng do deCBR ngi Bycellse whilsi Tlopdscanverts the already

t t b | i.sease. sanpl.es, ..t hese
SEBRRDL, b el el 3SR TR GUHBRF g Dot
l@DgséAdYeﬁgtyi (ﬁhvt i[mmuilfl@anDOgl_r—e; ?sﬁﬁgh ﬁh@ Qah@, td%ﬁg]oﬁiwzﬁol 136:949-54;
nd _prognost i t hods di scl osed herein. o
GRS, { B eohCpole - Oney s ehlllnn Fasmel ption factors, such as

GAPKBARE TBEN S Afthé qggig%/rft%h&g o THEtanf fT}{Z.née?lrs qa?ﬁ :/‘f%ig gﬁoduction of

epi topes, the autoanti Inding actrvities o
aytakinsis an ¢heae céllsa(let as 8l.,d1080] Sith MeddERWHSAl S alipg esal., 1996, Nature

AP RGO 20t SE4 P94 D50185 Eaapao ot o, 2000,

@awnmugsq@»Mtkla class distinction, and determ ning
whether the correlation is stronger than expected by
chanclergig digsiasespsichms agapeiaxisit dbengic bbuhjtisiasthinrg atopic dermatitis,

l at.es with l.ess.di stinct.ion nore .
50 s SR RRLALE 8 Do R SRl ouniie and s
irqédsirfpein plevaitdine® (WintHrieh AL finY ©1rERIAIRPES Ay Intietol fdoesli0, 1989).
In one enbodj nent, the class distinction is determ ned
bet we'@h KBNS 2¥thads 2 spéfieanhdisgasctdiehe lengswhich affects millions of

i i i i . i | nd.a . .

bR RGN | AERE S ) SERRRELESS ADE gy paion ndir
hgperomspesiehasso vhriowinhar whick taulteth erbadie®itays hhowing. Other
ﬁlass. istinctiggiis etween a_ hjgh risk class and a '
CRYACET SIS senc Ingdude Wé@@“ﬁﬂ“@?e?faawaé% raghophdip enghewway fibrosis.
Hdi n 3y l; I 0;
P8R A e MR, £ 20l
cetsedoitvelvany sayerad cell ggss,dhclididpgVil Huaihecyiho agd estitiophils. In allergic

r.esp | 1. to chenot her apy. | 00 I n anot her
agﬁ%@gﬁﬁ%&ﬁgﬂPﬁéﬂEﬁﬁﬂﬁa ﬁ%§£¥ﬁfgﬁéﬁ tSon is a disease

cl as\t6hist ddratiQf (ARY)efseh aktrynid &N ‘Eﬁﬁps‘?ﬂggastﬁﬂammato y skin disease
distinction, still nore preferably a l'ung cancer crass
chara¢tpriead onprusitip pad sezeomtne skinl lasiensjiaknignieith efeyatad IgE levels. The
: r.oi ptastinal cer class distinctio or . .
R 00105 Rl RIS o 52 RIS i hien. T ki
ldstums of 8WNpatiensareltisdradigride@ By itie Afil N AMFRIMBABSScells including T
di stinction between an SCLC class and an NSCLC cl ass.
hyephosytessgpenasytes mraceqnhagasy casiopiids pebmast aghs.cFhesteélts are involved

RIS A8 APPSR R SEHER oines n

significance of the correlation can be carried out by
nei ghbor hood anal ysis (e.g., enploying a signal to

noi se routine, a Pearson correlation routine, or a
Eucl i dean di stance routine) that conprises defining an
i deal i zed aut oanti body bi nding activity pattern,
wherein the idealized pattern is autoanti body binding
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subj ect working vector, d=distance, Np =node that is

mapped nearest to P, and fj (N) is the position of N
W@R006/093783 det er m ne whet her the putative cl assSBGI/HEB06/006437

valid the steps for building the weighted voting

schenme can be carried out as described herein and

e far n
oAU 5428, 2%, 12109LL0) BB bl AR g many cll s
Teb 26l frptwngngllsaiil-& hbtla ar_meIL-ﬂB otayarcritiveli oiedindhe ingtiaging phase of

a class, conprising assessi. e sa for
the d1sEapR PQ?SEF;?SIBIP zljtﬁuﬁg ]Z‘)gﬁ 5‘21{1 xp pmygo nﬁé)zgsppgln é) 25-30). IL-4 and IL-
1§palct %Qem%}@f‘ qlsotﬂ)%' Hﬂu@er%@%'chllﬁg' tot W taRd AT \Weiigdices the activation of
voting s classifying the sanple as a function of
easihaydiils) tnddgh ksecndilemgvaalotm whewokines Isecls saspeasaxint AL-10 produced by

respect to t of 0026 r
OB BHCRPEGEp 8 Pall s 10 8 nAtasas BegRoRM gLTARG, which isa
Tétzs‘s BRHE BherdyIShe MAd WWlptoa%%xfeyémwesaecs@rmDaeﬁ&tsammdugh Thl-type
an individual. The nethod conprises providing

cm@hmes truch s BYN-g, oS aéem found 1 thﬁ@kgbk;@ﬁﬁs 0 ég)e@gtqggth@ fager stage of
t@%@?%ﬂg%{t {)ggv%ﬁog)%?t P %b 1lgt g‘.:gﬁgtgﬁb%;du%ﬁetdy I %{rc}gtog tﬁ@é\tel roduction

&%E%é&atb’@bﬁ@klﬁ@sf/c}%ﬁ@klrep Iah@I@ asl S\teﬂgls tieedafedive plmuidchon of IFN-
wth a weighted votin cl assi he. sanp

aodE 13 oAb Thel i DAY 1090h O RSB B¢ 1999, J Clin

Imres} % FRAPI R, tl“8mtog'ﬁ epad% Ol LR4008) e PPLAbD1®:353-8; Weilie et al.,
assification I ig ‘an Sutput | ndication of

2002, gl asﬁllﬁwésat]loor&ﬂﬂje Hmﬂveneﬁef@«act Ieechaiigihs edsociated with the

h\g(géltg?q%uggqt}go and én]eea%lqaa Elg%?& 12]3?%% ?esagt}asﬁgh%qs i%ee& cqanﬁed
t hat Efe%Qﬁs%ZﬁeQﬁlﬁ of e%ﬁfeh@eshz%f su%@é@@f‘ﬁﬂa@ﬂﬁymll A TED types of reactions

activity values for the sanplfés. The vectors are
alt‘@¢®1M90h1byrdghhtﬁdomput/erthsye@@htm@n@if ThEih3 s deerdhqught to be a

rtﬁtgqe ?ﬁ%ﬁ%}? %?erp iegf\e-r o Eﬁerg]?etﬁlht%hﬁgggr%@%ga%es (Kato et al., 1999, J

Mﬂ%t \tet t7424-bp m&fexhﬁelmeﬁmblmlc\yaﬁu@slmlm akilhgloend IFN-y or
hol di ng a sanpl e used to build the nodel; usin ?
QMmkgh:t wdenror anfaganii ini,-4 Bod [Tk nkpva tepp sestadafor dha hiflty to control

f
T

BInhiThébat @chls 200167 imhond Mﬁrﬁﬁ’t)ﬁ@OO} d3swdner,chepaectngiministration of
t he autoantlbody bi ndi n t|v val ues of the

theserrispits efen eAsPendss! ik FE bi nd ng activity

vaI ueE u‘l%gjtrfelﬂgs GLOSHsd alsd cg:ﬁ{t]écp rlvlﬂpdaelvan@ ofledigskdiReciated with
I'on streng %ch e W nning class for the

1ﬁﬂamnaatne,ohrﬂqmpd1cmliﬂgs G\dthoa‘llet‘gle inffamgrestidn. dbtukotriamogiete derived from

classification of the I m.n . _The

I Hof DOrpPRSE IOl IBR PR U R S5t ar Tyt leukotrenes.
P @itﬁg 1%ﬁ | Akd %)rﬁ’rﬁllrﬂ‘}e%n' anﬁﬂﬁ)ﬁ aAPKichh aiflaghdtiint isdBependent on
|nS|gn| nt change,” normalizing the autoantibody

Eutrdplnids, amth as ¢yptiv &bumesss, offlanteatorydiosyed disgesg/ ard psoriasis. The second

resca t hod fur her.

%TPB]?H(]H %nglﬂl%g]ﬁ@‘smes rﬁjlcc?ﬁfqnﬁedf)tpﬁlgla& Yl seggmbglﬁﬁ and mast cell-
1&1%%4)%%11’&&&&?&1@%@5@%3 [10R% BindHdeni ity selbttdre r@tptors on bronchial
enconpasses a nethod for ascertaining at |east

one
pmenth qusioje andrusber airees tiseney (O'Byrecaft @t elnggl) off fttgmal Medicine
mygr 1&7a 4735@3“ o{gtgtrtgr?e%ga{g%e %ltsﬁ é‘gg\#‘ gcr?n %g gm*)c? \t?lgﬁigl hysmlogy of
ARE F10 thﬁﬁfé'PéhrSﬁﬁ v@tddadia Rind @topid daniatiio dtyedzemdt m.@ukotrtene antagonists,

actrvity values for a plurality_of epitopes fr
mpluldmgey@éhrpll%‘@tffew rriSYR}h‘T’Sé%p‘@ titpEs \Fjaé@t EfryéteB?y?‘En?‘r\i.‘omene receptor
sanpl es, each vector being a sgrles of autoanti body

bi ndi ng activity val ues indi catlve of autoantibody

bi nding activities in a correspondi ng sanple; and

using a clustering routine, grouping vectors of the

sanpl es such that vectors indicative of simlar
autoantlbody blndlng act|V|t|es are clustered together

o o M
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routine determning classification of the sanple by
conparing the autoantibody binding activity val ues of

wo b@enzaTpd e to a nodel built with a wei ghted vPCT/IER006/006437
schenme or a pattern recognition algorithmand training
sanpl es; and an out put assenbly, coupled to the

ooty pRLRERT R foepibp iR AR BRI RE o ihccelRtammatory

medaeirght ed voti ng schene, ~as descri begl _her ein, or a
B b e S T Lo e S BleEe sftoms s

bée%?%;&gég%ﬁ{ne& W& El'hﬂéa?'tfihﬁa&sh%”chmfé%%ﬁﬁigh ﬁﬂ%ﬁf [(CGP-51901) and

I's”a conputer apparatus for constructing a
recoEldinafitohumarAssi myhoujoral ahelzsty @neVA®PL® Tehpet al., 4m. J. Respir.

Cibaties e Aa04RA-H oy LY hai DGR PRV agalF LAEGIoBp e bactria

i9nd Qedr¥¥orOhavdDbedn Cle8&HRY in U.S. Pat.
p‘%lﬁ%c%aé{agé ?%glﬁqggﬁzgggw@gﬁ%fnau% éantli b%dy b?nc?i ng " iy

Nac6,869,091 aral Uss Phtont RudicatzoniNe20030¢4188&gsenectivaly.i ne

execyt ed digital pr . coupl ed to recej - -
e e a0t B, BET9 ey B RISy e
aB&{tRAR U AENdF e ORI G, bifl B nBID&RE 0 14'-OotikthyE ochnaflavone isolated
deternining relevant epitopes for classi fé_i@n% the |
fremmppricras swonicat méicusleari eBiagy bn e fepateen vk yarious symptoms
val. .an t. ' it h.a. i £ o
SR R G RL  PEP R AL BE, 2l discioed
agChEhmatbs, appaileigis aaanntivhenesatid dalgudempriing tseveral biflavonoid
coupl ed between the source an he processor .routi ng., . .
e T T A E K S
i ] . | ] | H : t _ . s
C@ﬁéﬂi%frlé ﬁlégg%%%?ﬁa‘%%gé%pa&r\{% :}%g i zgk%rgdcgoﬁg?veed I%F?J retdﬁlgmg activity
(Kink teal,, Plgrothot Rab.j 15:682-57€ 2000 p dhirfhioougrepimady mepdicinal herbs have

activity values, The output assenbly can, be a ..
b A ey rRBeTREHP OBl NBOBRT RESE ripBiPGn Of) wgi-inflammatory
C(itnﬁ?g,dﬂags a conputer apparatus for constructing a nodel

or classifying at |east one sanple to be tested, . ,
wher 6itlrert ¢revenigtelal jdsugsa $ad then tragitsah oif bateysibi digerders include anti-

acti.vit atterns establjshedthrough the .
et SRRy rar el FERRERBEHRT R 26 eBkoflone antogonists.
ThORIEEn{E NEov Ve Ntalve BhepStontial b0 katesus &ideperhict) @ncledidabbe not limited

conputer assenmbly for classifying a sanple into a
tQ Iiwgqse@\ﬁ@&cépﬁblll%éoéﬁ%ql@l» ilyeiioRiityedrugrigdycgs lung disease, and bone

i_ndi vi : i.n.the ter. Y I
o LR sl AT 8P S TR SRR P 85 B wowmen
iiFRmh&iond apd pasikabilyr dlergioanByecutied Mheaisdiafi dnditinflammatory and

processor, coupled to receive the autaantibody, bi ndi .
SHEPTOTREy reisk BEEIS ot REBRIFTECRAE o ISl bt TR T failure to

_ A b . . | QP ' .
URAALEDASG G554 Y PNl Moo Bk TR i
férdess lnmd il ahdinidre effediiva ageitg firdcbatiog infpnsedteome ; Thasdtheye remains a

BB e R graor e B T et Hiase D e B LGB Bcificity for
HRANRERYing REudeDE ERY infRmAafiBn| Ncl udes a machi ne readabl e

conputer "assenbly for constructing a nodel for =
cl as Firfajlynthe alicitamnt of andmeamerespoosehidat Byeisdhe ogtietpmof Thl-type

he conput er .ass co i se .source of vec .
7 1o B8 TR SIS PO M8 Pl 365 poe cvkins
(OR! aFRATPILES NekDNOi-Ng it Gn tbB0rt 1Dthe Ghd@aRSrespdiBe associated with
vector being a series of autoantibody binding activity
allerigiceinflanymatios dsgvssedsaboxe.prdie @6 of BUMPRE IERAIG @Y Have strong,
by a digital processor, coupled to receive the
aut oanti body binding activity Vvalues of the vectors
fromthe source, the processor routine determning
rel evant epitopes for classifying the sanple, and
constructing the nodel with a portion of the rel evant
epitopes by utilizing a weighted voting schenme. [0038]
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nore preferably from35-51 , nore preferably from
40-51 , nore preferably from45-51 infornmative
wWE@piobomss3 sel ected fromthe group consi sting oOPCT/HREE6/006437
di sclosed in Table 2. In a preferred enbodi nent, the
set of informative epitopes conprises those disclosed

BPerRr ot B Atael GEngrifs TBERHeIEPoyinpT aREldn the art for
slosicknsRddids Tahkechdrop@043] | n one aspect, the

I nvention provides a set of e itgpes i nformative for

di sti ngui shing NSCLC QUMMAW!I OF I HE BN Y EMTHON

enbodj : ' ' Ls set of .

ot orne PpkodBRe O bl bRl PE koS Rir Rt sasaplate an immune

fegfonkd1 1 &l hr@trinh UITHB initghNSetIGd e wlinSflsfering Qrakd ySkiRGfriiit @Paparation to

1-28, nore preferably from 2-28, nore preferably from

the xpampma} & 3peaRews| PiiGient teoegglate # dmpriae desinge fip dhe mammal,

- , .ef ar. . . e f ab . .

PR LA G RLF Bloba O R HOIE AR FhiFrished i, boiled

i uoked $iustt ipregsealfl friitosmddnsed | fade diried friigund 8 haldy lawifruit juice
referred enbodi ment, the set of informatjve epitopes

%&ﬁﬁﬁa@feglﬂttﬁgg@bgﬁwn&é harily Kiv{ime preparationhas Retybeen extracted.

pr ef ey, ' il b I¥E SR :

Consi e cabant) O dpout UFpaEmegl h AL RRIGRLAPERR is produced

yoomsthot thas mecladsp ectep afleyingtherfriion provi des a set of

epi topes, i nfo tive r distinguishin C an
S ¢ REg R BeE ok fisofiefioh (i pgh FaleRP g Hetbd to regulate an
iedesponsSRta ﬂfamh{hﬁ,%aﬁ_&ihg ad@RlisteResa hak %’ibvﬁﬁiittéﬂ@&&ation to the
are informative for the distinguishing NSCLC and SCLC, _
wanpel g1 ayampwih spificient e reguinte fe dmblupe frespanse- Bithe nyaspal, wherein
. - . ferably from 1.0-51 ,
SESARSOHN L B 1 RS EECAT bl SOMARE 38 s et evrct o
cedilrate, and & bpkeskehaddrofide@tmid5- 51 , nore preferably
from30-51 , nore preferably from 35-51 nor e

pr ef e gingther gibadimsnt of thensesshicinypuiionyrekics ip 4gnethod to regulate an

. S . . . .

TR ol Py moR Ry SR E ol B RS ABring o the mammal in an

gm@he snicienio degrdate ,ant inenwet regfonsa fio tha tiavenap(d)opasrdy kiwifruit

conprises thgse disclosed in Tahle 2. |In another .

SRRRE e dnBd  FRPORET e ltetoomhy JrTIaPRYe Wierighegl! walls and

SORSInEE S eBtdia@h! Yaitind:h dised. o 1R;qT :  dace

L] e by Y Tas CAREH PR, iRl monogiycerides

diglyeeridesintriglyneiidess inositel; timend;oeuratting negshylogésiylmethane (MSM);

whi ch eﬁi t_oge ar e i nformative for the diagnosis of

glﬁsr?ag’c% &8y PR %%ﬁyﬁ? "NSCLC, conprising from 1-25,

nor e Tardé ebal ¥mbb@Meat, 2he hARIVEKiIR B hadparatioh Wi Sinélde, but is not

nore preferably from 10-25, nore preferably from

ligiterbto: n fenipexifast abicondentiptea-lod axirhesr oragdngentegse,t o piem extract or
d_f ISt f ) i.sclos .

SRLSELRISTRATHNE: 5 QUR-HRR. b B b O30S paT i stod

firuif, dioited ifwét, equkedFast, expdd Beis, donaasedifisgt] aged fift, a hardy kiwifruit

Table 11. In another preferred enbodi nent, the set of

JPISE GPRSSDIDE, & Prersireion pspdiiced BY xdeghion gt fjnibwatep fawng a temperature

B il 30 Cce Dlbpatallif Hodfio8S SRREFhpadhdR of a water soluble

dodesttiafeyonlprdy éwifofit with ethyhtatateteppipreppesiohqiroduced by extraction of

@g‘i}} %g—g&tig gﬁ%ﬁ]@gh%%t%ag étggi %@ﬁ{)ﬁ%gt?%ﬁﬁ%ﬁ?l?% géquehgﬁ extraction of

HE @ 18 aRY irf ¥Rt 2nibd6iBrm ARA Bl £legkabl y from 5-1448,

nore preferably from 10-1448, "nore preferably from

25-1448, nore preferably from 50-1448, nore preferably

from 100- 1448, nore preferably from 250-1448, nore

preferably from 500-1448, noredpreferably from

750- 1448, nore preferably from 1000- 1448, nore

preferably from 1250-1448 peptides selected fromthe

group of peptides disclosed in Table 1, and/or from

1-31 , nore preferably from2-31 , nore preferably

s s o . .Y
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[0052] In another preferred enbodi nent, the invention
provi des an epitope mcroarray useful for the

waelr@gnesds of | ung cancer, particul arly NSCLC, PeIUS1006/006437

array conprises from1-51 , nore preferably from 2-51
) rmre preferably from5-51 , nore preferably from

fr om 2878 popeehBf S Eribbnrr oty kifighessadon is produced

# £hekiRil Mai e 5tkp of ARy Bieef@ik.akl chftﬁé}rﬁs st Othe hardy kiwifruit
rmore preferably from 40-51 nmore preferably rom

prepaBatiamis aredickd by spiragisacoffalib i watef having Iaetelgp@mplre of from about

nsi stin ose i scl gse
GEeRLERAE B boalth afeer freedoind, Partifi edpiopissproduced by
&@EBidrS 88 ffuli a8 QolinSehPeRhrt Rval@bl B Yot anBthRNAEHRE, the hardy kiwifruit
preferred enbodi nent, the set of informative epitopes
RIBRRERtNS 1% PEQeyEech by disect  pxG@etian 9f|2o3weri splkip| eonpentrate of hardy
1&@%} L eﬁ{g,%&%epr ef erred enbodi nent, the invention

Fovi des an epitope mcroarray useful for t he
d| agnAsoetBeroémbodimsht cfitieepresant iigventon aylateonprd arshokdr wnregulate an

1-27, nore preferabl y from2-27, nore preferably fr?

@We TP @SH ﬁ%ﬁe‘?‘éﬁw of ?%‘?’HrEFGLgZ&Pdebﬁteél%r@f@FdBP’Vm@ imAn amount

s%@fic%gnt tg?({ﬁﬁldi’é &h Bh@khy rés%&ﬁb %pﬂl%Znalﬁi'ﬁEF é&)raelfla‘?ﬁfﬁ wifruit preparation;
from2 Informative epitopes selected fromthe

gpdo(p & orsumnenty saécted dseuti sstensdy] amihisiaguines, 2antibodies, antibiotics,

referred enbodi ment, the set .of nformat epito
BefiportBs SIS HeacouUa TR FRGUPE SomTHlicmopREiecs,  [-agonists
1BhIfBédee &Thad] Bkind g Sflokik 'réUeﬁtroF’aﬁﬂtH Iﬁﬁé t 9ﬁ@®h0d1esterase
consi sts essentially of those disclosed gure 2.
inbipgats, sediamottsatoghicetee nederrionh ouiffvinet thetombyhhne,ecﬁrb@lwnzoxy beta-

nsyﬂa%es andr@‘ %ggﬁgﬁc%@%ﬂ%%ﬁﬂgsggg f\%irwi ch array

conprinst@e abb@mehbbdimentithe hafdf Ekafhiy ptéparatidn &h,inBRAE but is not
preferably from5-51, nore preferably from 10-51, nore

Igpiecs foa b Ry E @¥Tans 08 Tongestratenp deadroxlgt 91 eRACOWTatG, @ stem extract or
Ry LAY T Ry I, BT i, cused
ﬂnlltg rbofled Sihit, c(lm:kred fpnefpeasseéﬂ fruit,r comddized Truitn tidedrituity @ hardy kiwifruit

il BB o PR TROR e PG FRRHGBIBAT RalSE DIRG a termperatre
h‘*&h (gﬁ ﬂoni%h{r%b*(y Ca %Férp*afé%ﬁ éﬁé’dﬁ%& ﬁ)gfsdﬁéé%ﬁtr&’dtﬁ)ﬁ' &Sé?‘i’;vater soluble

I n anot preferred enbodi nent, the se
@hcepmxfatfr aﬁhmﬂg kewlfmqowsthwdr}é iasttatees wnareaiolnyproduqeddsfeextractlon of

1@&%9 kw@rﬂ{t 1ntci,\r§qi ﬁv%zma OOg %]r%%gggggégﬁo@t}??cgbg rsnr%qeu%ntial extraction of
Hﬂr@y Rififrady uﬂﬁ'ﬁtfeia”chf&éfoﬂh%hﬂ Byl stag between NSCLC and
SCLC, which array conprises from 1-28, nore preferably

from Ia onp@spashpé therabpee aibgdimenintis: dy kividrugrmseraratisinyis produced
r 8

IIF}I 5) Lethod dlztﬁatf Hgl%]ﬁ%%g g%? o%gi%})e’in% Ehgl%réigbﬁl al?ché’r aﬁgecﬁ the hardy kiwifruit

proppstioat ﬂs\@o@mba opestraclocifefuil [owhlehBa@hi@dRemperature of from about

consi st i ng)éof those disclosed in Fi glgre 3. In a

HEeterbay 2nbodmengther pweetethe hardyf lgpfvit seragtionpissproduced by

S guy. e r

&%r ?t'i rn? gfé ﬁliélﬁ,gglg( ?rllepntt%l‘n%%%%ré e'%a't:ér Uy %rarrrlgﬁlegggﬂeég? t%e hardy kiwifruit

prepnmtsdrs iepseiucedlbyy dnéctt dxasetich $>¢‘ |a)S\eiﬂerl Bblﬁ']blgl.kfc@maltrate of hardy
referred enbodi nent, the invention

[.0056] |

lﬁ‘r"bﬁ?‘i“g‘é%tﬂéﬁlyiﬁ?ett%ﬁe m croarray useful for identifying

| nf orygab v & reft AREE-deritRd Pl MRS, @ﬂeaqtﬁmfrult reparation can be
di sti'nction. The epitope mcroarray conprises 8

frowtiddd in moran@mefseffaidng t6 rrognl@e 14482 amdrae Thi efrenuml sesponse in the
from5-1448, nore preferably from 10-1448, nore

preferably from 25-1448, nore 6r eferably from 50-1448,

nore preferably from 100-1448, nore preferably from

250- 1448, nore preferably from 500- 1448, nore

preferably from 750-1448, nore preferably from

1000 1448 nmore pr efer abl y from 1250 1448 pept| des

o o o " o
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and an autoanti body in the given sanple. [0064]

"Epi tope binding activity" as used herein refers to an
wepiobowsdhi ndi ng aut oanti body in a sanple. A PCT/US2006/006437

"correspondi ng epitope binding activity" for a

particul ar epitope is an autoanti body that

specifical i.n . t.i.cul eqi L O .
B an i Bl ieRt 2o R BRle dr G- Rlon o S ea WERR Hnoup guffcient to
refulith &hs aruhpay ah hatibgdyoluses pro@ived Ayt ge adardaligelected from the
aut oanti body conposition has been noted in a nunber of

FIPYT eQnsipting A d8Ps1gGRa) afl FE lor Enanothauaspegts e dewiruit preparation is

L Y
cAtokinehia e msmngl o6& iAbbake the ROB) of ablaast ete Hil. gytdamemrthe mammal.
Res. 58:1034-41 (1998)),. and a vari ety of _qther .

Ipi yeb poether fepashi &395 lFlﬂ)bf)ﬁ%‘t SFPRRLIoR S ,VI_%sajl dBra@nagount sufficient to
c%i}f%g%ot'ﬁ@’le\fe‘l" ke gg(fdﬁg‘vioﬂj@‘ mak sy RRE YANBE dhk Sn the/REmimal. In another

etes, parane ast1 c neuronal syndrones,
aspdol,aherivofipitipoepelatinge aswideddn ah ynoudt sufficient to decrease the level of

endocrin thies (s Schwar z, . Aut oi mmunity and

SO HInG BrSGIRRR RO IIRAGhEAPLPe FRHI OIS Gyne 8 SATA-S, T-be
28 NKAT:2 Badé mEmAP In 3853Ber38p RAMBO MBI DSS had\eiis ¥ Fikk of developing
1993). [0066] The met hods di scl osed herein generally

7 eoinditiontip vhigh ethaaeemaitt o€ ¢ Thvl agsnonpeomdderdsuppression of a Th2 response
di r d redicti f ta. the. ' . .
SRR Y Eph AR BE AR LR AR g BB i a s
dighbeeeindbdlleesit irflantrBstoryddisehss pOSHt dnoalrgiodiskaewas be a disease that

outconmes, Cass, discovery refers to defjning one or .
iprbpealasecly dkplicnss e2egnmlisetic Hissrsyincatdes Paisygqiot limited to, asthma
aInQO%Z ic! BerAHES PRS LanofRf éx&‘ﬁ?ﬂit 'tﬂ?.lﬁﬁhxﬁtalﬁ%a Gave or be at risk of
predicting of determning a cfassification of a

d&eaelppidg acarpinfaditiog or deatdef.yi ng a set of informative

epi t qpes ose aut oant i bqdy .bi.ndin ciivities. . . .
orr 1 dh ey ot e s SRS A ey it copyjnelude, but is

rfb‘ﬂeﬁrﬁﬂ&{)%:”e Elltctim‘dv\fbﬁ ,aE%ItE,Oglc}iﬁ‘Mm W5Rn3Rkt Mg A%Hhmpgﬁlygama, with

by the degree to [ aut oant i body bi ndi ng theret

Anindle aeguta bting snsplcésredenthodiments. wi th t he cl ass

di sti.nction,, and then determ ni ng whet her. the.. . .

cor r ARy o b MO Seatbet atPoRlriehet 6 By jificmit progaration can be
prbatibs i £ abrhosstid@NinfanCeanduht of betivaen svut €084 aid sout 95% by weight
aut oant i bod%/ bi nding activity with class distinction
hagedserathie Sotrlwpight ofithhPgmpesHiton. t hat epitope is

Co ey o LU e BB Bma L o aamivivcrin
Sgeatebanuat ol e spcata iy et o s
tphompmimal e dn meatesrspert the siep of AdDIPiRgITeERRIFEe providing the hardy
PR sk R B0l o080 rvescnt et
affeasstdnit patvider) = cipsnles a dingdidyet sispensthm, mogranule @ireesyrup. In another

measur enent f .gene expression. .Rather, the. present .
Bt RO uEens ETBRR e gro vicbeds bard FoPTatengpation to the
hAgaRl A R foadt BRAKR RS &cridy, B0 b RMiBARP! Bfe tﬁgkery wares,

peptide epitopes. The present invention stens fromthe .
Hreandirnls, t braak fadt eceramng peoss il ucheeses, doproedssby cheesgnpbrdiments, dairy

aut oanti hqdy bi nding activit.ies, i,s. high i nformative .
ORI s, Bi1ED e Rar cdrbiebbig S 1maPo iR biferage mixes
BRI £igh Hr&RictsO it Qe Rk inKS @a%leta%e@asé@%%ks,QSWiﬁg gum, hard
set of informative epitopes is identified, the weight
qginfestiondyy, fratar deity oredpeisy Prdeesspy mesat prodvktsy mut-based spreads, pasta,
epitope is determ ned. Each vote is a neasure of how

much the new sanple's | evel of ‘autoanti body bi ndi ng

activity looks like the typical |evel of autoantibody

bi nding activity in training sanples froma particul ar

cl ass. The nore strongly autoanti body binding activity

is correlated with a class distinction, the greater

N a e .. " -
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internedi ate (e.g., cancer) or narrow (e.g., lung

cancer). The term "subclass” is intended to further '
waledosnoes7es differentiate a class. For exanpl e, PCTIUS1986/006437

cl ass of lung cancer, NSCLC and SCLC are exanpl es of

subcl asses; however, NSCLC and SCLC can al so be

SR SRR s T B LSBTl chos, s

chb&BIAR! cOGed, Nean8Y,Mhccel Nee RusR! dRhydtRUpfovEgbeNts food products,
Rather, they are intended only to assist in organizing
proessstidffbed produeiatspicgpdlephblie bevestgegmoaples.dermemedpods soups, soup
di stinctions ar 7 ' t| :
o3 B3t A, 7 By O L ofle 0B B s
anbihr r65RECthet Stey i dft athhinistaaing cahwises yapplyinig |poosmstic composition
and can be used to classify a given sarﬁpl Wi th .
qoeppisEg the hagykiwHragereparatiorn @stBB HEEIM @P?éne“c compositions can be
3%5%8% Y{thfoﬁib?ﬁﬂ(ﬁr?é 1 nSREGLES So: ?otf?)g;,e}ffegﬁﬁ? le¥sekO\Wher, emulsion,
or ~exanpl e, e I mention can be used to classify
Rekosys, shivaged ringe,aldansarf bdstydyashingdiohgioacwashing sgyticsor treatment.
bei ng fromindivjdyals who are nore susceptible to.. . :
Tpjons FsRest. ghe Step o AGRRIFTIBRSOMPEE HPYE e AN Y ifjui preparation

8hd GGl B 2 {Rd2dditi¢8! anydi al, staphyl ococcal ,
streptococcal ) infection versus individuals who are

| ess Isusmdpridsbectta sycbf ithd @boveodrscritiide einhodiftentsn the method can

e used.tp classify sanples based on _an VI C. or. e

e Glebisc anmraring emd aragian, & age MISAMRYS: Oy acids
Hes; ORRBAY abidgbeiBsll k@hidl eatpRNES;SUsi®matic amino  acids;

response to chenotherapy, etc. The invention can . :
ihenylpepaneidsis tadpaneidsy etarpidy; pHelpidsy stoyring kKPRRRyrins; linear peptides;
bi pl ogi. cal cl . 1 0077]..Ln ti ' ,  Jace
See o PpiBlsr ot FBRBRuidedy (g o bt o5 Al eETIRRITELS  nucteotides,
dasbhyticites] Spriseawn detishavk frhgmelitseashal ypepavatialsaspices; minerals;
bei ng studied, as well as sa%es fromindividual s not
TRIUiZEs; BIREORINSe XEEBI; %ﬁl‘ﬁ?@ro @ fferent type or class
of thg %%gé’t‘ﬁgr asya&tsofpa{r?ydfqtﬁé abb¢e-@Rbibdd ethPo B8R/ Sthe method can
aut oant1 body bi nding activity patterns across the ’fL_JI! _
fuathgeinofudp hémirtiytpeisg tdhiengarhinel aretgrnti seldessd fiobwdprobiotics; bacterial
hereip, a classification nodel i.s built w.th the . i

; Wallt BS BB R Py latiffo PRIRES gt aclds; fatty acid esters;
SRR ESrila09 _7%1g1 &rigRe  enRQHRAL indsitbB WRERKici Scurcumin; rosemary;
created by identifying a Set of informative or o
oeérearimt¢ aeidi troiedsulfooyimathans MFEVDigIneRE] BOES Hrepsthngyanidin; and

ctivity in_ sa es IS, cqorrel ate ' e . : :
ok, 0 AR Tpaiec Ruf SRS Wl 562, Bbaipd ot acid
Ab&apétiddidacid, b ceeearnbie atd, gHiddiaiic aci} adinbldatdycid, dihomo-y-
bi nding activities correlate with the class
hddenipaeifloand sigagidemicgcidat a i s assessed to deternine
whet hgr t 0 Vi r ' S
vt o BRSSP P et
plcEided ladmiidtering tb e animebhti diffefent 4rripatia ispaties preparation. The

ARicesDh it TR RNy Bdb PEGBIeY fort ochenehss, & deliciosa, 4
8,%{1{?%%@%@&,;@, Aty sbatisLically significant, then the
It ope |

e not” considered an informative epitope. .

[ 0079V efThrotleg embodiinentrof ehatpresenbenvweation aelateantoi bowynposition for
bi nding activity and class distinction can be assessed, .. .. .

FER RN 2 GRS S PRI BT, fBEBRPaRPEn e ATy kiwifrui

gﬁ?&aﬁgﬂ LOPS: 1bsst bEPLEREOI L iR @b M ieb@anPhN Hhiddne response
ctivity vector v(g)=(al, a2, . . . , an), Wwhere aj )

ttem ataesmalh dnamecaptat bibd pdditiooilreagtize compeyndois fepiredpe ¢F preventing
inith sanple in the initial set (S) of sanples. A

class distinction is representé% by an idealized

aut oanti body binding activity pattern C=(Cl1, C2, . .

, Cn), where G =+1 or 0 according to whether the ith

sanpl e belongs to class 1 or class 2. The correl ation

bet ween an epitope and a class distinction can be

o - - S R T L,
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an apparatus that can nmeasure autoanti body binding
activity levels. Autoantibody binding activity val ues

WO 2§06/093703 t he anount of aut oanti body bi ndi ng JdeCBUS®A6/006437
for a given epitope, as described herein. The val ues
are raw val ues fromthe apparatus, or values that are

tionally, rescal ed, fil LQR:.: | :
el Peashin ARG, R ok AhEe ARG pRE BRI Smpfls scected
fngr Oagteydsp! adtfiedtamings, nanfibetiesy neiitibietas ecyodysporins, antimycotics,
colorinmetric autoantibody detection techniques. [0085] )
rqupératday durcsion sonirelhess gnaé@sme%agcwstweﬁigqtﬂaﬂeamodlﬁersa cytokine or
c i nation_ of 1 ol g s I 26: : :
BRI ot rihinis Pt aEAR ' BILARLE. sodinp promogiyeate
eisdimiy adtcing tiyeopayllias, eavotenzaxgstah-elinybtaadoguatd fobibitors of T
vari abl es across experi megltgg Cm.co ditions, or
additi

L.
ogiljfuagionor Iony6h SROUER FReein QPLASHYe Cmpgind IS selected from the
e 8GsfsYing BHC iQP ¥iRBls! WRBY Blotein; alanine;
PSR L AP OO S g o i
faltay acidgfetty agd estesso nionuglyveiles;i digkyceridps amiglyserides; inositol; turmeric;

normal i zi t he val yes jQr. to subjectin he .
AT GRRe EReEP R e LMDy aselgs gt fod dgppfgovenidin.  Fatty
AcRR8REEL | B8 ArB ok NEnifddt RANCHHASMeDlRdicAl #Hd, Micddpentaenoic acid,
val ues involves elimnating any vector in which the ‘
dmoshendehoidy adid.nilimgleatst acidt yw-Waglenic eagids bilihemaw-lirplenje acid, and
r .an .insignificant change acr S e the :
SRt LBl St By BATRE o B8R B e BRRGA 1055 pharmaceutica
Johdpositief, 4 Ramthtbed, 8 ybseidddveppi 4 opamtiaut oant i body

bi ndi ng activities that remain are referred to her icp .

"wor Kinntjeabeverdescribpd ggmpostan.ptheshasdy ikivyidmiy e anginde, but is not
al so, j nvol ornal i zi h i V 1 ¢
1381 K5 SV RGRPG T DR S B AR RGIRIY 1o one s
e hadpkividey: fremdativg iaah extrdcy ov edneestrats preptred|fivay s part of the hardy

IHBEER AP B BoRe 1t B B UL BFmalie QA PR BT gk gombination
tggtte.bf’.' | Y 2A5HeadpledS gtlleﬂhﬁﬁyﬁ&\tvfﬁﬁt is [{fecRRISRbML ﬁe'g@&tﬁ{ consisting of:

aut oant i body "bi n g activity is not as inportan .
fasht fneit, chegrheé fofit, borled fraitj covkad tiodtn prdsestl frbitnafidhepndensed fruit. In

AotneY alpee i bty RiPdhtd € 'igél ggx'étf‘gtﬁ;yepb@gcgg%ri %4t e hardy kiwifruit
é}'y 0 @tﬁ)\ﬁ'AB Wi eR\Gyl H@&Modvrar eicludy al sep be dngnigreld #ed. In another
a

ue, I's the autoanti body binding activity val ue
wpeds thesangy dbyifRvepasatianeisa brgykiwifrahitispeeppentrate. In another

bi ndi ctivity.val ue across.s - 1.8 o
Bpitudfe ety M AT R NT s IPRLES B hyioh of Mt in room
Reipeiairy wadiieh. ydtGastkr expeet, the hady dawifidiogrephiatioi igproduced by
activity values are prepared, then _the data is .

diress sKERGIONY 4 Wales salUbls ernceRiTaly of Ry kipigftuit with ethyl acetate. In

%o%c'e?!a%}%e%?ttflé)&tralépis%p?ﬁ%?ec%@?&eﬁt%cﬁoﬁ g f_'l?_%i'g? ?i&i%it in distilled water. In

assifticdation are ned. erm .
arfoehee uaptct, €l dxaaetsis an eftgt scetae ettoseotthe haygyskiwdruitahi ch
aut oant i body bi ndin ctivity . correlates wth class. .. .
di st i feetheh Sm‘i’ﬂ@%eagtogp%"s 11%‘1?§E1°%F%1a‘ieé|’“é\}%t“5? o Bardy Kiwifruic or a
ﬁﬂeﬁ%ﬁﬁéﬁ GREPIn@LE agén% Qelt&ELEHRY § &eded, @hMnABistamine, an antibody, an
informative epitopes”. The correlation between _
antfbdativt, b byclyspoiringamgntiydotics a/reapidatelyaysctinstontiet¢roan analgesic, a f3-
%gc apgnh%, bﬁ?@dﬁai}]e(%trgnpgi d us %gaamv k.ré,réql et ta%ﬂo%liﬁztl Eo i{inefAlr%Eeptor antagonist, a
gﬁdsgrg@cﬁééﬂ&g& aNAbYS SsoRRMPT drs@S Lt OnBldtgindl, caffeine, theophylline,
erfrutation test, and determning probability of ,
carhbienzofy pemnebnyntautie, aed ghbbibits ¢f dfcellfaneioasin the preparation of a
di stinction, as conpared to the nei ghborhoods of
random cl ass distinctions. The %ize or radius of the
nei ghbor hood is determ ned using a distance netric.
For exanpl e, the nei ghborhood anal ysis can enpl oy the
Pearson correlation coefficient, the Euclidean
di stance coefficient, or a signal to noise

______ g o o g, M o .
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wei ghted vote is a vote for the new sanple's
menbership in the first class, and a negative wei ghted

WO i06/09F9R vote for the new sanpl e’ s nenber shi pPCT/HS100€006437

second class. The total vote V1 for the first class is
obt ai ned by sunm ng the absol ute val ues of t he
03|t1ve VO over t e i nformati
poplsioR 1ok e gy pE§ s ol Rt Bl BP5RrcisthLyfp pysrogutation
e thitgiogbsol ute val ues of the negative votes.

[00100] A prediction strength can also be neasured to

det er4vothert dmbqglengcré@f dlie prosent dwaBléon Tedaterd@dhe use of hardy kiwifruit or
cl assi fies he f

SRR T oRsRE TR o' el LERRE ol SuBBRRE! bl cell walls and

Bh@ssitd; | eatel OPra¥tint helamagpIfartyangbidsy aEat@/t esidvherers monoglycerldes
sanpl e cannot be classified. There may be jnstanc
diplyeeridess sglyeeridss;t ingsitd, tsmeriglopdcHBin; pRgtBRIguLECHY nethane (MSM)a
i.c on
i
cheferarsdriacidnie sddadicbshgentaenoia asaiydbenstinatencan atid, y-linolenic acid, o~
classified r .exanple, if a

aplenic ped Uﬂﬁ@?oﬂﬂuﬂ%?%ﬁﬂ¥iémﬁﬁ@?ﬂ G384 npl e bel ongs
to ong Hle asggctldfgﬂgco?'lﬁ@ hbdVeaR8Ghedidks, the cS@PBiSor 8an be used for

taken froman in i dual who does not have | gwg
thartcetmertt hofina tltseassarrpntoeldmolnl thhteisaassemated [with ofien¢ production or

not . be _able to be cl.assifjed, Th r. ctio stJ.en
§Uhv 58 0f 8° Bt ASESIGE B P hEG B9V HERTY Vs e HjGE b bondition can
Rered R KA ftaLtdr Stopik etHAtitRY asthih, ROH allefdyt @l‘ﬂerg@ thinitis, and
the value of a false positive classifi cation Versus

¢honig airticarial do g@qtpmm@gcttqf, anyredigie aboverdpgoribed Haes, the hardy kiwifruit

Rﬁ%héﬁ% 1?%02%}{118%@?? RS n%alml{%% t{) eé%fﬁ?ﬁqéé&lj\z)gﬁgo (';E?)%lpé?quéte ﬁ leaf extract or

dordehtrdts Dytetr @G Sc/ad d:diﬁémtmﬁe of bdrh&axdattaaectoncéﬁﬂrate a root extract or
perform crossval i dation, one of the s

|
EQricAR(FAE, oSt USRS APl PolestIFutt, 580K gﬂ%@@S%o@@t condensed

C{rt gdgs%tdvﬁ'lﬁ? &q{ahg} ﬂﬁzﬁofg@ ﬁﬁ’d% ce t]i%%d]'”ﬁt rat10 nﬁ)r(éduicgd by extraction of

frberin abassicfipeitiae omteh rgpreparhtien pnuﬂabe;d h;; direstc exthastion of a water
Thi s wi.th_ a

ﬁéﬁkﬂqwg}tr%tgtogces %ﬂ.\l‘brwlgjr e}hgb &cp@:eed n‘?‘?ﬂaﬁa@&n produced by

)ﬂ gl?léFéhﬁb’dyt B&i e @111 disBilbd %te’%5§1%§§€iﬂepaT:hio‘f’1 prodeded by sequential
assify sanples to be tested W th hi

exdicagtiae jn Water, @hh)ssfesfntah‘éttha} #efatown, or cI asses have

been eV| us ascert ai.ned stab ro
ol ass Va1 Bt oRREn 2 g St PR AT B B S Bfhod o regulate an
hﬁ’maﬂ@léé bk iRdgkmhil.amhe HAGReD deNidesl atimifgbringa h®mmon kiwifruit
standard bi ol ogi cal or nedical research techniques,
Rrepewation tal élﬁelifl@ipml iman paopRitWElicientdn rpplije @g impnune response in the
vaI|d te.clas f 1

oo, SRR B ARG 48 5ER0TsORb et o
E&ﬁzeﬂw:ﬁb ef 1af ekff@rorbhvdtar] bopes engadtudr dontemrate, a bark extract or

particul ar class prediction. The nethod i voI Ve, . .
BRI FGOE PETACHIT ONGEIBHE, éﬂesfaﬁ%eﬁwg'sé P?ﬂiﬁdﬁf@ult cooked fruit,

gfe Lod! el Ocron?é}{ Ee epP #QPe aMkd Mt CA b3 Lk uicRNEoncentrate, a

ermnihg | I'tope i's an informative epitope.
brepan€oe ngrodiioee nity ektmctmat O dirvitnino reves tam@exratura \sattgn;aa preparation
to noise routine. he e |to is det ned to, b
PREBRtbRY (s prigiorigs of 1vB I qomeciitata lerapeR it with ethy]

YalMe, a gxtegﬁﬁﬁ grcﬁi‘aE@i H}egxtﬂchbn ot RemrdoRfi@w iRt Medistilled water, and a

epi t ope I n accordance with a wei ghted voting
sodpermionpoelucakbysspenthé dxtrestien m Water, chkpseform and ethyl acetate.
predi ction.[001 03] The invention also provides
alternative neans for determ nilﬂg whet her epitopes are
informative for a particul ar biological class

di stinction. For exanple, in one enbodinment, the nean
average anti body binding activity (SEM for two or

nor e epltopes across san‘pl es of a f| rst cI ass IS

o o N a o o o e g e e
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[001 10] A variety of SOM al gorithns exist that can
cluster sanples according to autoanti body bi ndi ng

W@ea06M917y3 vect ors. The invention utilizes any BAVIUS2006/006437

routine (e.g., a conpetitive |earning routine that
clusters the autoantlbody blndlng act|V|ty patterns)
and preferably, 1 N0 SE
[00111] fi+1 (NP2 NE ING0112]

wher egip, i sﬂmﬁ{e ﬁﬁlbhtbﬁ)’ thiv@t@sof d‘dﬁbﬁ@ pft@dfah@ﬁs B gehfguta on the

or an|2|ng t=learning rate, P=the subject working

asion of tgff én Qﬂé@Bl Kplls= rigwltt wate eadciatppaltheasreestage of 1gE level

[
Rrﬂ%ucgg mg&g : el %Jrifgs l}%g%d%lgﬁﬁ oﬁig oxln tht[eQQ&de})éJlde% Efperiments.
cl ustEgi Dehowrtthé B6se-ddpendunt aﬁweoidranmsmtrmmm on IL-4 production
val i dated. The steps for classjfyi n I escé
ig] Q¥A-studated splEYOYERS- %@Ct‘@wtt\'&mé 9139 Had %@&Wa%deteﬂmmd
ﬁaﬂqﬁeﬁgﬁggggn a wei ghted voting scheme, as described
S

erein Uil't using the autoantibody binding
act i vﬁgs/ aBa iflngrmed the effacme of RGIV2SE ahd PGUORE tontthe number of IL-4 or

Cl 11 Q]f Scovfe%%l gﬁg gﬁggf%{]&gsptg #q%@&gicgﬁdgﬁa%)lamd IgE biosynthesis

\gttﬁ’iﬁsﬂk fo¥id 1}; ependent HamRher pohiehta g&eoﬁé@ﬁ%ﬁﬁufaﬁﬁﬁ from three

een properly determ ned or ascertal ne If the newy
iddeprodent esparinaese Ha‘anOﬁMt Diééisatsd opes-| y det er mi ned,

E EZE I%)‘ dl:}\?gﬁﬁao‘ﬁﬁl? (F{C}J(?{({?T a[nglsP(iﬁ)Z%I qn tgge)q%r%g & of GATAS3,

TlREARINFATED S Wdstin Hl&lgFféW QA§ An€ hagsitdiveeealainye PCR analysxs (Fig.
net hod nmay be conpar ed or each pair Cl, C2, Sis th

4R Resulisarpermsessed es mpay = SEMpfrompthreg)independsinb émeﬁmtﬁnts *,P<0.05
B
P50t 8 e RS RL AP OBI BATRER b comcol.

medi apighSs A®Beshéwehe eHecpr etlPG0ZNwndt PGHE2EA omsﬁlsuie&'elopment of
of hom1pred|ctable the cl ass dlétlnctlon is from (f
darmantizia HC mace swnglermstitsgngey (de-(ehpnd Sﬁ@é?hl@g gicidence (Fig. 5B).
Rtlbe e RlLdPts BRMEd WIS dhaldINIoL 2D @ ; &8 P<0.01, vs. DW-
Insufficient anmount of ta to support & rea

tﬂd:aﬁetdmutel on. A hi gh medi an PS value (e.g., 0.8)

4] TS 6L WPREBe B QXA 0ab< AmsT LA s et Tovels of 1gB

(t}'@g '@\%nfgdly(lit é‘ %ﬁ) uad Qﬁ@@i Blig 9OtiN PES nfée. 3AVned |a§eoé>4ﬂ>€éssed as mean =%
g. Cl ass discovery nethods could al so
&Eh&bﬁ&ﬁnnaathtﬂﬁﬂoilﬁﬁdéﬁ@ﬁﬂaysﬂuﬂhﬁﬂ&ﬁﬁﬁmﬁanlsns that

e F |
i gt FBonanE aheY b R e PETGFT g JEEAPEF OF, B offfber of tota

feWREySesaind epsiasHalqFid) MaN) Shd it frodudiondt Qofitatrﬁaﬁl TARCG (Fig. 7B) in
cluster the sanples based on epitope bindi

paritiboral ibdend. Niesvae, expreseedppiemeph el SEM o g@ﬁtmalt he £<0.05 ;
ﬁ<§6§ \grﬁ%%tegtredgrﬁéecrl bed herein is adapted to a

i'ni‘cal “setting, Wth an appropriate epitope
m Cr OBigt.a§A 8B ﬁ&ﬁ@thebeﬁﬂedtsebﬂPGIOID@ﬂtdﬁﬂGlmEsm fhiecsklin desions in NC

ofthe sanpl e, gives a eathcare prayider i rmatio
BUASUO (BB SET LB Dreiotoen e e ol 2°00F 6rge P 2001, vs. DW-
E gp M the anal ysis or evaluatlon of autoanti body
I'n

ng activity for multiple epitopes. The methods
pr ovi Bigs. ArdBshawcthe aﬁ&taeﬁ%@t@%ﬁnd P@r02H erdihieiespeession of IL-4, IL-

Srsarmihel ARGy Ohd Tl aStad00 shedin e nats Bl b LIsA e
9}3;? bUO WEBRKSE oG S91§j)0 ReldeRrart feRBickdcanal mEﬁﬁESSEl\-Eh(ﬁ" 5 animals. *,

information provi déd By the present invention, alone
or in conjunction with other test results, ai ds t he
heal t hcare provider in diagnosing the i ndi vi dual .
[00116] Al so, the present i nvehtion provi des nethods
for determning a treatnent plan. Once the health care
provi der knows to which di sease class the sanple, and
therefore, the individual belongs, the health care
prOV|der can deterntne an adequate treat ment pIan for
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to thousands of epitopes, nore preferably from10-1
, 500, nore preferably from 20-1 000, nore preferably

WO e@0®09500 epi topes. The epitopes used are prPEr/EsRDE/HO6437

fromabout 3 to about 20, nore preferably about 15
amno acids in length, though epitopes of other

e hs use bi_.ndi ng agent refera a. ..
B0 o e ol PRErouRE aitFr- S PpoeR BT hghe? indicate percent
Al ARAHRRAY IPVaSRNd hizel he sanple, is used to detect
the presence of the autoanti body specifically bound to

an epFigop@ inp schematia aftheTecaseuses iroprdgyénpradyce larger amounts of
abl y. | abel ed with a s .

Bt R0 Er Sl ot G s Bt s, 15 B o s FD0OI

@G fferk @ food hakicanien.t h the epitope array. [001 22]

The choi ce of epitopes used for autoantibody

det eckigord! swwst e efict opehrrecdesy (Gys, 1hayndepmee/ah) of FDOOL

(RAGIASE f ShAAR! AR AaEhftkrioh dhBRalol 1L, 38Ls At -10, 1L-13,
andon pepti des nay Dbe used and i nformative epitopes

mid [Nyt bye GeA-stimyldied intend ishleadeyted figlowing retiligsdsxposure in vitro.

di sc] osed herein.[00123 a preferred enbodj nent,
Ereking evals WhreomedR ERe légn"l%p agh @P%F?%wnﬁsté? gyerpgs of data from
ot RIBPR SndifidANGRE, and peptides present on such

croarrays are selected froma set designed based on
t he fBigl wvlmyvsstbheffect oAtlfres doses (b2p 100, andilO opgmlgfof ahethyl acetate

correspo i\ns that. are.expressed in .
EiBATDRurE BE R0 EREDEHG D e Rl B FEE Ryt of the cytokines
Bdyl 11-5] HSUESIIGeY) shdPImv OVAEBmAlatddTHes: ESISRRFES- following 3
These include transcri thi’O?l:)Er?y factors %Fl";ﬁl t hatlﬁare_ &
days iewpOSUrE @iy 9.0 Ratokiweydpwerstmeagig Sé. j Bgoh point represents the
i mune. .r.e ns whi ressed jn.tunmor cells. For
SR R DR SRS R BTREH el Bt SOx s a1
t r ansEigi P8 ishowd aet cffest baRed@eds (0125t i.0, #d i0hnighalpef an 4. arguta
of small cell lun cancerd%SCLCD patients §GUre et
Hpit juige pongpntrate on therdatyefegseyef nreguctign oF heggydokines IL-4, IL-5, IL-

gy o € i A i Yt §'dh ‘
e B e o Rl & Pl exposue i
Virog @poltihe lavaly v neasire dly ELISAprEgch peurttrbypesentsethe average of data
xpressi on of  the negb?rs of basic helixloop- helix

g I_Sﬂfenf’%)ﬁ?sl of teEdiidyal BieE a rol e in embryonal

ner VOF%S St M NS iRRGR: e GUTRRL Gdhiel dIRELSE @BRN Hakfanosuppressant

(Chen 6t al., Proc Natl Acad Sci USA. (1997) '

SomE8H8s 60)the fdah@4degrerddt prodadtion, off Bel L eandeifN-y by OVA-stimulated

di agnostic epi.t.ope m,croarra referably incorporate

B BURoyy Bt FETag RO Bk Oar @ RS o5 eded at 00083,

P08l kier] 3 pMPhmitldt@ietHaSoreSRAsOlesEd @f 001 283, Add MRM(Fig. 14A) with

hi stoconpatibility conplexg%h+(). Publicly avail able _

padt poinbirepaesenting gy iaverage o cdtandrom spleadCyeid OR4pIk magiyidual mice.

be used. ina t 3! [ ' '

(G O e BRI GRS AR E5h e 1 svermee of e

fromkgfledovyeangeato hiRsdial Adtedeigp3BBRNCyiekin®Us/els were measure by

nenbers of SOX, FOX, | MP, ELAV/HU and other famlies

EFBH- J din Invest. (2001) 108:141 1-5). Al so

pr ef ep .l ¥5A%‘dup§i§* sﬂ&vttEg FROCEF thgé@95k%§t('l 9, 3.0, and 10 mg/mL) of

m croarray are epltopes known to trigger a T-cel

FBSPD(RE] 0243, amn ethyk detqie (EIOMe rexthet G001, and the aqueous remainder

-i munogeni city could pe inferred . fro reviou .

Epmﬁhﬁsprp@'@éﬁpéﬁe eq?atgne.cfég@ar?é SFORHE Of [Lrag {5181 14) and IFN-y (Fig
_stimGTa0%1 HBide PR folShind 39 n vitro. Cytokine

mg%fmﬁ excel Iee t c%}ﬁ&egti ohng(()f g%é%’%”%ﬁé’f IVHO &

epi topes exist in Cancer Imunity database. Thus, a

highly preferred cancer diagnostic epitope mcroarray

conbi nes previously identifiedlgnnunogenic sequences

with the enbryonal factor epitope design described

above. The peptides are synthesized and nay be printed

on a microarray using known nethods. For exanple, see

Robi nson et al., supra . [00125] Preferred infornative

-, r o

o s o oy o -
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di stinct classes are distinct cancer classes, such as

di stinct lung cancer classes, such as NSCLC and SCLC
w@rdvenopeef erred di stinct cancer classes are NMBCEESHDS/G6437

cancer and non-netastatic cancer classes. [00135] In a

preferred enbodi nent, two or nore peptides of the

epi.tope mcroarr orrespond to distinct regi f a

ety PEregReTe DY TSP BB PO s RARb A Ho# o0 i T Splencoytes
Jﬁéﬁ‘%lﬁiimiaugqﬂg@i n. [00136] As discl osed herein,

epitopes corresponding to different segnents of a

si ngllgprditeiand daB shotwi Biet effiecs odrthieent dagps {bPepdesnd A0 mg/mL) of
. prov iVt t | '
ST A ) SoBC pOHRS PR e P AR RsER Effohieyin papsutes) on the

19125160 HeBBE 81 podasticdITIL PG dil6di) Agd FENWViFid. €SB &Y \BeA-stimulated
epi t opes corresgondlng to the sane,Frote|n,na be due,
meussaptenoeysepfalosiing aldagy SKPASHE #nilreofsBekiBntevalsi Vefseneasure by

rati ri kSLi ' f o e
S SERON Rob BB 0 oLl SHARD oL nivicun
@fcemRNAs, i ncl udi ng mRNAs encodi ng enbryona

transcription factoLs, gav been_.identified in a

vari efigs-of A ant &f 3 shoyd asfeffctu AYREaHNDBERPAEHEDS 8hé- grguie on the
. [ N I - .

RS SEPEL PRI AR g, 90 M SR 79) by OVt

pougugtierotytan falldveingald idapd pxmyshiec & visrINA Tihheet doses (1.0, 3.0, and 10

r nt or ' wi.th .respect to transcripts of o
PRE R of PLROE TR BT, &'t bR Sl i BREA) Blipa by boilineg
SYORE IR ANt inNwates SR8 NrdohA S pelARb3BAte \bxttRASE e fruit were tested.
first peptide of an epltozgﬁn1croarray herei n has

Gytgkiae lenelsowete heasyrephn BLEYA adloply ppint vnresentsfthe gyerage of data from
S | e corresponding to a first class as conpared to
ﬁﬁ%BgﬂF%gﬂ?§%68§V5W%Hpﬁﬁ'activity wWith a second sanpl e

corr epRONH Agnd 0SB sBE8®ORE eleasSst, praputatidns| Eadtertatise ptund parts of 4.
pepti de of the epitope nicroarraﬁhhas

hi gh
/gL isarn SOGIALIF rgRtey CAProdpctign af -1§H§iég§§\:}&n§éﬁbﬁ-\é (Fig. 18B) by
YL STRORL b SRR SESP S BORAC 34, 1 doses (10

3.0y argisipangintig) dach bhe filiitijsite cormsstratFhndivikhiveerctswoepared by boiling

di stinct classes, .auyfaqant| bi ndi ng ,acti vi.ty. that

L 3550 2 O PO B e B e meosura
IR #4eh rdsBYS Mhd Aragdl $fUELEBRCH]IdBcHR6LEIght individual

smg,
|agnost|cs,83ﬁe referred cancer diagnostic
micer oarrays i nclude epitopes capable of detecting

aut oapti b I, ndi activities that. are high N a

Ut 0t O B R AL W EBnd 8l P gL BBl cays 1 ana 14
SPhURRRS d1dda] 3fifl mARBRhesuBfectietessdnded pasitioalyt fobReltment for atopic
bi nding activities that are higher in a cancer sanPIe ,
deranatitis (bR) eamessuresdispihe Phisieian st @lebalpbtsessment (RGA) for AD (scoring

attributabl.e to appe f. & - i.ate

Ghelin LT iF 258, LD, PRRGREGATe bRl G338 o me of FDOO!

gimldizrrgl deily BuEHAA HEANWB, RespettRiet) et dveep usiap eopicaidteroid treatment
i nding of detection agent to i nmobilized autoanti body

ewsomiantihe arrays are inserted into a scanner which

can det ect papafde pef pREPATPHION b AYEIR

bi ndi ng data may | om

t he | Thelpeshentr ivpstoes hhe petviesly discagest shadvaheadardy kiwifruit, and

the array. Since the position of each_ epitope on the .

a%r’fiaglalil%%ngzg%i/%@%ﬁfat%wgwit Jaton: ﬁ@f%}gf refetred to herein as

i ; a - [

B e R O R L o oA 19024 g grum levels of Th

tytvkeintd and ajpl, i ihiban disttnihe zetascT Heone pintgpeclksy ramyl suppress allergic

only one exanpl e of obtaining the raw aut oanti body

bi nding activity data. Other mt#hods for deternining

aut oanti body binding activity known in the art (eg.,

ELI SA, phage display, etc.), or developed in the

future can be used with the present invention. Peptide

Epi topes and M croarray Preparation [00140] Pepti des,
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on the appearance of cancer-related serum aABs and
their tunor-associated antigens in cancer patients

w@ Mmsndate et al., Cin. Cancer Res. 10: 7270- 5(200%$2006/006437

Metcal fe et al., Breast Cancer Res. 2:438-43 (2000);
Tan, J. din. Invest. 108:1411-5 (2001) Lubi n et al .

il‘['\llﬁ}%lw?ory Zlfzgt%qls,? ("Q%Wg% 1?1?%1??' le{rggp sgﬁlsmzeél i‘rrﬁlrm&aﬂxgg?l of allergic
Bﬁ’&mrrﬁm@ﬂ?agd 2y l(y%@ﬂ@ﬁpon&b@{é@s &ls Wéll as A aMat FXW.edema assay (see

| nmunol . _Further, the l ow frequency
ViS: Ratght laubhantuauN @Mﬁ@@é%%wm PEHR2 iampliyrshve.dual

ngDng?eZ§?e§élﬁt e cr)]rtgls Old{ﬁ:flélﬁﬁ% e%\‘lgglﬁlgs erg Eﬁtgllflﬁ Rf%‘ s%e?c%ﬁc extracts

gﬁbd FRith SABERS Honeedehdted tﬂmouurl &ndotpaqoanaddwrﬁae@fm detail in
s in a disease condition have been reported. The

Emméevr 1 ard 3 bgloy) bgxhiy hinhawtieregctiyity onhe mogugt&wffligé as well as the
|

B B3P SLADRL T 20RO RS MUhEL A0 most il

phesed by the e gitdtioni aﬂceﬂutar tmanscnipdon dacoen&Adiss8aTdst and NFATc2.

BB pierar Snehob rdicass T st o poRaa1 SBEand b1 025 as natural
1& 0% hrodMAtod B‘F g il“ﬁf Ydd 892 GRRRRHRA] B GRAEREY NRVEBiti-allergy agents.

een reporte currently used aAB detection
The aff&gCES)fhﬁWR ehteaqts umldennnsstmat@lt h@nglt fis vivedin a model for allergic

akne Ses e, detecti.on of indi vi dual . .
Rt FigRo oy B B e ) e S 0P rRE AR A 8P dermatii.
this ?H@?ﬁ@éﬁ’c inReee4lso 'd§schBétheteﬁn io%he? | pr&pUratidrisNof hardy kiwifruit,
respect to other potentially infornmative aABs and
mhlidistecpreparpiionseaf Wholp tfgity st ooty barkangw. extigets Sgymesntrates, juices,

a gi_cal pr S
{i‘r (i é)? par%(nog% a{)%e §8§|e7ﬁﬁ$($é&/ 3) a%t gxﬁ,“ (?C%e%ﬂ] Ql‘}{f% that such hardy
Kiiwfi freit erdparfiBes Mﬂvﬁahlrkim\/pﬂopepml \iflkkﬁtetgyrd(tﬁiﬂhi@ ﬂilh@l to regulate Th1 and
Cancer Res. 58:1034-41 (1998)). This techniq
Renexrekines andarerbeligyad fo lfef%ré YRLRar %maallftrawropemes
unsui r I| S
pat i efnt ba{gg}tg)%q uﬁlckl k&élgeﬁﬁﬁ?o\gg {1 e s%@%@g%ﬂgﬁﬂ kzlﬁldy Kiwifruit
piepaativrisgeinthe Ipresmntrmtfcmtmnsratqab derlet of Buk@semndscnddlimt production of

ts informative L2 aci t the protein sa
Lot oIRGB el B omPRRONH T4 B Y HAR yHon can be used to
GOMMLES R one RHIRE@WsBRSs, MRcIhdthE "B nbhfiRitB& td, @fopic dermatitis, asthma,
regarding the identity of autoantlgens
foed mablergyealldviid rhiditist aral chron@k irtic@amcer Res. 5: 1393- 400

(1999)). .10 I n concl.usi on, .autoantibod ern

(L2000 PORbr P SRE U BN SB3Ld BRE BRAEFREpe cobancers o
FBP @@sb&ns%& nﬁdk@s tese a%@néﬂ pieicilatly heritide sar thbetatment of diseases and
Furt her, gh-t hroughput anal ytical tools for

elendétéanis rf@afawpb]éﬂnb@f@ tifios awdh auewantd, beelydipgs b pet limited to, viral
l%f%’cu%ﬁ aﬁ@l ﬂc,c%{rpl es that are relevant to the diagnosis
dract’eri'zati on of cancer would be of gr eat

benef Ah. exBlabiiddRYrdossl INEND | goblijd@Gb otdlnwater eslable extract and an ethyl
i nventi on concerns the detection of aut oam@i?Od

paskate pxiract B Budyikewiirdmdeassibea iy Uek platsng Subliqariap R S¥¢c.2904/0037909
Qrﬁpﬁ:% at gff“s d 285¢ %gﬁ&gﬁyg&lf&u&yt QR Habi Qf?ﬂéﬁo?mbodiments of the

pro# i Ng; t'i ngul ogi cal states
pheatiypesiony teepresat tivenanre ihmveasowl dismesiedahat piephrdtions of hardy

}(21 % gls%hglﬁpggdt))g %rg%gtllg%p% 8 rer?%allc%lgm ggfceg{raet?o%n or processing also

Ef&l 8e5RABL4RGLY whthN BB en A AbutRES mtﬂlﬁ aldﬁ@%i’tﬁéﬁ%}fy the ability to
inding activities (autoantibody profi |ng in

bippregicyakirsaprotiesioasn acspentaivaat inftigebl(e gnwasalleegep). Such alternate
i mmune status. Methods for selecting sets of

i nf ormative epitopes useful for%autoantibody profiling

and cl ass prediction, including diagnostic and

prognostic determ nations, as well as sets of

informative epitopes useful for particul ar di sease

class dlstlnctlons are prOV|ded In one exanple as

o o o r r g, " R N
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i nformati ve epitopes, the autoantibody binding
activities of which correlate with a class distinction

wheirseeat9sanpl es. The net hods conprise sorti ngPEPUSIPEBI6437

by the degree to which their autoantibody binding
activity in sanples correlates with a class

di stincti.on, ,and determ nj ether the correlation

Pt JRUAR it BB By oo RO e AREBITE Byt L fuit concentate,
%@h%ne@ggggﬁﬁﬁpggmaﬁbﬂging activity correlates with a

class distinction nore strongly than expected by _
chancBhs presemt invienioraelpy ée@pma%r@ rergnghat exfragth fop Ofer praparations of
epi.t S J.S,.ident.fi 0 I t e cl. -
P88, ket S50b A e SHP AR 1Sl or suposio

iRnelRreplitor) Alividyas soktbsil B tHeoraterssoheilneeeathal sbeteaseracts of the
cl ass and a non-di sease class, npre preferab

> ly a

feihc Ber eyasple, dheipepsend iiventcss B danipnsirgief dhe aﬁYﬁ@wr plegrtracts of the

0 , 1 St.): 41 | .
SO Rl bk Or Whetn) BiEL |Pheif IBbUEETL By production by
dntigbn-stimllacanpinocitasomne@emoeemsaaed erice| ass. A known
class_can al so be a ﬁlagg of i ndi vi dual.s 0 rgiﬂgpd . ¢
wel | TR pusenb imentans hare afsqmads ther sutprifing disaeeriist geeparations o
R4y kEARAR%s WRldribb® heRBIRLY 8630 Ys bR @bt a iRl S bther therapies for
enbodi ment, the known class distinction is a disease
ciriass awpstdonditioos inguding rtabhet lamisethtoestersiidrbased therapy. For example,

istinction, still nore ferably a.lung cancer ass
i SR drieo oye 4BROExRLEp obedivy PRa BRRREq ToRR Bt the vater
DRAE kARSI NabrghAN &L HedehiBE® heliehii t1a&UIOMum@h tients suffering from
prostate cancer class distinction. In one enbodi nment _
atppeic Kiamtitis|of sxodgrase saverityosi gnidicant]y iegucedribe Physigians global rating of

| St hnetio et I : - S

S R S 43 08 | S8t sypon
apdseanby Badyatiehnthiemgelaes (Reidhass) mdaamisad deorengh@tegrity were noted
with a class distinction and deternining the ) .
igj o rolipieAkwymaTonh el b disspsern Shpse RAtIEYS Whe cPRepryintlpyised a topical
Q&LAIRY E&ﬁ?ﬂe@[@%ﬁh@ kg Yhe stEBR BHEWHD Bd BbORALivE e hardy kiwifruit
noi'sé routine, earson-correlation routine, or a

&k, d ®dendist aithe stepoitli was) haltedtbyc theppatisats, thef éfiidctrgofathe kiwifruit

I deal i zed aut oanti body, bi ndi ng.acti vi attern . .
TGP b Feriaoras alsaut g b prdh 8ok iyl TG Maprppgnt invention,
ACre \ehibb i, reftddb BRruEe bt HeOhrdykidvifriit prepatadishs @ibribed herein in
uniformy lowin a second class; and determ ning oo
emeltihasont Wish doi 8s an hilighcidion sitey tegrapaytic Migerss fie iroghptepic disease or
t oant i body bi.ndi ng.activity i I M- ar - .
FHbCAR e SRR M A b DR Bl L Feryam feve thac e
EthpRitions The iRl greadntt @varaioaecarobti medi ®: ehlNtd]the efficacy of other
P9, c) =( 1 (Q)- M(9))/("(9)+a 2(g)), [0014] wherein g. :
therappigticaencoyftitipeadythesppigs, myrtidari mypapgnisev il atopie conditions.  This
' : | S: - cl. iS4 i i g) is the nean
GROdRRn Fr b BEe! BRRR S Mol B = or g Tor
t he finwit aabthssemb@iigent & thé@mveridon, ofie pleeena iiveates tepdst herein that

bi ndi.ng activity val ues far for. the.second class; .
SUPTREIy Chen rastsm A5, BB oty KIWIEBRL 5,8 PIFFIOEsly) Wigppreciated, but
ﬁ'xF}Q)rt,Saﬁ{ Derdeds kb &nBbRRdarl JRUL@RHOBE Y nhids RiGGRHE Moreover, the
class. [%bf%ﬁ Inn0ne enbodinent}yg signgl‘?o noi se .
presdrit rievdnsors skow t leraie tteatrthe elriad wardhkied fruiss extfagtedagolely with room
i nformative epi e for, the cl.assification of cancer
mﬂﬁ&ﬂf@n\@?‘tﬁhb . ‘g&lgﬁl&{ E)gqagé_lwfyog)l él}&% /H{SYIH'&IY aagﬁrg%e[d to hot water
SftradcReorb 8880 solvBNEHHa8R dfhaddy RiwARGit OTDRRShABY Rewilfruit extracted in
sanple to a known or putative class, conprising

el errnialil ngater e plyht endompassedf thush exipndingr extiagtion tatany etemperature
epitopes (e.g., greater than i? 50, 100, 150) for one

of the classes in accordance with a nodel built with a

wei ght ed voting schene, wherein the magnitude of each

vot e depends on the autoanti body binding activity of

the sanple for the given epitope and on the degree of

correl ation of the autoantibody binding activity for

a o o o
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i ndication of the classification. The routines for the
wei ght ed voting schene and nei ghbor hood anal ysis are

walemenviesl herein. The nethod can be carried oRCT/USIONE006437

a vector that represents a series of autoantibody
bi nding activity values for the sanples. The vectors

@%‘%ﬁ%ﬁ@?ﬁ%o % tligg 8&% tnté\%rgtosrﬁtgoe %tf%nlager]eﬁ)rtpﬁteq,ned hardy kiwifruit

MRS IS ELRB kBh R ge £ sV LG Haedy lafyviftrie) Jmdabe tthbeoacuvny that
cross-validation of the nodel involves elimnating o

wht hreylaiskygasaribedis exts@;ésdmﬁ bargpiikiwifiie Eb@r@foreuﬂierige%@nt invention
ht ed vetin t] Bl di

1%%% Ito any fg)pgso%‘l §elldn%ar1]§¥ F%mﬂt ﬁxglu% c%’sgx.l)ﬂog@éefiof?om previously
&l sdyngiviifeitCasoasageat ddiat kleprepadation @ﬂ E&&ﬁh}f)(}ﬁltﬁtgl foh@egulating the
elimnated sanple |nto a_W nning_class _by_ conparing

BB FRSRPRSE U8 Ry THIHERN g Migse jspedific wagsufos”this agpat or composition are

sanpl e to autoanti body binding activity
&k ﬂ%%ﬁ%$g¥he cross-validation nodel; and determ ning
a pr el arfoitteen eatbmdmgatriu, hhé 1111\h>ﬁt1m fintheg relhtas o ﬂm:ruwhaef any members of

i m I b h I t el... . .
B 7SS ORRE, SREe PO SRl ntuin
B’Lﬁnnd‘t Wrhh& +£QlP rcbﬁﬁnd‘n' kiR rlhﬁglnoh’st A% in@diPB4. ¥ iosa to provide
bi ndi ng activity values in the sanpie that exhibit an

¢amspagitions edkiwidhangeh imorumel negullntgr)t hefivaiyt obmond eapodiment, without

bi.ndi, n ti | ues of. th t.0ors,...an
bedng &Pﬁ’?@ %ty h%’ Sé’r J@ Prepgis WEF% 8‘&? R etlhg‘ %‘ﬁp’?m&esé of drying other
RERAVESioT %cﬁﬂza@ﬂb@ﬂﬁrobﬂ@la% g@@ubﬁ of atibs M@fzﬁzd{cﬁhe@mg at least some of
f or med wor ki n% clusters 027] The invention al so

1

i hintpaislestinitive tvb dave eeage@gnbﬁeﬁ ifergthg thaydyaeitvifgpig described herein.

|
B AR 000 D5 s PUBRESED LB o conmon
kivefreit ife.ghel. $amehss ios A0 Wbl@dznﬁﬂ, nclodingn biinabtviidited to, Pheparations of

met hod conpri.ses obtaini.ng aut oanti baod i ndi n . )
a5 PA 05 AT 4 WROIS BN e ). B¢ e 183@3‘ fogk, and including

Sn@i- d
e
mepaimglsaﬁ'esh/frmy, ﬁnat }mw omnyoaadtnavtecmfceatmto,amﬁamdy thereof, can have

bi ndi ng ac IVItI ndi n

Sl g ot i gD pRPREeS GRD AR D det EPLiegiiog g hardy Kiwifruit
§aRb&Phessgh that vectors i ndi cative of simlar

aut oanti body binding activities are clustered together

(e g. 4. egutg 4 pebiemer guhd Zkakenikigohelorging famdibridiasepe, are naturally

t kin e

GO0 5, DAt SRS SOBR A AREE B pore an
speciéal Hellaioadh iy Alginifadeae haettred srep@ted: hemwemg hhesd, the fruit of 4.
voting schene described herein. The self organizing .

dipenss qot shiciora dape fee 1angedoking s, armpoRtHer et taits. 4. arguta

c Ve 4l

b
fatetial[sN)F=Chinedd) miefub{ry, xlidm)ed }us( FrﬁMudé’l\I)@ fre@29fer whemasd, rgastrointestinal

éﬁg%g?gé Hggﬁ%léﬁ llﬁnﬁﬁg}iﬁmﬁ toxipEY @ﬂﬁmgﬁﬁﬁ&fﬁévwﬁy&“ f{ral Products

S&Eﬁ&r ’Tréjd'fq\/l&ilal‘j&tﬁ Baﬁ'@ Faedend blid 8o ”ERPQ@WF@'I&%V& Oprior to the
P, (N) is the positionof Nat i. [0

mvemnnn dﬂscabsd) ipriaBi detent Prbli¢adion f15p. 2@&4%@%3579& thltme have been no

EiPAES o rUBERHOER SO SRR HORCTrTE) DEL BT Rl DG and non-

Fi%' ﬁ‘xﬂbﬁlﬂla@cﬁrya&iﬁ&%tdsﬁgdb/y blicARiMD faed | Widr¥oedf pAdr to the present
epitope with a’class distinction, and determning if

irtventep, ttogye hiage Aeeri né senvatsiregardipittbp effiqany e @reparations of the hardy
enbodi nent, the nethod |nvolvei use of a signal to

noi se routine. If the epitope 18 deternined to be

informative, i.e. as having significant predictive

value, it may be conbined with other informative

epi topes and used in accordance with a weighted voting

schene nDdeI as descri bed hereln for class predlctlon

~NAsaAa o Y T LT

o o o g,
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epitopes by utilizing a weighted voting schene. The
apparatus can further include a filter, coupled

wheiseedT93 he source and the processor routine, PEDDS2006/006437

filtering out any of the autoantibody binding activity
values in a sanple that exhibit an insignificant
change; .or normal i zer, coupl.e osthe filter. for
TR o P e a R lenBy LR g &8t Puislion i 200410037905,
ng@fdﬁfgt b ffRe ¢ 6P k¥t plefardd GloaP Piredf the MAREAIILarii0 Bther than the
036]" The invention also includes a con‘Futer .
heaties, fegardingribe iruperiange af Hasdwls stepp ik (hegapRaFating Rrpcess, such as
east one . .sanpl b Yo TP i ' .
bS03LoBNF4RIRAT i R o TREBHSy o e
eciuabhts Sfoe ditdgic Qighsd be odse @fdaiopatdsesciuté®adgnidysegulation of the
al gorithmand training sanp] es. [0037] The invention
RASFa]iAy SRyEEe sYSHRR (f HeSPakiaBRY k onput er assenbly for
cl asshiyi-& j C ef.ein 1t
s oo e BB, Bt | RS SpectPhEaD IAVAGETRR to any of 4
agaenl. yobgomni sed Aa kelovtice, af aretiten speditsodf) thei Adtinidja genus related
ctivity values of . the sanple;, a processor, routin .
Sty i BB U Biogs eI DIBPOEES Chel: aBBiE: Aol elss PR e kolomikia as
§RAErivdt RaRE BadtuRYANIE r8&kd \th ttie VAtWASr ol RBhEH8s and the immune
source, the processor routine determ ning '
chrmse/tytobinedeukofrianhecgdatplye psopedispardemynstraded  herein  (e.g., see
guto nt)i body bi nding activity values of the sanple to
X?‘%@Sﬁ “built with a weighted voting scheme; and an
out puln @8 pedpatation ©PERY e6pesitidiCorthrepdrationps e ss@htiod, ficluding any
provi ding an indication of the classification of the

exrpst descirbrel hengianeneomay svanyneieudasorg nage i Hie hasdigkpyifuit or other

r M t j g f " + "
SRR P ARt SHERSLIARL) 20 Bl Biqre g e s
bihve Cloimpbdrees" B skelehf, yheostemyrths akand dheroet therevéct or s

for autoanti body bjndj ngooact ivity yalues fromtwo. or .

more SERPETHEIGNBIRE 1o i8R TR dse@ienigd preparation of a
Mﬁ)ﬁﬁaﬁ&e ?@%n aRlyS B BRitP Whthl RaBbiRB Yoblind BY I%B{fmgttﬁe active or
val ues for the sanples; a procéssor” routine execute

thasirad ¢onstitedntsp theoefmso withc o wpitabde salvensc and/ ¢henhevaporating some, all or

aut oant j. body bj ndin ctiyity.yalues of the vectors .
R i o nienk i e sty i & g GemiErd RigSoribed standard.
TR R¥AMcoRRhi-dRe feféQlto &fa®$ bf Mibs@nt®heAMak Bad 8ednajority of its base
constructing the nodel with a portion of the rel evant
epnpanses obgoluent] temioved.aAgedrdingld itvedl begpppeteahihat thgdeg] "extract” as
he invention also in e - LN e .
S3AhRLORLCTHg) B8, L ST R e R ey it e com
tdoas&itrabd NMRfSENG erdih 06 asame exautt roferewe dubsdethiyodiment, an extract

di gi tal processor, wherein the processor routine o

tebardilAwsTet dsils PBRHICE Yo XtEATENS AnRYFRATRYOTL Brdatdry kiwifruit with
in [ . .

kot BleD 21O el Indififlofl Sl Bhd E RETRE Gnd fhiftures thereof, and

pefahbly sheilet waegbr $0e0Usehafol aarplamber preferaldyriiddh ethanol. A non-

g«lp}%ggt%l%grms%{]q ! re?t:qqr;:lé El?qr%fﬁ% Irpgrsl lh?ge thl?l%%:baoﬁptg?r extracting the soluble
gﬁléﬁ%f i el"ﬂorf’l‘pr%lﬁl_e &0ER sufl AnQhe, 30hy1NE Mt dsadichBMnitdhane solvent.

sease, cohprising obtaining a sanple fromthe
Bpetiific ghoadeduras fos provpction odre ichuldyextiantiand) exeluation wfdhe same are

he .sapple far at_l.east o [t A4S ng a_conput.er
Aaapedilh Ve Rhieht BuciERin N6 S84/ A5 7a0mane ™ Bnd@IRHIT hipoedures ar
1HRErpRIR] Ghekdh ObP ©is@REE ARBSoRS BlodsdMa! ifeN tAkkipe evaluating or
aut oanti body binding activity of the sanmple with .
capming the prefarred biologicalpeiévitieseide hayiy diwitaitosepsision according to
cl ass, determ ning a treatnent 2Ian. Anot her
application is a nmethod of diaé osing or aiding in the
di agnosi s of an individual wherein a sanple fromthe
i ndi vidual is obtained, conprising assessing the
sanpl e for autoanti body binding activity for at |east
one epitope; and using a conputer nodel built with a

o o R o o o o a o
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and SCLC. In a preferred enbodi ment, the invention

provides a set of informative epitopes, which epitopes
wa@e@eiovd7es mat i ve for the distinguishing NSCLC BeiiUSOLE)06437

conprising from1-51 , nore preferably from2-51 ,

nore preferably from5-51 , nore preferably from 10-51

re preferably from 1555 referably.from. . .
thpy Disyen TR A st S I o8 PRy R B Tetas b vivro and in
divrfs3Q- 51 , nore preferably from35-51, nore
preferably from40-51 , nore preferably from 45-51
| nf orAmOr eg tpthe @pﬁégnts@ve@él@@creﬁw tm‘él}/@}Q?in refers generally to a total

nS| 0 T
%I:FSé) béea cé&wﬁ%ﬁ ngiyt :afiLéo §e§ Fefél?ed %%e?%lé 28 \?gcogicer%trateg from a hardy

lﬁﬁ[fﬁfﬁt 8&8ribdioseeidli(6.¢/, Ofs @fzuird), priphed 2ssentiakiy lil@bnbed in U.S. Patent
referred enbodi nent, the set of informative epito

S .
aibhisations Nes S8A/083 1909 o surri ol d pesc Esamale h Ofa@% publication), or as
d%sér%%@ 2 E;(ngﬁol feLin PEES ﬁfe?&‘gedeéﬁiﬁﬂ)%rﬂgﬁt thett&ﬁl water-soluble extract is
I'nvention pr es a set I nformative’ epitopes,
paépacdd €pint apesgane altlncfughnmtwﬂllebé appdrbe @ tgsoofskd! in the art that

Iung cancer, particularly NSCLC, co fr 1-25, .. ...
qBPalept Spel o tor-goly Sogcls, g B @?%ﬁ&% 3l%m e E%r%y kiwifruit,
1H8ﬁ&ngf1§h%@ Biknteli rt@'pl 1Q1%Rm a BNAEA. No®d il Whbh @B total water-soluble

more preferably from20-25 i nformative epitopes
e&xa‘aeios poducehby ladalgmqapie ourvs$sshit mgm@fsubﬁ@@teallm the byyge fasic steps as

ﬂﬂig?@bmlg}{eqr%gon %ﬂ%@b@g‘e 8% h%r%ggfgcgb ntoﬁ)bagg)qaps glle 6gsugtm%1preparatlon can be

r@ﬁ?ﬂe@ t8 Therdil BNMEDGHEN Refi&icead “PTIOJEMMREein trﬂ%rssﬁ)t th@fethyl acetate
i nformati ve epitopes consists essentiall é of th

fencgien gewdting, frpap|sacopssivy euxet Pagtidene oggp e 02% %eparatlon described
ébng ”‘ix) N c%'iqufo‘?ﬁ ?ﬁi&f’ DetREPLILEEST, l]tﬂ.ﬁ%oli” ufsﬁrg extraction methods
Pdent it ying a set’o nf ormat’i ve epi topes for

doar¢rtonhidy l@bﬁrﬁSmdthtarnCtSp@mﬂclmet(hnés é(lilbpﬁbldueng ant beract that is a
set of peptides conprises from 1-

Bt aBiopt proan ZX A gbs e R Gl DI FHEIS) aFe deseebetyipgxample 1. Tn
d;ﬁgﬂ% 4%@%0%&&%3’&{ an%Phtgo?x Y dlrfféfo%t RS e Ry eﬁ({ré)dp is produced by

nore pretera rom 50-1448," nore preferably
du‘e@ﬂy ]eﬁﬁadtth@SFDﬁﬁt €op Péﬂé?"ﬁb iwsrthf ety Zcfﬁmatiz(ds tijye s no chloroform

eof eozqigrll& &8{? é%%%g ;fragﬁér& byl e’aﬁ% retﬁﬁrg?g]embodiment an ethyl
&Eﬁf@é}éﬁl’:b’ 1sfﬁr@;5ﬁréd?§@rnlz44§rgﬂﬁptaltﬁtﬁﬁ%h$@ kel thed f)éir@ﬂ“ﬂ fohose of skill in

roup peptides disclosed in Tab and or from

¢ 3t tha’mqlelvgipetf exitrapls paif bopiepargd froppetherhasdekiatfryitsinguding, but not
5-..3 ef erabl 10-31, nore preferably
lfr%?ﬂlﬁ)fu oelyéjraﬁ’?e p??’gf%éa F{/n from 20-31, nore
pr ef emadhie dnitdidbntd of prRhvdesnsgdréailady fvhomtitehuigisodied as a step
of peptides disclosed in Table 10, and/or from 1-83
indheDI9ERF BB DyePAIBoN ofBR X153 OB PIseYTaje 91 othep preparation, extracts or

| PEEhE": f £

%?lg%@ﬁaa l(ir %8e18§1'ep£n%§(gnsp§ grgﬁ%“’%%ﬁ%ﬂe %Fgghgced rom any species o
pareiidinaocobling8, itioae opjeef ef tblpresébt Bi¥emagt todms)vide a composition

SShGobed ram Lhc ot oue ol heply dee, 9 SCLosed L0 Ta0L G e
& \ﬁ{tﬁra beh ?o&hz]%roﬁﬁ’crt ehdAB 85RBE Bevgega 2or fB¥d&dditive (including human
prefera nore preferably 2 2, nore

apldeffrmma]b(luyclmﬁngﬁpmmtroequ} ﬁfOéradbityeQchaQ comprises such extracts of hardy

bI 35-42 .. des | ect th
oSSR B %5, AL ST B plged or e
AlyehrRuRR ¥f ko Mvenidn, Mefuding &f gldkively remldie B, af@IFh2 immune
preferably from 10-52, nore E{)eferablyfromlS 52,

respansey & epabtny (.e.omm 20nsemahpsushmscthe magihgd forgpreventing or treating
25-52, nore preferably from 30-52, nore preferably

from35-52, nore preferably fr 40-52, nor e

preferably from 45-52 peptides selected fromthe group

of peptides disclosed in Table 7. [0047] In one

aspect, the invention provides epitope mcroarrays for
dlstlngU|sh|ng betmeen a plurallty of classes for a
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essentially of those disclosed in Figure 2. [0054] In
anot her preferred enbodi nent, the invention provides

wa@eooepdd7ape mi croarray useful for distingui shiPgr/uS2006/006437

bet ween NSCLC and SCLC, which array conprises from
1-51 , nore preferably from2- 51, nore preferably

ffll:l%gﬁc %1%1&01%631%&?; er ol ryfc{lge[gpﬁqlgé?p%(iw Elr?tfi %{r lo%/ anti-cancer
ﬂﬁa@ﬂ‘rﬁé@*ﬁkéﬂ &t ARa2Butivhl bmaﬁmﬁgt@itﬁ)ha&i stch rc@mp%Qinéas Other additives
nmore preferably from35-51 , nore preferably from

a8l samponepiseofpihefeommobijions, o el 84 thendasingaand, edministration strategies

ARelPRER4 AP0 2008 W o BV BRI sR o et . e

set ofy th@;ﬁém&tidﬁeoieﬁiyt anesostdAIesSritsedt Hpsie, B @cﬁht@(ﬁﬁ‘ﬂ) the extracts
in Tabl e I n anot her Preferred enbodi nent, the se
r

describrdoharain ipsludia bp e¥radyeqnsentraiesseaseribad gpe@lﬁCﬁlﬂaogléove included
gx n@g dxq‘?e%ﬂoh Q% ﬁx%bdsg \;)é 1#2% ﬁ'glrt% \l}f] a%??éllé}}g{fnﬂt{, %E ?xru[iteﬁeparatmns that are
plocessed, fbay notssxtratted,dncldding) g wos hintted hetﬁwele fruNS@h&edrfdnt (dried or

C,. which aryay corrp i ses from nmore pre er
U boleg Bruinish 51 oF 1Ok W91 51198 i PEes i i ltpn Tt and
£ fimhekl- A8, Mk @orﬁfn%fl r @bk Yarf Q)BEbtlgf %8e TR 1nvzeélt1on to provide a

preferably from?2 , nore preferably from 25-
comhpositic, vieclegingopephamheutied tompoditie, ga ogpmetic composition, or a

firasR s hettlot entt ¢ mestbtond pioile: et dfpt fpegese, or food

QdHftWé SR8 cbﬁlgﬁﬁesdéuéﬁ |v@§>§adfrh1'i’s 61 B @ kivifiult RlihBreparations that may
referred enbodi nent, the set of informative epitopes

oprocessed e@@mm@nney (aot., drirsls boidids eticoslent thay apy pimecedsarily extracted.
{l’Qgrgpo]re i 8nd'e %ﬁ[rgglte%o?feggt 1nV% %n' &Y&S&t tQ q;r pa.ratmns of hardy
provi dés an ep ope m’roa use for Tdenti ?

kinfi i eindy eorgmioh Ckﬁ)\@ﬁ‘nﬁt) rth& Haambt beﬁlﬂéxtﬂb&ﬂs Any of such compositions
di stinction. The epitope m croarray nprises fro
deseribes hewsin a5 éﬂ@]ﬁé‘?ﬂ YOI BRFmin- ailmsleth?ér af 6%f1’éYeé‘BP9 including to

b Sy e N S0 g GOt L P 8. O gl such s

ther methoéffor ahdvgntingor 16ty dBergivoarel porehkerglel inflamommatory disease or
250: 1448, nore referabl fromsog16 448, nore
BRUIRRE B g Bl ropr ot rABiYreprifpl by administration of
HR80okb3itiofBr Q)tﬁéte;ﬁ(ﬁﬁtﬁkéls Bénfi rpbialls bt @@rﬁﬁés‘i‘t‘?&ls as well as the
sel ected fromthe group of peptides disclosed in abl e _
dos1mwdﬁdm1n@muom$rategn®r®s<prt@ﬂ dieeein gprly emibds ahject Oﬁﬁreemventlon as
%ﬁfer ably from5- 31, nore preferably from 10- 31,

e preferably from 15-31, nore preferably from

20- 31Furftidr@oRy, ¢ eedfrepyarhticid2arybnippitiot & s& e tesin, in addition to
fron1theﬂgrou of peptides disclosed in Table 10,

thedyxsiacts rdsperibed hereipr iaclyded &y tisl ipventiog, is tig use of the juice of a hardy

r ef
B850 G0 R 0 ALY KGRI Py sl pocss. Tho
juief esnddal lyse& Qs §doduced élr@ﬁtl@/fihﬁrﬁbh@/frﬁﬁ-(% netadikited or concentrated) the
preferably 75-83 peptides selected fromt roup o
B Parede dliiadpQa it icAn %ﬁb%lcgnmé o o @nfeﬂqulcen%ﬂneentrate For
E’ia‘?ﬁgé af) Yesrith &% armeeej eﬁ@sjﬂl Yiwerrfie: eﬁuﬂrﬁcﬁ%ﬁbel ¥onventional
10- 42, efera ?

nore pr 2, nore preferably 20
jmcee. Thefjwecalhay 25042 themimma fpore fileer Gt yes8Bingan ammmalre of seeds, pulp,

refera 35 42 pep S seI ted fromthe group
b totisoal s {56 0T o 55 (2580 (oo PSRy GHEFIOB ! DRgrige) to remove
BIe§hRE &k thkfsBRULarR if d¥BK&, E}ﬁﬂlﬁé@&lrﬁbefcroﬁé@l@fateﬁ%e gMYy&evaporation,
preferably from 10-52, noré preferably from 15-5
distiBatppme fudiraffblirgtién, osbe 2 Oto5 providsr epewicentadied) fuib [111125 @2, fruit juice
nore preferably from 30-52, norg preferably from
35-52, nore preferably from 401%2, nore preferably
from 45-52 peptides sel ected fron1the group of
pepti des disclosed in Table 7. [0057] In one
enbodi nent, the invention provides an epitope
n1croarray useful for dlstlngU|sh|ng betmeen tmo or
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[ 0066] The net hods di scl osed herein generally relate
to two areas: class prediction and cl ass di scovery.
w@b@ss9rEdi ction refers to the assignnent of PCT/US2006/006437
particul ar sanples to defined classes which nay
reflect current states, predispositions, or future
CEHSERENTB)S - Sfehadtpdbisiey %Mn{eﬁcﬁ&lf for e deddynnetho@RE thE invention, and
mor e previously unrecogni zed bi ol ogi cal cl asses.
p4ro087ly imthermaet é@cb&ntprewehéng ﬂw@mttn@rallﬁmlfa@@tn%allelglc inflammatory

gRLedicting. aor determ ni l assifi

ABGRE1 & PP Fhgh TR ey pi EAREL SR Ry Bty pyumcoutical by
adiRinisBRAsn Whasd cditpositibhd) 00thebhdiliivng a@dtcbh‘tlpbhéiﬁs of the composmons
correlate with a class distinction_anpng sanpl e

asoyell epifestidoning and: abministaben strAfegicredesedhad h@e@pﬂpptyp@sthls object of
th%Xn\;e%?loQ??{;v?ﬁ. to which autoantibody binding thereto

across a e sanples correlates with the class

di st Finciidr@ore, aind tltel‘l@ﬂepﬂﬁﬁhehnbfliamg vdrepdritiort Riescribed herein, as an

olSratietp S8R PSRRI R 1o o UE byt Y6, G 04pb3 0, ncluded
ik SRR BP ihP 'ugéjbf‘&h rodfhdty of"%ﬂo@es@ @30T 184 BAHP &b BRt, including,

is statistically significant, at eprtope is
bmllmmteeldoam rdomfc@npmawmewmor eXtrask eﬁ Amit; m@bldtllgoérled fruit; a water

ed class fic on .net hads based an
SELE KPOFH RSORIGE BoRNoULaERE dod UG Jos0 than room
eﬁﬁﬁra@@\leuﬁ Wite@bxtracHoP- otlﬁ@te%ﬁﬁctw th6 ,r84t! 1 Lste@X PF Q}‘éﬂd Yor a water
|ncorporated herein inits entlret%@i ref erence

enAchbt goncetfenty preibe e’ﬁtﬂﬁv@ﬁaﬂ(ﬁ@f dhet freif. ety gamebark, that is not dried

p%%)rst§ge?(?rgc%§otno(% rgGo ﬁ'g tgci f h dfrungt ésr%%ﬁtn@g/&’lﬁﬁl@g)[r%ose herein that the

hAva g Sl Ve D tcan Afe @&faeteaxmr mt@ﬁperﬁalteh%ter trbﬁgmg esent0°C to 80°C,
_nmet hods invol ve neasurenents of imune tat us % d on
inchling 10eMHgmEErake AaheqBIdr-Es fom st B¢ o 0§5%§ s to
pept i q fruit”
e o R S R
aétdttechhi\mﬁoﬂy invlhudds mgy ot of 4 hedyikswiitughéryotherf lowntuit Veeg common
i n.respect of pjqlogical class, distingtia Y
K bs98 G, PGPS 155 0 kT Bl ey e herein to
oofkicOily taECl Ry MEmBR Bpﬁ%sgehfts udentid bed indihs Weé ettinbers of the
gl ven the i nfornati on provided by each informative
hadiytlopéfriis aelechsmﬁsedeabovaa@sh wielt &8 memberpeas thee cobmigpvkiwi, also as

L R

13F, ek G088 i)l bivd irﬂlﬂdésﬁdﬁém@h&arfﬁh@?»dxﬁéd)ﬂioad wauit, deed anushed fruit,
cl’ass. The more st rongly autoanti body binding actjvit

dried dised BNt e dackrondesad Ui 3% VAILES BHY, CHIEIS G b gRULL, Wherein the
matee%a ag %t xgtla&t%ﬁ id frst H ed Bxf1 %( LRG0 ’134% e%&%{:ts SR RBRs need not
es. au ant 1 bo

provi er WwWor |nd|ngt0a
b@ aritd oupr@tesegd fupther, Ith@Ighahlagltg/ gapradkylthe ﬁﬁ)SW&ful dorat fm$he extracts

dlstlnctlon that epitope will carry a qre ea
fofleifgRULAtPIY dEr FPRPATIPHe Bfady Slrden o rfPiefpmgdds of further

Ol ARSFon CPMECLIRLY; fof fful%gr QRBY 11(919&’63/ HRit 'ﬁﬁa' B& Hl?ﬂt@d to, evaporation,

particu Par epitope is only weakly correlated with a
distillstorg iudtrafiitration revehst osepistso peecipitationy exdgorpton It and elution from a

det t h
SHEPURY PoiEa gl FhF B AR 10 EBRTTp SO B be CIRETEY Poffofhgf drving the
eflctObr bOIRhIRES Y& ﬁﬁh&roﬁ’s%smbﬁdéséitgi@@QOﬁhM@tb@ Rb, trdyf drying, spray

I's not necessary that the conplete set of i nf or mative
deping ept St driying; b@thgwﬂsext withouttke nsst eff drymgcmcﬁqa@ri ep@lpwnts such as
es can be desi r th|
GRegRRER. DarrgrtbRE saTa ok relay i e 2 % preferred dried

predlctor or nodel for class @bstlnctlon nay be
created froma set of informative epitopes. [0070] A
further aspect of the invention includes assigning a
bi ol ogi cal sanple to a known or putative class (i.e
cl ass prediction) by evaluating the sanple's
autoantlbody blndlng act|V|ty for |nfornat|ve

a o S -, Y
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phenotypi ¢ or physiological trait, including, but not
limted to, cancer, obesity, diabetes, high bl ood

wWEe@s®ed7e3 response to chenot herapy, etc. The PCWES100€006437

can further be used to identify previously unknown
bi ol ogi cal classes. [0077] In particular enbodi ments,
Keh St RirefeCld @Rt pfesedl ivestiAUls WSl &AMBuASplepSMion that is not
i ndi vi dual s known to have the di sease type or class
shlesicaepndly sdifracicd.as wel | as sanpl es frontlnd|V|duaIs not
havi sease or. havi | f.fer. e
o 't Hetsiants BhpoRlighoYidiictoflt SRrBR p¥B adludt BWuse of any
hatdyOlanfriigdyclatimgi thg us€ of whi ﬁaﬂ@ JftieE BiDitp6tedS JedfhBark Wrl root of the
ran e of henotypes Usi ng the nethods descri bed

ehyeqi i rla OF AR EFiTashen OHCoRbAE of fkackon (herenft anyt fieem of the whole fruit

Bl Yd! f

o?iﬁ' E]steHFrg.ISYPé)F ?ﬁadg%leﬁ‘g i, 1J8ft ﬁﬁ? 59%1 m)ag(te Ioricgncentrate or fraction
tlmaraﬁ‘t &l fuythedeoluding Hagd;aktsxefrumblamnfamsmta plentoparts including the fruit,
relav ng f pito for, which the autoantibody binding
SigBt ileatt hark a%%«ﬁrptoeg and R PaTtRIERPIAHOnA thel @ Piepared using a process
1He Stdiel b AR L2 d redicted. For exanple, the epitopes
are Qg%teg g(ﬁ Eﬁ %egree to which their autoantibody
bi ndiling ﬂa@rt:ﬁow o elgecarfitied pieeenbiintvientidretogpragisie a composition, including
di.stinct , and..hisdtais ssessed to dete
eI coBBer bl BRHErifseD RETRPE u FoliGHrc iR, o health food
(ieRlithplep e R26 bed féva rﬁﬁt@ﬁﬂ? o 8-cBsmetdd @nFRitioh! GBbising, consisting
significant). If the correlation for a partlcular

egshtidpect or sensistisg o€ ethe pardy g itiuitedescriteddisrain &l @,plint:bé@g any part
c | r f iot
o3¢ 405, 5 PR B TRl 03! oL rophane pgucins any

peédplatadip® ok Sxtiddt of CdiRbhiedte thetddf) inflading dii¢e peipatadipds, non-extracted but
[0079] The degree of correlation between autoanti body

PHRoRRCH gPTaR¥ AUy Thash IkYibsHUij8icen OF a9 EFChecoseRTg pr fraction
LA 13 Y @ﬂﬁfod%mﬂ%t}i} entI EV@htiBﬁ rWtH&da @H}g@ %%HE La total water-
each” epitope 1's represented utoanti b

sakublevevmlgacu@ctanreﬂw;(lga)ce:t(aw a:xtlaaQof the. hardy, kap‘,frmtv\/nleraél ae}ses the hardy

KRB PIEERAN G 5001 R Tt B () opfe iy GBEUAR TH and Th2

iGhRes rgslpéhée@(&'aoﬁatie%t (iQPr BS£Ragfndly an phﬂf%ﬁiat Zt%@ composition has a
aut oant i body binding activity pattern c=(ci,
biolggiyal aghwity Se:’leqte@rfrcml at bostdinegott tevibBowere étcttleﬂtletsh (a) reduces the

REPRE & RO B T o A il B Beiney TS aF AT BBl Produced in o
pERas 6.8d in thededadt be bias@h); \@ydecreRtstpad R tioR bROES levels of at least one
i ncl ude, for exanple, the Pearson correlation

Téla@rﬁql%neetﬁg H(Ig% -or L HY; Et)cm@ra@ah ﬂtﬁ evelrfeat deast ope fThl cytokine
B8 JE7. JSU PR SR8 AR fhin, T
3def)|1ﬂ<trbm§es e 1evB08DExpressnpsfethe It]faﬁsbr'@ﬁbﬁ)d“aommﬁ“-bet h@) increases the

| d f |
ket ErpraALah REmeTpa eis MOYGe (Ddpisesen epgoet of 12622
pwlﬁtcﬁl%' 1B QB% @Sa ﬁ%t%@ Cti)cih%asek hd eﬁh@urﬁ LGB Plodubdl in a patient; (j)

(g).-s i (g)) an (g),s2 (g)) denote the nmeans and
eshanedd pdddevonari a@nszlty)bf The TI lpgpBoaytest(bg., 44 AFNbodyparticularly at

o SoBLRR SRR BRS et 2 RTB) ShR, s e
sz -4-9) barti&ﬁla?l attezt lsRE 0¥ thNBmAafiber @neaived \ﬁﬁeﬁuﬁlba of IgG1-
classes relative to the standard devi'ation within the

peodusigs celisrige paticntpenpfeduceP il asqunit abilasal producedrin agpatient; and/or
orrel at.i on ween e _ayt oant.i bo ndi n act ity

(B0 R e S PE RO et E R P Pl BB

P(g,c)l indicate a weak correbgti on between

aut oanti body binding activity and class distinction.

The sign of P(g,c) being positive or negative

corresponds to g having greater autoantibody binding

activity in class 1 or class 2, respectively. Note

t hat P(g c) unllke a standard Pearson correlatlon

______ Y N a T
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epi t opes/ aut oanti body binding activities that remain
are referred to herein "working vectors." [0087] The
wWEe@seya793 nvent i on can al so i nvol ve normal i zi NRCT/II82006/006437

| evel s of autoantibody binding activity values. The

normal i zati on of autoantibody binding activity val ues

I S ndheaowpysitioes &ssabad givde dan B ASed fortthe ptevBtidH and/or treatment
al gorjthmused to determ ne the correl ati on between

05@&56{%&%%95/ conditiphdn aduehy ragplatin of the ABEude SEESNPOSE din the manner

t I cLiyit IS
dg}:?lb@@ﬁngeﬂx ‘g?dalﬁt%gaosl tﬁﬂ%&@ﬁ%é@% ?d/bé) 'Prgtg%ﬂzz?al %?] patlen¥
aut oayt ukmldheﬂatm dhe gphagsei \/prbt)ecﬂeasfrémr a adigeakd"i edfbdrto reducing the
| ass. g?rnal;zatlon occurs using the foll ow ng
SE‘&H‘%&‘F}SO tep G8gseniEduame. RAERPrEERee] 008 igpise arml/py recucing the
sé\%nt(t]f‘ 8t HRIdiRhiZ eﬂot’éétlh@ ARMtican tr&@r f%uﬂhg%@{)t? Bey composmon of the
Ing activity value a ross sanpl es
presentaigeertiong aviten baskiyinisienetl fog ageatiend, tty prefene aadnseass from occurring

s t.he stand at|on of th
aa@ngﬁont‘tf% 8&87 5@9{&% 1535 Y14 \PAtfgrélﬁ Y IRetsIBen ek disepss symptoms,
st @ardalRedyAbisnel, rte @stebtvatp\éuyal #ER eaafsewe%emaes both preventing
then the data is ¢lassified or is used to buil
dipsefel ofayrreatendpriophdagticotreatEsnt) opiss tiehdng ar gatnegjt ebhatmhas a disease

S on reflrst det e d. The term
(Blap o flaby s RebE i, St SER LG easpodn pff i oprotecting o
pametrmmtn b dikeadei @Cﬁnﬁ@ncﬁﬁg hvither tﬁ&ﬁpﬁi@d&&m}ﬂtéﬁéd%ycﬂeg&l&mg a given
distinction. The_epitopes that are rel evant for

a%ttVéngquf:h chat ,a&engﬁ@alaque@t segbiaingdy A deneficaalefipst can easﬂy be assessed
| 0 t
5 L BRERALHS 1 HORESEr o, L 0 R RRCIED, g o o
Toarteing 'tditeasati refats usiang @wa]ronefr@'moﬂhe nefrimat $izalfto bf a mammal and

. e bor hood anal ysis can be used. A
H}’fi‘?a%gk?oftﬁ@oﬂgﬂﬁg‘llsfigqess 18 26 pﬁ@plpto,aﬁ]\ﬁﬂl 4s conditions in which a
deahateH @ld Omrdeidh, ¢@RMnaetS, eﬁéﬁ@d&%&b@t@glﬂats Y%cRlrred, but symptoms
nunber o gfnes |n t he nei ghbor hood of e cl ass
a9t yefgnaroresteds conpared to t he nei ghbor hoods of
rand mclasdlstlnctlons e.or .radLus o
el gbBFIsoRatE S E AR B2 %H%O%Cad.agtl%etaww@esmbed herein,
irfeQidigXa ARde kiw it @nifdReion 00drasNad BasdySkiGafu® M Y ke preparation

Pear son correl ation coefficient, the Eucli dean

thereof aigteas toamf fuastéan(s) exhibited g pgqfor(r@drhy the agent that is ascribed to the
i P rmned b

ngtﬁ{ealfllg &dﬁgﬁh}gotr%?rgxxcgfﬁ%ﬁ a%gttét eﬁsetin%%%t Sdh gbsgﬁJae 1 vvQ z% ,htn a natural

phiﬁﬁdlﬂgSaladmvludﬁmlentZ adleiit deenhgcnody ubsd)dirng t&ﬁbl (\1( el Yunder laboratory

ter ond| gto a aut oant i body bi_ndi ng
g@ﬁt%‘ﬁ?y Kfodigicanons,l #o g PRSP Bigies Hegraftasing or preparation
f
ORI pte FhARSERE hou B Kk, sme il
atthatyl sy ¢he mlﬁtumﬂ:yoamurbmgiwgbmtnd]rmg agenisy haying n:le(crlaased or increased

ss.with other c I t opes are good
Rl AP R COBPRICTA Fiegaicl e P UETBALSE & Sanpl e
bas ed cOstdiniely, autioant (b @di‘yofbth@ b rBebn B Ghvhtibh &8 - prbVler‘ae composition,
enbodi nent, the nei ghbor hood anal ysis utilizes the
lmbtdmgman ghatngeeutioab aesipesitivnuel me nufra@gtgal P(igttitjorialn icomposition,

%1‘1811’1 tl'éegggrd%sl%\g fFuS? éeggté% %}ér\egﬁog & le%ﬁh méla\%/rgroarg ot’ qu fruit, the

wepletﬁane theCstérf, thb €ea€] tBE Bardti 6¢ 1hB¢bdtOshd ﬂblud{n@)anﬁ)réﬂ%@atton or extract
nmean of the autoantlbody i ndi ng activities for g for

Oh $GDEEAITAEY alsieohp NYyding  driedrenicpoptionte ROR-oumAdbdyut processed

PR, S5 b5 6 B b BB P FRApBLAREi: b, ma

(g) is the standard deviatlonzﬁor t he second cl ass.
The invention includes classifying a sanple into one
of two classes, or into one of nultiple (a plurality
of ) classes. [0093] Particularly relevant epitopes are
those that are best suited for classifying sanples.
The step of deterntnlng the reIevant epltopes aIso

o "

- s - o,
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The prediction strength threshold can be determ ned by

the skilled artisan based on known factors, including,
wheioengd79d i mted to the value of a fal se posi tP@UEUS2006/006437

classification versus a "no call". [00101] Once the

nodel is built, the validity of the nodel can be

ohesinbddinsinng deddedaick aaveal watet-belubletextriftCom@yeth@ dcB@te extract of
the valjdity of the nodel is by cross-validation of

then Bargyt Kigdtrbit Kyhirdy £y AlscH¥elyalg aRitirerh to @neacve tingredients of the
: - i i . . . it o .
R e BT AR PP AR M e it o

régulatingpnaininminesiespomke dathe anarmmadleland nibhe paticilafiatiedregulating a Th2
S@pEI%Bis then classified accordéfg to the npdel, as )
apd/Ok A 10d YIS 15SPOPRT & pIEREA, pad BesRem et Rrgularh dor enhancing a
. . t . r. r 1 .
ATESRch  Dari ol SRR B Bl Su v
imgredientp ched usdiolufod the asstnfont sadipt peventidieof estedtywdt tonditions and
hi gh accuracy, for classes that. ar.e known, .or cl gsses .
R oo b ot YRR, el Riscliches SoRial Figig i immatory disease
viral Be@Fof ba® Sardks C’PlYee&d{npo@«F%%ﬁ fider tOmyALd SatEudedn conjunction

nmodel is to apply the nodel to an independent data
vy addiyiensl therapridic dorbhwtasgitisal agentsrdeli thel preesdimng treatment, and/or

: Lgue r.devel oped. in t.he futute, can,be .
EEIPHBHCES oBLAE P BO AR | Oadiifhe. B B iffraing to me
pl@edt ifkntibhemitrivanl applicalies ipEladé AesaplidBidie by invention directed

I ncreasi ng the nunber of informative epitopes useful
¢ ghe PreRsonc af diutiggnis and Beriienal nagentfe rEnBENG, nslabilise enhance,
P ; ti o i O '
SISO, SRR BAG y i a
ognsmassimidated andhesesgbodprd liguids fomnfunctiating,egrowilt e maintenance,
I ne enbodi nent, the method.involyes use of a signal
a’_e‘g e es?f&aﬂa P?E%ra‘iefmi’ﬂe?@ﬂ:‘ic?t&ﬁ’é: i _s%&eaﬂosvﬁlﬁ fealigagopy melude any
applicafioRt b¥ &he linPentdf MttdAd 15 I%Eé'\}te%ﬁ&‘?}n{rea‘?ﬁl@gd GhhMgement, healing,

val ue, it may be conbined with other i nformative
alipiatinpeandigrdcue ef ai disease or denvidtéonnibiahisaa Wevigtinre Gowothiertpalth of an

. S I escribed herein fqr class . .

RFIRF, PR coBToB R S INGENT) D45 Sty sgometic pptications
al t eltnigtalsoear 8BS df0the GedserfitninPéidn Wb §irb@tle @Rk @PRSVIBUR described
informative for a particular biological class

hefeiy (gca hydy kesifrudhapraparetion; mehiingsmorichelithe fuktethesehivle fruit, the
e [ Y4, 0 1V for t ar
S R o 2o R ReATh MY oy pitaioihn (PRt o concentae
theofaineliding drive prepaations) egeeariciedddy phicasicd ratdtiont Yiresh fruit,
xi‘SE for the two or nore epit %pes across sanples of a .
EJHIvE BT 436 SXERHY oF e Vintfelr BpcHfaniherodesnd 18 cpranbodiment, a
clule e9@M | d td] WaBrBhubYEe8RLL BPES ethgp'«%lzpﬁe] e ASPRE haltly kiwifruit,
the invention al so i ncludes ascertail ning or
fatitbrpeparpiion of athsepeutivadr nuemesutios] agerhfootegliptikgemimmane response

.validatin eviously h t hesi zed cl asse Thi.s
ng i o B e B P 2B £ 422 " Bl immune response
inl B iBarBfED inBedVien GhodeNarti EMANS, | foP chiMRInges T8t REFBHRE M8 a mammal
the class or classes not previously known, and then
Aoy gapTepting Ad h2|responsfeingy mamatal.o fugheaagive ingredieyts arp useful for the
ot er pi nation i.s accurate)...[001 05] To
it 201 PRSCHEOTRE P flel ob RoBFEUREHS iseisn i, but not
limited g6\ AREgIc Aisehse, idhiallate) MifRESRSoMdisNAsd)aM] BeRion and cancer.
roposed on the basis of other findings, the sanples
ThE ass supusH 1B coRjuBstod Wisls adribenal thesanetiie otyutticauioag agents for
activities. The autoanti body binding activity pattern
(i.e., aAB profile) of a sanple and the sanpl es having
simlar autoanti body binding agtivity patterns are
grouped or clustered together. The group or cluster of
sanples identifies a class. This clustering
nmet hodol ogy can be applied to identify any classes in
whi ch the classes differ based on their autoantibody
bi nding activity patterns. [00106] Determ ning classes

.
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cl asses have not been properly determ ned, then the

nodel will not performwell (e.g., not better than
w@e®@diogl7dng by the majority class). Al pairs BPET/US2006/006437

cl asses discovered by the chosen cl ass di scovery

nmet hod may be conpared. For each pair Cl, C2, Sis the

tifhrePéntDARERMmeht) aRd/bNBfiproterfént 62 anod 8f eﬂ%ﬂ@ﬂé@?ﬂb@d conditions or

(either Cl or C2) is predicted for each sanple in S by

disgesegr oss val i dati on nethod described herein. The

medi

of hgtg\lls Br%tég (ﬁ)ré%ﬁtt B? hﬁ é)lc"%slelgt; 139%1% %x @%ovﬁc% zPl?e ?’r & rﬁﬁr f50d additives

cginpeifing diechardy kiofroe destnib&Shetain(@e.(€hagdy kﬂﬁ&mt (ibré:}))aratlon 1nclud1ng
i ndi cates either spurjous class dist

o e b 57 S ALYt ot nd nuding
( 0 i
LS o RSP TGP Y (R g Ol s o
etdjctddhieutqiracsessedi emvaionst eeshriiwgy eﬁsutabm:eeomy dxéracismdoncentrate or
to.identify the fun ntal s of any disorder,
flijor Tt pid R TP CRR ey THEY ROt eTPL eS80 B extract oran
et hebifieS BRFARD drohe fHARGR BRI It5FBINS WRE NAW %&pﬁbﬁt additive for
cut across distinct types of cancers. For exanple, one
reguddiingceoniimenedies fomse Ht the anaemsl, (clﬂ@b mosx aarpicelarli rfela@gulatmg a Th2

ag#ﬁg ?quﬁn%ggr o%?ﬁogls%)ﬁgg [t’ﬁ%t}{nglp ey 2 n@lﬂ%} ﬁa%wtﬁ ﬁy, or enhancmg a

TAG tredpohbeeth a MaRBMM &hd/or Bubriysaieed TFEB* r&pbdi 1ﬁfanﬁnamh’m(ii Such health
class predictor described herein is adapted to a
f@(pd o1 kelthSaed aql@tw% Etl'ﬁ uggfubiop ,t]@ﬁptreaéménte@d{qmgevennon of a variety of
c [ 5 f 0
U%;(?# gl‘?g ay @?eaqgsf’/ eilél L ﬂtggqﬁicgorte[tgt?%él %éqll% r@% rérl%g%é Ron-allergic
1mmnmmamnpm&&seﬁm@ﬁﬁﬁﬁﬂoh@ndbmnhrthe sanpl e belongs

based on nal ysis or eval uation,of autoanti bod
bi ndﬁh a*t obiet phihe EeE PivERiiRikto Hfﬁ@l%ﬁeflm%al feed or feed
a@ﬂ@i‘(lb ‘égmggﬂfg% ﬁle"’lﬁ%‘}; ﬁltsﬁfrﬁﬁ estPbES heﬁeﬁf"@ t hadkdy BR&fruit preparation,

tests mul t1'pl e aut oant i body |nd|ng activities ‘
imeluding key pario€ ttmfatuy zbel whah; fowh dbe stemp thenighly fienlpriones the root, and
mar kers as or
iRRaT SheaBrn aet Re Bl hetiah it gRlitg ol preparations
Oh-eix a6 B ChioRess¥d titestrit@inst Edkh I £610] %t Fhife bheny extract or
heal t hcare provider in diagnosing the individual.
cp@@mreqe @ Fectionhi@eysebs @pd 1 pie i ipeEy P FEader B FRss? total water-
I t
SBRﬁole gcttr% ﬂ]og\%t\lgg‘%hgl éée?a?% %?zgcg gks gﬁc a Sﬁy&{lﬁ%ﬁ%}%%}n e!gse‘ﬁﬁélecomponent

fohgspefacing an ti@mind despodseain tlhehmgmal aheé rrttealptthtcuhﬂg for regulating a
]1{0r ovi_der can determ ne an adequate treatnent plan {
RNt pvihd JBINUNBIFSPARRSHR AdnaRR4k 2B s‘éeglégor@fnaewular y, for enhancing
Iy I d
ﬂguﬂeg ggé Ir{] %fnt ﬁl%atlc lrcngcgts){'ﬁﬁ)ﬁogcssﬁ ggﬁg fr¥ nhlé’egt Ly dua PASuch animal
fedds @naningrl feedomtditeres arrousefid darcths $featment emd/mapltevmtd)n of a variety of

pr n05|s 00117] l'icationg of t ent |
PrEffes 2UcPERF ngridiies B8 p gAY Gy ofiRSeh otiEEst, Ron-allergie
PEIRRRRrYIReRE Svitdl kbdfichAnpdNRepuUcCessTul treat ment
with a particular drug or regimen. Those interested in
det erdtrimnétiy ancttherecbtfjcqtaafyth@fpr@em ungem.tmm gt priovide & mplcal or cosmetic

net hads of the nyent.i on d
R e e A U M S R
pAépALatdnd] irﬁﬁ@%? Wpetreﬁpﬂféotrmelthe twRolehuitl rtHe s, the leaf, the bark, or
treatnment, and others may not. Sanples are obt ai ned
the ooati adl mca@ene anyih Brepariliob @8 IeX § A & ctongentigte H@r%fugwludmg dried

beln d

P e D DO B BB i B b SR B r amy evtract
t he relevant epi topes, using tdye wei ghted voting
schene described herein. A sanple to be tested can

t hen be eval uat ed agai nst the nodel and classified on
the basis of whether treatnent would be successful or
unsuccessful. The conpany testing the drug coul d
prOV|de nmore accurate |nfornat|on regardlng the class

[ r g,
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hunoral i mmune response. These include transcription
factors (TFs) that are active in enbryonal

walewehopaent, and al so elicit imune responsesPEUEM®06/006437
expressed in tunor cells. For exanple, aAbs agai nst
the menbers of SOX-famly transcription factors have
0B @BfcenfigRt drffrReoh Bhdréle), @t dn @he SHodine®lt] a biide KBARESR total water-
(SCLC) patients (CGure et al.. supra The nenmbers of
sloRle FxaF, 9r FFSthy} acatse mairacy OEQ}ﬁrI% ekiWifiuitnr regulating an immune

u .

B AR, SRt L IR EOT B2 BB R ¥t e
régponsesinps apamifnel, tahéreven enoremrrmﬁartyn fof ehlmicimgnddaihs @fponse in a
basi c heI i xl oop-  helix (bHLH) famly TFs that play a
magpgal A S BRI RGN IRP LS i ﬁﬂ%n%}e eHich @erm%tm G@gopositions are

%%ﬁ@g@%ﬁ%%&}g&?@%& &foﬁfﬁ & /fg:\ FofX ohg{%ﬁsgnéﬁﬁfgease& including,

boanatdimitidagnoba gic d&pas{ec(pfeludrmg dlrgiaylispaset ef abaffecting the skin), non-
nco rate r.evi ou bli shed B-cell epitopes and
Reub i Selord I B (PRI RTSts. | sof or na. of
C' asHryl ofrﬂieoém SHitfng ”9&&1!1@53' of ig&ReRlkeg¥ibedelein may additionally
Publ i cl'y available MHC Il binding algorithms such as
CPIPRBR dit ah@stRemR@pvenmyalbearagedadrwr @l diduendnt ifon exemple, the
cggxpésgﬁ? 1 BEeo nghavee\é)ggsgltﬂi 1rR/ﬁ19§Joenlt gasnc\éq;pguédr% phﬁﬁmgceutlcally acceptable
chifieky) dﬁ]tﬁ'ﬁﬁts ardiilents Ou ., TRibR| aeﬂfosg(}ﬁcrdrs@)(sorbftﬂ manmtol xylitol,

ELAV/ HU and ot her faml.ies Tan J din Invest. 01)
eqydloritph qmaltitp], stayches, geadie rrelmegb 3laiapisd galatin %q%eueanlwmate calcium

Eﬂj ae ?&@géée%lg@??gégﬂgog@ O@ol?fih%ﬂ@ﬁ@h‘ﬂﬂ%‘%&é&%%ﬁ%ﬁfdr&y benzoate,
p&pyﬂmdrmqebnmoﬁty, o) Inth ghesinm fséraratel ahd enmnkwil o”l]he formulatrons may

ughéfy é}s‘fuadrél %rgt\%t}at{ ag@?&r&%ﬁé a{gg&lém @&é%?nlg agents wetting agents,
9005 s eAB) emNifetE %Jré&f\tatl%él MRICthE Pie ofhé‘&ﬁﬂ‘ﬂps-lﬁo%‘é‘ lo¥ the invention
epitopes exist in Cancer Immunity databas
nhAyghé nypmdﬁted rs@daa:mcpecm@h agr@bssmsctalem voplelayed rrolaaseayf the active

I dentified
GRER R LI AR SRR “eaffpe doston descrbed

abov gor Eﬁ@rnpﬁpmdj@cﬁnﬁdsﬁlo’iﬁ ¥rhes ipfQentaideBin Bf B dtk&Fed in oils,
on a mcroarray using known nethods. For exanple, see
PrBiens ghycel onpiher spliysngs that ayp cogoplyessedl e BrodRem i Gofien. Suitable

RBPS 80 5 A0yl AT BTGB RF By o oo

vegdtalemils vBopppylopesisthier etdi, hut ngelnshlimired e wesa d’aﬁ(élr@ For topical
%nd SCLC i rkcl ude th se ﬁ}escl osed in_ Figures 3, gmd
BNipiEREPR;7 fhepsaERaup OMREDF YeRtion 6’%96 ﬁermrlrre in the form of
o‘i’dtﬁ‘r%ﬂ@%h&c £ mNSCLC i ncI ude those disclosed in Figures
and 13. % 00128] Preferred epitopes fromwhich to
seI eélompn%monabr feemepitibopefsthe prespménirantibm ay bel mspared in any form,

sgéhsé_sbgrgltl%c%g&gz u@?fi%/%?%g&%bi%%ﬁ% e&p@cchg glg%aer pﬂgder tablet, capsule,
sbAVRPUIONadHetYd e, ts?ﬁﬁ) r@hﬁfr@%ﬁl‘l @wcﬂe@r sachet granule), or topical

dlStIthIS ing between a plurality of classes for a
pbfrp@raé@n dwea@aﬁlptreentMeﬁm g@hthabnmaécﬂo aasterysprﬁo'rmmt@es agyosol and the

rali ach peptide i ndent |y
Rsb ERliéess PRGBS g R e RRE VT T o
sanp|e dapaskion ioftthe pRkerit iBA0E Uh PhahRSetiGeld88dge dorms may be
fromthe plurality of particular classes, wherein
userkalane ey 6t mopltamgas‘gpqptaqq rprycqymblpa_iﬁm, \@Jélg othgy gharmaceutically active
0
CS{?‘%BI?IF(Q ey L{aﬂgﬁh &%Sm?ﬁ al?&g gﬁﬁﬁc}:’shgfgggltrérgy pmpounds, or any other
aII of the pIuraIrty of parthglar cl asses, wherein
t he aut oanti body binding activity of each peptide S
i ndependently higher in a sanple characteristic of one
of the plurality of particular classes than in a
sanpl e characteristic of another one of the plurality
of partlcular classes [00130] In a preferred

Y T o o - o
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specifically binds the protein product of an
alternatively spliced nRNA that is present or

wEe@dovdramnt, with respect to transcripts of tPEI/US2006/006437

particular gene, in a first class, but absent or

nondomi nant in a second class. [00138] At |east a
chhp&inds @p thiifodfiorRth@Rah elNE 6 DBMUAY .rd%ﬁbﬂerb_r'ﬁ@vide a benefit to a

hi gher autoanti body bi ndi n? activity with a first .
patianbl e Comppergsothaf rge trarieufarkys desitables fors ugsoip dhe ompositions and
fdﬁ‘rﬁllﬁ%‘i@%P{h'egﬁ’%gntblh{;&ltigg g?ecc?ésyﬁl;e\é inEﬁg%le?e?&ond sanpl e

corresponding to a second class, and at 1Teast a second

pept Tie cofmpbdigorepf the peesenicihoattionaycahakoliegitevided as a health food that
.autoanti body hinding activity with the second sanple
incBpdes o Rendy dawaryih erepapbaes ef Hesmyentiasnisg etrriQys fpeds, beverage,

t i i nelj IVindbYrontt dhat Be fikdyst b

B PR el Bl P CYng/ ol B8 AL TRE T food can be
priivédeidnsst a fdodsisans, , poanden aaranuibe) dyblbi, chewiggaeshlely ichpsutechat beverage etc.

L S . hi gher i ach class detectable with.the preferred
R Gy OB e 1A BFESH T (4 ROPBRERE o e fiigption, such as
i dREHIR 1L BEwdh Rt Sl R0arkBN6 i e iBHNQS thifdren’s food.

m croarrays include epitopes capable of detecting .

aut o&nitalde dgodproditety intotwhith aewnipesitionras dgerfhedr the ingention can be

DR EREE broafCEs et TR PERS G ERER, e 8 ol Bl o, ine bakery

watddbigd amidi reils, BSaltfhatcetdals, PraResedi ddaunpadiesied SchigBdeg condiments
than a non-cancer sanple, the latter potentially ,
(ketehupp mragpnaiseo eiche daipp peadasie dmalk, yogst). Ryddegapndigelatin desserts,

: I dua e -
APRHRED TP ol L b0 R0 hrook 008 8 BB, e
dihkd{imgudifig deitgaice)vepgable-haged drinky (inchetinguegetabid juiaty), chewing

occgr s, the arrays are inserted into scanner whi ch

SR DR caB OB SeT 1 FREcB 21T RIACHES: PEARSSSA B Progly: mut and nut-based
PR B0 IR RBP4 e LN A i ot i
ot hezisas,r aocoBithcandt hthepowinfactonary @ackiegpramlye lmoricele ice creams,

Zidpd FaalPoth of Blaise Biod hERGH e T [ Figlfbles), spices, alcoholic
bR Bk odWest FaNRARANBOIDH B6@NEA Spdalk@s,t o9k bak&l products (milks,

invention applies and utilizes. The epitope array Is ]

donksy csermse vetiisherspf vegbtebiendihhaded espresds.aindo degctaidethased drinks. A
bi ndi. i V]t ata. ... t.ho f ol i ni

<SPRiteh BERY bl Ahenuth o8} oI R, SLEH LM plsced onto
Bk &Bntopdtagiged imptiryfoo®hiahd timelfof daviigoped in the

future can be used with the pr esc_e.:(r;l'tl]a j nvention, Pept.ide .
Epi t @@?OQW@?M‘IEWQP‘? é?o‘ﬁr: é‘BQrHi‘W riyoecismtlcp@b‘%’?]gggl}s containing
o B e | ; .
Rl Do R BE b DB B R A sy St 2R3 otfon, cream,
esngndxg rtondr, souist@s ,paak, sqapr skEngtoed ringe ocleamstr, shadlyl washing solution,
the art. For exanple, .random peptj des .be generat ed
1T S EER Grre i DRV RO gre TRt | des. rmy
be gengr &tBd abyyvLiRtainGgs RF AehiBsdnt FXMRAGRAELAP Rurther include one or
Preferably, peptides are synthesized according to
nree hblstoss | chseim alaritross, glheosar sucrdse anésathiitle, see
Met hads i n,.Enzynol o Vol une 289; ..Sol i d- Phase .Pept i :
Synt 159 o' ol Site i onk AR B BRGNS gERRbeA ferein may
aBEitibhATR: coNaertgNeabbone 8ike dgSl i.Q.l%l%@&ﬁ%odnﬂ, active component).

TEgefepred enbodi ment, a Perkin-El ner_ Applie .
£ adisicantsactizs AcEspen de aphrmaetlogial]ysadiiye dgerws and/or a nutritionally

synt hesi z ept i . ahl ow 0 CRIBE . o
<FR 40k SRS Sy i S5 LSRRG deqjabe, nowitonal,
prepared according to nethodspgell known in the art.

For exanple, see Protein Mcroarray Technol ogy, D

Kanbhanpati (ed.), John Wley & Sons, March 5, 2004,

| SBN 3527305971; Protein Mcroarrays, M Schena, Jones

& Bartlett Publishers, July, 2004, |SBN 0763731277;

and Protein Arrays: Methods and Protocols (Methods in

A A o ~ N o -~
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research papers by scientists at Novartis and
Schering. See Manley, et al., J . Med. Chem, 45,

WG RE0®BIB (2002); Furet, et al., Bioorganic &CT/US2006/006437

Medi ci nal Chemistry Letters, 13, 2967- 2971 (2003);
Manl ey, et al., Cell. Mol. Biol. Lett., 8, 532-533
1200 Rerapaiise MBaYbe yhareiacalo Bty isa 6 Sh GRditi h
e LB CEb B B3 061 a1 Sl gagg h cadition o the
kiveifratinrepareiion deserivedsherpia. ¢ Aelive agcatsaean be aistedsdiin a composition,
n IS T e
pr%ggl%gu 1, Gacfd?’tivfeb %f" ﬁ{e??ﬁ?r;]ﬁu&%mﬁ &tﬂhg Qn%%ltxlgé qé ea#xg e?‘featwe arr%ount An

eifétﬁw@ REGANCR ARSI agtdunPsudficiagt tX aclﬁe‘@'the edikedREfecSimparted by the agent,
selected fromthe group consisting of H halogen,

suoinassan gffeqionathg dgaliih e apfition of aSybgecy é{; 8¢ tae@elfap%\mct prenutritional
e j

%%%}é%aﬁg?ff Cand?lb é&fé}ﬁ E&g’%clgt%}/le de)l eYﬂef]t ek ?ﬂe%ﬁ%lg? (’gllljepasrt will be able
td delemeineaind hyproplide tasbuhtr oﬁa&@ztﬂmrwkytger(tﬂt@add to a composition of the
.4 al. kylam no, (Cr C4)acyl oxy, (CrC 4)al koxy,

IYSREES- C4) al koxy substituted with 0,1 or 2 (d-C

4) al keX¥x gl Fﬁ%{ oP tlle%'onﬁ)ogﬁﬁﬁﬁf)ﬁ%d%@t@r&%"sé’ﬂul irABE present invention

phenyl substi'tu 1, or 2 groups
camihepien dmntdryn@elnemr@dnod@m ashan gityapgedn m@tdlmgg bot not limited to,

Kk nitro C 4)al.ko and ¢
o 4 e Resasmelgie it BRGNS st Bngien i tompounds;
asitciahiih @ dcivé Inli‘tl ﬁldﬁ@lp&@pahbﬂsp@fﬁehbhﬂﬁ and e¢fdids; Rlkabbids3 corrins and
H or (d-C 4)al kyl RL5 and RL 6 are sel ect ed

POIPBIHLAS élngalbgrpi §)§ﬂ§| gqpfuﬁ@s sepspentislgs rans- g,ther Etﬁgﬁ)yp(:lds derivatives;
ngéeiP(gsIl:c% éuér n’%ﬂsﬁl&s %arb%}éd%%tlg 5 #1%%&1? %&E éi‘ﬁllntc!el? fragments; herbal

T ou n

pfe@laﬁtlomsi ﬁﬂ(bsplé@lﬂ@éralbkamyhm seasanmgs;Svitadting- dimmgrtes;i and other
heteroaryl substituted with 0,1 or 2 groups sel ected

DRHEABHES- gr oup consi sting of cyano, halo, nitro,

(Q %&%bmp&ﬂ&ﬁ@%@mﬁ)@hﬁs(ogaégﬁg)athé&}{ha}} Be &Rfeﬂ%‘ &lobMposition of the

substituted wt roups sel’ected from
n(V@lt-u@@nlcluylb aynthesjc i@@oﬁng)ag@yé, @)qblor(n@ agCdl) alpkaessingaggnt, an alginic

bsti t ut .1 . 2. .
s0ifS it Rk AT et i Bl LBy apRypontroliing
a%)enl QibiBz@! 9 PPssesatifg L HyEERIMN A Glbolb),ad K¥tbonation agent, or any other
-C4) al koxy cyano, and hal o, and (C| Q) al kyl,

essetiad] ageBhiod A EXMuBenk{for nytritiaelpen dessandytia uisst b @pednethod of

ed fromthe group consisting
&%hﬂﬁgmgékééggf%pa%g%% - 4) al koxy i ndependently
subsPhitigtikady\wiréfbrréd &omﬁor@htsﬁ(acﬁtﬁe(igéﬂtaj toocoombsingl widk a hardy kiwifruit

gr oups, and | ndepende (% optionally substituted with,
p;qpa@ppp‘é) lg HYCRRN o d %.(Po?‘ Soqng%qlon E‘H?%BWI such preparation include,

blGhe 43 ﬂlbh@&( Y& a}?l%?% ’glgityﬁéshzﬁ%}l WAIF BB Fragments; whey protein; taurine;

am nocar bony| onyl,
alanine; fatty acids (e g., conjugated linolenic acid, eicosapentaenoic acid, docosahexaenoic

acid, y-linolenic acid, a-linolenic acid, dihomo-y-linolenic acid, stearidonic acid); mono-,
di-, and triglycerides (composed of any combination of the fatty acids described above);
inositol; turmeric; curcumin; rosemary; rosemarinic acid; methylsulfonylmethane (MSM);
ginseng; ginger; proanthocyanidin; P-carotene; and any other preparation of a different
species of kiwifruit than that used as the primary bioactive component, including any

member of Actinidiaceae, and particularly any members of the genus Actinidia, including

27
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phenyl substituted with 0, 1, or 2 groups
i ndependently selected fromthe group consisting of

w@¢ Sbe@B783/1 , hal o, nitro, (Q CQal koxy and cyanBCT/BS2006/006437

6- menbered heteroaryl independently substituted with

0, 1, 2 or 3 groups selected fromthe group consisting
coahmpOrkoya jecley l(e.g( @ Chsprdikoxy., dayana,) adlhardyalidiiftuit kfecies (e.g.,
and heterocyclyl independently substituted with 0, 1,
Agarguta Ay pRRNBUNLANE & zﬂlof’%‘/fﬁr’h-the group consisting of

(C1- A fo! :
N
owdiptoc (agzidll(klb,lr S2 oﬂ-R;dSr); Iua:l:jabngi:edufaﬁy aamﬂisl ‘l(\&lg[ eignjugaied lénolenic acid,

Cl-C6) a s in endent opt.iqnal Iy, substitute _
CRPERORAEPIS o HOBETRRHO0S Fbal TG IRETE: Srinoieia acid, dihomoy-

lifesica ; . . dg; -
FcRO IR0, STl B, MO ARERE i Bypriaes s
triglprerides (deimplesadhesanyr eonghtinagion ed theafabty asidsGlesmitizdrabdve); acetylenic

turated heterogcycli.c ring selected fro o o
o5 5t RS R el e S prapporancs tekorienes
a1t | poll yReti P thRPdl del abdl RSTylethetse Gipe eMratkd (b, g., marine oils, Echium
(Cl-CAM kM, RL 7 is independently selected fromthe
o RsgEecBh olixe pihly aed lecidbigoal kyl, wherein said
(Q S@%&éﬂr abids %#HS%]iSE&Eaﬁgoﬁ@ §rﬁ%l?r?5élagfg cgmg(gl?nlégsinclude, but are not

sel rom the group consis
lifnlied @4 )cittik pbalrfmarid £idS ghpacyll axshylduGon d)etihdae X ¥ISMYIAnd ascorbic
Cé - C4) al koxy substituted with 0, 1 or 2 (CrC 4)al koxy
‘'oups; or a pharnaceutically acceptable salt thereof.

The WRyRMd Bfindla8ifls hid BhES1FrOpRDRK TRIEH | imi i
conposi tions \f\lhiachsconglﬁe??grgp coﬁ%éund 6?&@5?%ﬁ15m1(?(§t0’ aromafic
amgod @fide e andbmneoipl agda (elzar tracmid i acad,| galdic ceptialgentisic acid, p-
carri,er. .In addition, the invention relates to a. L .
nfeBbReRR i b PRITRARF Bhprdin P in e Aty weneie acid);
cianie] Reds (b.8., Ne8x IS8R furin®l, r8GhdiEc AMUM tuthe®ne, caffeic acid,
conpound of Fornul a (Iz as defined above. ' . '
cyeapwbgesemil pyidapnewbtapgeaics atits ciohamivead dnfrwulind scidTp-coumaric

:RAC ' diqf akt f mneral acids . ) .
4P B8 U2 a0, 590 15RL SlSeboedfh S sornsrones
flsadnbiisqk.gh yatheehdniding sach ds délylining;qFbantdedyenidins; catechins such as

sul phuric acid, hosghqric aci d, nethanesul phonic

caiRahe, cpiRERBSy P HivHave; davonelsy sidsas| ayemEn, dwperoside, quercitrin,
. H .. . n . . . . d

B i g o
asaphldretima lisoflazonad, swclt nd witediny, stfihemas;i ffav@abligname) &oflavonoids; and

aci d. and .benzoi ¢, aci d. Pharmaceutical |y acceptable |

teEpppid GnipeRergo ks Blifmns @y togoRpr S Y it &by Sootrienols),
CUST DERENOIBR RS stRHEE iASudQ bR *AER R 13RS BbAREYenes (e.g, B-
alkali metal salts (for exanple sodi umand potassium

Pisena, s bomewlal Parwacyal.t Igermpichl thwhels {Beninastartpipineodl ciridoids (e.g.,

and magnResi.um salts).and a niumsalts deri.ved from
TSR 58 T " hisRE AR B E i el sesBfumenes (e
catyepthyfend, Ithiasddl R lditéRledeAd. PASHRNARS)Y s@tdmel ks Qriterpenes (e.g., o-
di et hyl ami ne, triethylamne, ethyldiisopropylan ne, .
ARYHD dipRpoTEPHhacid itdiraieraencansareleneids ée Bahwloasand-carotene, lutein,
' | hyl am . nol, ..pr \ ne,
o SHELOTRLAMD, ofh TBLIKAT, 1 ERAANS-Ri058)
di hydiladdideinchrie] bet, arar@t infiesd oy piyitelidiat Alasies i tespape alkaloids,
%gﬁft hyl pj peri di ne. Sqgl vates for. the purposes of .the _
P o alkaloils pipeBding aHalds, drmodsrps Hialoidpandolzidine alkaloids,
i i . | ; g a e i .

PRER sPLfial! pltosREiindD! REMERo LBy B0l AR st dhthamincs
formof solvates, where the cpprdination is with

wat er. For the purposes of the present invention, the
substituents have the foll ow ng neani ngs, unl ess

ot herwi se specified: The ternms "(C -C 4)al kyl" and

"(Cl-C6)al kyl" nmean a linear or branched saturated

carbon group having fromabout 1 to about 4 C atons or

o g, a o g, ~ o~ o oy
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The term " (Q Ctal koxycar bonyl " nmeans a
(Q Cral koxygroup bound to the C atom of a carbonyl

wW@e@ap93793 C(O) - ]said group being bound to theCT/ES10060606437

the nolecule, illustratively representing
met hoxycar bonyl, ethoxycarbonyl, n-propoxycarbonyol,

nhcwlé) F&ﬂé@%ﬁ@é‘ b[ﬁlﬁa/ﬂbohndo ull@l@i&sartb@eﬂéld iddlet MRaloidse q-ﬁﬁﬁbhne alkaloids,
oxy" means a (CrC 4)group bound to the

p@fﬁb@iﬁ%@r aHiﬁ&H%o@(ﬁP‘f @H@lﬁwﬂs -quiEreling s}iélf@ém@%oqﬂpin@l@im gnd acridine
a?{%%cﬁjs bé{u%gkgqlg Xé’lf{]ﬁgldgt etrﬁ’hr# h%ll(a?oslhs ce?&?%l(gap%&ns’ pyridine

str represent or nyl oxy,
n(cﬂmeirp&)ﬂﬁ alkﬁimﬁmaoqﬂlmms sbmmﬂoa’lka)]mds, -pbﬂhaml)kdl@&y (ajq allantoin,
e i {;e The term "5- or 6-nmenbered heteroaryl"” neans,
Cf‘ dpechsapByline) 1) an aromatic ring made of 5 atoms and
havi
[ ndegg)r%ré n%df% r;?lfgr ﬂsonﬁ?\lﬁegﬁg%@ ﬁ%tﬁgﬁ?égst?qggﬁ%g
at ong.ineaf aind tyvdic ;plepmies,oddphl@tpttdwe,raldaﬂlmrkamm@ acmis dertvatimes include,

b}ﬂ ?fgcwilrpge%e 5} g a:@tpgglglﬁig and tﬁ%&%ﬁ{l}gz}lt%%g?@g, L—acetyl carnitine,

cROIBrel | @) dalarﬁn@ptnr@alalpb @b ERMREt@s @Y, cyclogporins), cyclic
avai [ abl e position with the recited substituents. Spch‘
dgmw@desn &rla@@nﬁxwmwnwfglwzﬁldes, [glusobiaplates; eristineciugphoxides.

pyra azol 60 I soxazol e |soth

tri a?c‘))i bdhy&o{%g |%1“z:g €, ig?thl raed}d(z)atzg1 éteé tﬁd h%oéqtoisacf eé)eiS n(eg iositol),
palykadchaiides p(@gs,l ﬂamceo-bﬁgamammnﬁw RE¢h ¢ ifudih @Ay aheifelehgh); galacto-
ring made o at ons or 3 of which are N atons
OPE%WP@@{I%?@|°h’ém@nd\ﬁh1é‘?sén} he heterocycle is attached to

t he

opet SRS TLECHSTE B AR IR RS g, whoy o
ahtheupeatitie dissuitst), toeintsd c8l cﬁhggllems [®.gi, prbbidtcs, meanmg live, intact

ridine, m di ne, rld [ d triazj
oopiEapss e Bt Rerbpaiie e pehel nelorabyel yrall fragments
fiRADSeAt LelR arfl cTEWRE rfﬁa%nﬁﬁfs}”l?etrﬁ‘éi REpRRLdok @lnliYspices (e.g., ginseng,
saturated heterocyclic ring containing 1-2 heteroat om§
hyaige turegrits Ry Sgingen, mtnheal& emi W, ri\gg,a@mrfdn,bﬁe @1 Zn, B, Si, Se).

l\)g%%m}#% a%%i gﬁg%‘%tgvg bﬁ%}w& HSD gﬁr ov'g]i%ne{rg gfﬁ)l egcompassedeby the present
mhehesocycl e is attached to the core nolecule at any

available Cor N atomand is optionally substituted at

any ma@qea@prg)oélmnt NoGtthen Wvgmlqnh gthe eeprppepition of the invention is

t )

TR, R SR EIAS, PULSLA BP coniion or s

Fbeéxaahp'ld; mpyp*remyt mvbmtbrsalliawdrdﬂmm@mte@ﬂmt poépaedtioni ofyilardy kiwifruit
razol jnyl,

azoI [ %/ , gﬁ/ E I
a?"r?if BB g PHYPItRYER98 1FT}P£‘éVqer &l m]lcﬁlei"f*tc%% dn fpaglents with atopic
dbﬁx%r 'v9heanIs@§ 2 18 %d}uﬁf;t”t% to ﬁ!ﬂo&%@ld Hathy haf&lefm(}a@omgosmons of
, , Where r and F are referr
ﬂsiwmmtlomemy tnoluaie voadr mc)t}egtneh@c pgﬂntst (ecf, raedicinbsypwhich can also

ecul e. The compou s of t i nvention
0 BH{EAT PO AGHS S4B ATER 1% "G BPQinohdp aRTg ER be eated
ot BRcliQeRlivyTe@tidied Uit rbdpBndar iSaws t}fékﬁ%ﬁﬁé &ﬁ'ﬁﬁssmclude but are
desired. ASynmetric carbon atons present t he
npRmged (CS)stem;ds (igelnding earticpsteiosds ﬁm%mbtsﬂmgwwl anlhaled and injected),

|bles |so r | udi ng..e
RSP TaFL s SR ichng, Rt AbicTARbaRE AR Hifhging H1 and 12
becRél@ﬁtaﬂtliBU@iﬁﬁ l(@? dﬂlheIng[ ra@6-IT OO il o tdse c&&l@ﬁﬁxiﬁst Bntimycotics,
t he absqal ute configuration of the conmpound of this

GSRAREY SHRCHiRR CRNERIETSi anglgepies, iRgoTdEs (loas| & shps| aygnshﬂeukomene
n?%%éﬁéé% t(f;ﬁ(l)lﬁ)e%?)gsagf?trfcggtg?n %%%&8151@@? (?&&qull%/ ﬁp %&{ok n%dreaesptorf antagonists,
this invention are also included within the scope of

the present invention. The purification of said

i soners and the separation of said stereoisoneric

m xtures can be acconplished by standard techni ques

known in the art. In another enbodi nent, the invention
relates to a conpound of Fornula (I)(D whereln A« 'S

~a

o o - o s R
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(C3-C6) cycl oal kyl substituted with 0,1 or 2 groups
sel ected fromthe group consisting of (CC 4)al kyl,

W@ Bbe/@3ITe3d KOXy, cyano, and hal o; and (G - QQCal kRET/US2006/006437

wherein said (Cl-C6)al kyl is independently substituted
with O or 1 group selected fromthe group consisting

ferhse CirhlH ok X36difre2orbhb g k2 éd&%ﬁﬂdﬁl@é 11
Igﬁ)ks)g%_(i%twgt edsevmlt 0, 1, Zlor %C"a’?/lr(lOXy and }Wy ine, caffeine,

@rlmbggzoxa{dmtaw@léwﬁ@l@m ylhdptqrm%’flcyll duitpsion tand @dlamanh -inflammatory
é&t{ rine up to the perfluoro |evel, carboxyl, (C
ggal koxycar bonyl (G -C4)al kyl am no, am nocar bonyl ,

( G - CAnploR Yhes bbdvenydmposttieny masudslitidndll @omphhe @ne br rdre than one

groups, i ndependentl|y sel ected fromt
%rsm:w $eidn- S Cifis apdy ymarichagidy adipie ragid, @9% ckmh%md ascorbic
et
S PPt 5 0 CORGB 0 SRR bDASREHEN hy phppar, ai
mlroplmsplmnﬁlp@ﬂyphgs;ﬂfateo Qnd(bir)rahkyll anué&iildz(%é ad &KOpdlyphenol, catechin, a-
ano, hal o, and nitro and heterocyclyl

%ﬁ%ﬂ@%?@?&%@ﬁ ViREE G BFFCH te extzac&r ll%mgp dapisextract, chitosan,

aiestadiyetidacgroup consisting of (QCalkyl, (GrC
4) al koxy, "cyano, and hal o, and wherein said (QC’\aI kyl

iS i nHeqo@mkmsttioyxs i Ibledt pltesmédnmntlhn (Rndlpaotuclﬂarl}bmndualoompositions
rou and rein, sai d - Co A epen tly .
o R HBE RS Lo bigyet itk T el i st o S herapeuti
doﬁ)tﬁ)bl,noﬂﬁl bR adtdlidited Q@dzoﬁn@t&ﬁ oRothephgpicat &(ﬂﬁ};&ﬁl(ﬁl@) can comprise
he sanme nitrogen atom may form together with the N
@dﬁmnﬂlo addlifives tediging cbudtnaicliaded do,5walst selwbéqﬂyémm, lipid soluble

\ﬁﬁﬁrﬁﬁ,ﬁ %dg% rpﬁqygacrcbﬁﬂ} ﬁﬁ%lﬁl@%@%gfﬂnﬁ&}pl d %lycosammoglycans B-

pyrro
giumranzllsewwee@tc:xmml Ly adédibisi, i odndtne ald thie WbinBositions and agents of the
(Q GCal kyl; tically acce tabI e salt thereof.]n another

RERISBH ITHEREON 1on@KISBeRos MG Sy @%W%%l“’tgosoéu%oﬁﬂq cgfnpositions can be
LEQ& gy&@al&lé )loﬁéﬁs W@%a%lﬁadﬁ& of 8ilg ah% b% \éz%lﬁ%som@g %Qp, shampoos

from, 3 and O’1
%ﬁiﬂtﬁe]ﬂseH Rl 5is (Cl Q@aTkVl, wherein said (G -C

S)e|a|e rg@'rr?fi' n epeﬂ%? 4‘51 g§€rset I %%%%kﬁqlk%e mlxedgma) Fosmetics or
e RIE nfohiriuﬁti@ﬁst B &Rr Wb, Fitarkin SudiQaCRkARRY B1, B2, BS,

and OH groups, andi ndependent |y optionally substituted
pairidpxinp.upyiigeingpHED YltaémpeBle weniotheaigedcid amidotithe raeudn mcotmamlde

f?% gméqlﬁq%)l%%%ﬁammsﬂ Ie&:dﬁl%%‘r ﬁ\r;\l%eéé(ogs Hctlit ! b{'lat(rtefg salt dscorblc acid

0 groups,
X9 adlkgic ostheiddpaadesnt ﬂhyre:@ﬂtslh@xn@d hs)boﬂﬂ@%bﬂdtliﬁ)ﬁ&sphbmti atid Na salt,
to the perfluoro level; RL 6 is selected fromthe

%ﬁ@hw peid2rRhosghonis peidiyie, sakhaicepisfesahler gnch tosy farybe obtained by
dofveHORRENARRS Shich UPTHitbbhPEbhi¥elstbn methods, purification methods from the
microbial cultivates, enzymatic methods or chemical synthetic methods.

Preferred lipid soluble vitamins are any one which can be mixed with cosmetics or
other topical formulations, however, various vitamin such as vitamin A, D2, D3, E (dl-a-
tocopherol, d-a-tocopherol, d-8-tocopherol) and their derivatives such as palmitic acid
ascorbate, stearic acid ascorbate, dipalmitic acid ascorbate, acetic acid-dl-a-tocopherol,
nicotinic acid dl-o-tocopherol vitamin E, dl-pantothenyl alcohol, d-pantothenyl alcohol,
pantothenyl ethylether etc. containing the lipid soluble vitamin used in examples of present

invention are preferable and those can be obtained by conventional methods such as

30
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O or 1 group selected from (CrC 4)al koxy,
(C2-C4) al koxy i ndependently substituted with 0,1, 2 or
wWR2(0Q0s3743 al koxy and OH groups, and i ndependenedT/US2006/006437
optionally substituted with fluorine up to the
perfluoro level, and wherein said (CrC 6)al kyl is
miBRBRE NERRElsonS lﬁ@@chd)dsUt @difiatibn Ometho@$ RoHtR MRbdbial cultivates,
groups, and wherein said (Cr C6)al kyl is independently
eoptmasisanethods iyshpmigabsynplictis nretigsist o t he perf | uor o
laﬁ\ételll’g?trer@%iégﬁatt 1dg %{)l}ﬁ%eﬁg gr,% g%ltnlg o“ﬁnl?(!rhte agbggrﬁ ed V\llﬁl cosmetics or other
tSREN 0 Wb htidrel Miubweydr) (Ebllmigem ei ltydﬁdlym%lex C(ﬂla@bh Rielath, elastin,
sel ected fromand wherein RL 3 RL 5 is nethyl,
hé{flqusablﬁ a@}a@ﬁy pr k?@@’ﬁrr Bpy pontalgmquhe geg@%pg,lymer useéd in examples of
p§f%% ﬁtlH\tzéﬁltloH%r frt yl, and wherein said nmethyl,
et hyl, n-propyl, |sopropyl n- butyl, isobutyl,
sec- kﬁ’m&fyﬂred)pohyﬁaxcbhdndeypolymers acepynaenyhigh sab bt infineddith cosmetics

olrr@gw t%ﬁbpiéqlﬁ{gp%ul%ﬂmsc %%%quogb%ﬁ {eﬁly}] ag@{]é\gqee rxgrlgt Bﬁggalrp hyaluronic
aSRICNBUENdndRSitih esrtﬁf‘atlg by {heirss a'ltné@é:’ @ﬂg ery! aY1d0t}%' El&ahﬂerreferable For
substituted wth F up to the perfluoro level; Rl

esehpbt elobridr@tim tsh&"atgrcoruqbbr salriberned eigl canebchyllsed by belng punﬁed from

0 py -butyl, isobutyl, sec-butyl or t
g ?h’s}%\ﬂ% I%Fii’r ein said met hyl , et hyI zz- propyl,
| SOD'P@ﬁféﬂred %ﬁhlﬁgﬁlgilds SOyt otle, whiRB -daHthel mdled with cosmetics or other

tert-butyl, 1s I ndependently substituted with 0, 1 or

topicgl, éqrrrmﬂqiloaﬁ, f Ihgwiewer, aritalBe.ci fe8AT¢e, mepHyphingosin,  sphingo-
r.o I yl | I, :

“Bfae e RS - b EY Y orelB SRR s, obtained by

pauﬁezltldntﬂr(ﬁﬂ mlalrrtrhalE fish, stelifikle ypﬁtfdrqmrms d:te\ming @nventional methods.

phar rraceutl cally acceptabl e salt there
Met hodgepd pagisad SKiHs ©517P8ORE IVhh qaa‘hwe@ Wawvﬂﬁecs or other
té’;f(?zp%ﬁgulgﬁforﬁ}’ ﬁB@@\térCthEré%%é’t%feﬁo{ﬁ/ﬁ%et eed RIgge green algae and the

'ed in the art or by methods anal 6gous there
likkpsrethegundidd carrege@ummﬂglmecactﬁela@nm recie &6, iKg ror §yeewaminoglycans

1, e (1) where |s.selected fro

iRl ek iecheent elief el Fab oo a T aygfication from
sbiifeclanBgRANIdsalaRetHedd ned herei nabove. The

corrpounds of Fornmula (1) are generally fpr epar ed

utl | iThenepsttséic cmlpgtlmrrgomral Fesprsisdions | qf) the( proyent (igyention may be

C{){I}I Pge\cfl I {_‘cglogl\?\eé in ekdl ngs \B;F c?ﬁl'biaﬂfa \6{‘3@% kgﬂl{e%fgﬁaﬁco’l'metlc or topical

collpusitioatiefedessallg a@gelt}mﬁ wibh@oee desctibval lgrde kadvifruit preparatmns Such
synt hetic routes can be used tq preﬁ?re the c npou
o&her RBgnsticats (ipylude.nbw ree mghiiglited e, g lﬁeeereeﬁp Blrle'ftﬂ%ts emollients,

r 3 uc%%(\;}g %tgerftgr(gpiéglﬂc Oilidorkhis HPE,S(%‘ 2 o&)%W%blt tﬁ‘?t‘i’emolet ray absorbing

on using~a py pyri'm di ne
agemth opradethettiyde  ahtifepticn | ant{okidanan dblantr estnadtn pHagemtroller, alcohol,

such as dium fri acet ox roh , or to direc o .
mgrg?rﬁﬂpgffgglﬁs,dgfr}gﬁragtsp?pe/ Q}ﬁlﬁ)élcy(?lstﬂ%dl Watgs ofe. %@efﬁggkle oil ingredients

ha) éo%?pns% QStét & ehy@focgﬁ)%}i loat §1i8nefRr, MubAdd M), adffaldil plant oil and so
opti onal base such as pyridine or K2CO3, or a cat aI’

aguch as sodi um i odi de The product for msd For mul a

Vi t t
O Lok et Beb RSk ot B0 0 B S- U omotc s
@*HE Ryl (BxanodPadid |3 ﬁylFﬁhymdcca&ﬁr b@{yﬂ()‘ﬂ)bnsﬂb wtidgisbPppyl palmltlc
conmpound of Formnul a or alternatively, the ester
agfd, Edwyhsileariq agiq, q%ylrnahn@cwz@d isogetyhisogiedrs Wﬂ drytyl tearic acid, ethyl
l.ed tQ.t |
385 SRHEHEeS) W0, LA S0 Rk it i, soseary

of Formula (I11) is converted 410 the am noami de of
Formula (DC) either directly by reaction with an
aromatic amne of Formula (VII1) as described above,
or by first protecting the amino function, e.g., as a
BOC derivative (VI1), and subsequent coupling with
(M11), either directly wwth (R) 3A1 or vra

o - Y
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am nation nethod or direct N-al kylation as descri bed
above for preparation of (VI) Starting materials of

wao-oroadEes (1V), (V) and (VII1) are conmerci al | BCT/US2006/006437

avai l abl e (e.g., Lanxess, Cermany) or nay be prepared

by standard neans well known in the art, or as

lgsdicl ved ibavtdAeaialinnic ey %Ql&dgcylmmﬁrlﬁfc% abdcefyl Yostearic acid,
starting material of Faormula (111 ere R

dt@ttmwebatlg agisks d5opBRRY] @étpéﬁwa@ﬁ ispd yllnwmetanp@rmu gyeeryl tri(capryl,

(a‘P/1 Eea?&%’r %Uﬂvéﬁw}%\%ﬁn t}lt%le Bgslg%%mfg BE%J %lﬁneth%%pr%peane triisostearic

Rid; paritactyasitelona 2icthyRbatdnotrack h‘,em? céi:)r?h’c s@acddcoMabtic acid, hexyl
an acid chloride with a chl oronethyl heteroaryl am ne

1@%%@%@6&3/& syristie Agifla MYYisivh mistip peide aetyl BpTigtipagid, stearyl stearic
Yy

2 o{ﬁg%}fil&rll%b 3&{% E&m E@mol@%@td Q&séﬁgggi?uﬁ% %?% 1sotr1decgl myristic acid,

ibadety] pAO;tietacid, Rflc—tﬂ stdaiio ngead) nidscaifl Eteam:ll a&id, Vh]s)odecyl oleic acid,

TR, oo Bt i SRS S 1 sy 2

A1 NRRaic a@fdmdteﬁryﬁ XLathyIPhLRGE | R QIfeXﬁhf%Oﬁ!’:Eﬁ‘RJhQéld a&ﬁylene glycol
conversion to BOC-deri vative of Formula (Xip) is

diodthupie dcidy emyéﬂmcyglacolatmm g¢1d,eptohelennt§yqvédileapelcoefmd propylene

F

ST5FT 8P bR Rhl s ShnpifisalSOR i RoRMEtyeot dicapric

d(cjﬁi?\ﬂeﬂp‘brﬂylglybol dibetnsty atil glycesi Wa?@c%mdﬂ%@fbeh@ ttifindecylic acid,
a e

(Vb) action

) gives the internediate of Fornu
ekme%etrusqpxwyw(w | glysers frooasteagickanid,| eptddpdeny] mgopentanoic acid,

i?@g%ﬁ%logta?vs al\%ﬁdé?)gt s?gg%ajnggnggcg%ggggé t& {cfér %?ﬁc]t@a&é{cactyldodecyl

deblietahoiat e, iisodepddidstmariSabiimesodtearhi@sostearic acid, octyldecyl isostearic
ch or%fgi}t,er oaryl carboxylic acid derivative of For ul a

88 (RleAdotoatifh ESieh R BHEENJIAPSIFaris) Aih Gptepfirtisocetyl citric
t

S AT 0 s A ST 0t o
lacvtlcna@ubfocil?hienull lact{cRucd], (tlFlHIhﬂ)dﬁHcgﬂcldaacettﬂmetmlgnm cicialy ecetyl trlbutyl
ct1t61c gc s gt%cﬁg%rbtgg agid( gusé)ste%rté(gmag%(cggcsia%ﬂ_& t%lgl s}ﬂ illycclr%pig)llstearic acid,
ByRihestyd feciite asidMapveshtAl a E:r@t’dtéi (i &1}) Cs‘éb@sﬁhlc acid, dioctyl
Schenme 5Conpounds of Formil a ( d) [lforrm wher e
sghadirjc Reid, ]chol;@‘ferﬁestpq;r@p agidqd c]ggjesgq:mbmsqsteam a@@td, otholesteryl hydroxy

sg' capg gﬁ@gg&l%ﬁﬂr&ﬂ% %agfé%algl clgtg: sgergf ?l ra%?ﬂ]fyér(%%olesteryl oleic
a&(ﬁ itstaiyd @sosfeafio Eiﬂidj pitdtepdl dleickRid r1$cfcb@at112@fbaﬁfyl Qlifd&b)(y stearic acid,
pr OVI des Béé,XI I whi ch can _be reduced wi

iy dioxy steprie pgf, lmaarsrl)uawl%ﬂ éﬁd@esw@@tleamd
to t t’éﬁ% g%&%%%n%ﬂ%%ﬁ)ed UBh NGk coﬁﬁﬁ??} raffin, o-olefin

and a base s as tri am ne. Reatt
aligxingg, 1(®p)(ralf§in,mer®ht, @anaﬁre ligeidnisehandttips pyigivideg, mltteocrystalline wax,
‘%rldl g}éde ester of Formula (XXIl) is via the
insnd the 4% i on shown in Reaction Scheme 6 in which
the myefofled CsiG@NBOXNY 'n‘faya@blgpﬁs?et %6191&1%?1&1[15&% 'rHethylphenylsﬂlcone

formam de with cooling to 10 OC in"the ‘presence of
re@fhylvwlepﬂlynfoxchent r aicwndﬂlwysﬁam and HZCIBZamethylpolysﬂoxane

BERSRloB7O S0y e -5 b v, comm
cﬁﬁeﬁh £ pidd:@ee Mkt estdaquiy‘asﬂsia@t@rbdpmyﬁe@Ct1k91nmﬁaﬂeﬁesﬂ?oone oil, amino
St ar fromthe internediate of Formula (X)),
@Qﬂlﬁeﬁsgﬁwak@ﬁthﬁyk%e pr epar ed in a manner anal ogous

to that de rih Qr Forrmla reac of (X

w t b R AbRER Sin e BeiBrono el P IR NG ()

bi s- sulfonyl at ed conpound (XX, if forned, may be

converted to (Ve) if necessary, by reaction with

aqueous base. Reaction Schene 8 -6 3 (X) (Vf)

Compounds of Fornmula (Vf) [Formula (V) where Ris can

be prepared by the route shown in Reaction Schene 8.

In the case t hat the Rl 3 on the rlght |s H the

o, o — oy T
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Academ ¢ Press and references cited therein.In the
cases that the carbanoyl chloride of Formula RL 6 Rl

WENOOR3793 not commercially available, it can PCT/US2006/006437

conveniently be prepared by treatnment of the am ne of

Formula R R NH with phosgene, di phosgene or

tri plmsgenre dnimal s lpla@b'o@ls Soah V&Mipr CdVod&do oil, almond oil, olive oil,
di chl oronmet hane at Q-4 C. Optionally, the N benzyl
%ﬁﬁ%ﬁ%@lﬂaefcbceahﬁshé’lloﬁafﬂQWﬁwlb SRYb@N Ril, 3ARHEL, waeyedcmh dprola oil, palm

lfe?r?e? X‘fn%?ﬂt HBEIQ%Q §g,0¢30%83s%§% %gbgo%gg tFé%%‘E‘t ﬁng crrllcurl rlnlt oil, wheat
eﬁdd‘rsmbu& o(l}(%hél EhbifyXO0ud | i) slﬁ%u&eﬁ, \@¥nih g prinlré@véiNGnacadamia nut oil,

group, e.g., halg or MsO et q}g rotecting group
Hﬁé%%a Of#ﬂérﬂﬁhlao degls, fﬂgoY pdfg ligthempserdi ofl, saink oil, orange

Schene 9.

B GRS B REHEONRE IRARNGoh SRARLRE SCoCT

Reacthefenﬁd hiewree@ants scaal compdset @vatﬁaaoﬂub\m tlbwbenaleytlar humectants,
ch as_potassium

DRG0 T iier i oY e 6 R Pep A Rad BPiporubie polymer.
For mgR %ﬁq‘léh)pref&lﬁbﬁz WAt Ol RAe M'o)ec}lﬁr %ﬁﬁ@cté’rl)rtls QX\?Q?}'npnse cerin,
tor eact W t

hal oket one of Fornu
aélrte@m QORbftO]a 32131 0) trxyrrbbdcme’fdatdodxlyhaaoﬂdeN a,nglgcaraylipatpylene glycol,

101{1 gutg en8 h gllyc(:%ixv éh}fl%ergv I%ﬁ}éo]g tl%a anmv(ﬁ?gm&azgtmn index. >2),

pobppbBlas diwl w%@r&iaﬁoﬁ)fndeh $2'L_']£&1'fc'£6m plctitOfalt e@rﬁ"ﬂl’é Bke.
(V) . Avarrety of npounds of Fornul a can
pr epdrelgrsg hpldbéﬁalabﬁeorp%fmébﬁb]@ummcﬁ%&) oh F@Jﬂm!%a cholesterol,
c%l)e te enal £¢ té(h{zg‘e above schenes. These el aboration

S are | rated bel ow i n Reaction Schenes
10 13’reiﬁ&a«ttwmﬁr—gﬂhlelB’Epdl@n&isa):m( | dngriRe  exBoB} Bringlh@olymer, poly
am nQ co%g of Fornmul a can_be converted to

t he
ST E oM A SRERR PN I Fumy ABMC(IPEHEM Fetsh celluose), HEC
(Eﬁfrﬁk'y 2thiyl %élhR)'éet Ii‘ﬁ’C"' Uﬁ@r Y, {rgg%e?ihg%eﬁ, %aglﬁtgalgrm@mlleéglg’lose, water-

action”Schene 10, rea
sslubfeoriytin, @hitmand@min atrsidhyhkrat e, respectively.
React Sch 1 itipnally, the chl oro co oun
For mirSoETe) [ lin HEPEoRyBREEY 8 PHEBRin SRR e-cicocene
cOPSIPRIE) dePﬁwEﬁde)lﬁioﬁlbfh)exﬁécérﬁa&{pbgﬁh ﬁﬂ't‘ro@élhﬁ&en %eﬂﬁﬁ fatty acid
a base such as pyridine in a sea tube at el evated
estefplicapepeymeRetthe dike. Scherre 12 (ig) (ih) (| ) Esters
of For, m.des .of. For.mu

- AR EhbliePRCl bl RS BB BT crbleben eser

cE@lE:m:Iﬂya hytghxybstedrizeadeq MBBS?@rokWstﬁhbadc@cﬂ foBicRede;} 12@Blin fatty acid
gcherre 12. Reactjon of the amide (l1g) with

]ﬁ%tF‘rY}P?rt%rrar%iﬁh‘aB ©i met hyl acetal in methanol provides
t he f I r t, t e L
o subarrred e TELENER ety 80 Lafinhe LAERE pyliclabis,  anionic
s@dagaras, lcytionc serdictant, smbhlva]‘enmmfamraﬁm radd ciie Hilkd. s

i nventi Qﬁ éﬁ’n be re ared.in sity during the final
i sol GPRPL anPBIPTY & UGN daby CARRAES wetlf-emulsified
nlftﬂl‘é%aﬂl@ aEf@ie g@fﬁ&ﬂn FropReAe Sy ffg'@ beii@Bside &Hﬁr Bty acid ester,
separatel y°readting the ur d corrpoun I'ts
pﬁi’g'erCbras éatfyoarcmi viterh serbyan fastblaeldoasmaiyq)«yethytﬂngdﬁ()ﬁ) sorbitan fatty

id, an sol.ating. the. salt fornme met S
o8Ok ol st R RO I St st T8 Slkyt ether,
PO Fdt§thdid eétbe POR solfilintdj£ 0! P{Y)E ;ﬁﬁﬁﬁi bil VEOBIPOP copolymer, POE-

reactive groups on the conpound hi's invention may

P@é)e%lk)z'lcﬁtbfé mlartb@t wadifind sdepneatletrmednchaﬂkam@ aamige, ikl igine oxide,
| b
e R R P PR e hods vl T knun

in the art (see for exanple 3. W Greene and P.G M
Wits, Protective Goups in Oganic Synthesis; WIey:
New York, (1999). By using the above illustrated
general schenes and choosing the appropriate starting
mat eri al s the conpounds of the invention may be
prepared To further |Ilustrat et he |nvent| on, t he
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RT retention tinme (HPLC or LCMS) S singlet t triplet
TFA trifluoroacetic acid THF tetrahydrofuranTLC thin
WO 20061093703 omat ogr aphy Ts p-tol uenesul fonyl GenkRCHIUS2006/006437

Anal ytical Procedures The structure of representative
conmpounds of this invention were confirnmed using the
fol | patfegedbpionidbuBctalkts @8t ESApIiEREY aB@%DaS Rﬁ&égﬂ dulfonic acid salt,
4}5 -M5) were obtained with a Hewl ett Packard 59 9A

4 suliprde epigrigtterkelgalhpplenig 29id. salpdwiaphthalpae kulfenic agd salt, alkyl
SERSFAA RO B ibeh inlc bl 1 300t W R i gpbate sat
PIE 2591 bosphatesqaite bikglangde paospanael shlt,0itkH0yI80G1 aaidindtsalt, N-acyl-
2 .sec per _scan. H gh pressure liquid L
SERRQ Asi ogta PR dlicel etheys pAragX e 14 padts ralley] (spfo vmgoinisraid salt, alkyl

i = r

o R D SO by fobys il oA pbo A Serfttld atloyt phosphate
eviavaidethglike.det ect or set at 254 nm a YMC pro C-18

col u 2 x 23 mm 0A), and a Finniggn LCQ ion tra .
s FERERE] SRRVRT SHIRHOM SB0roLuTg AIGH HRATBH. Ammonim chloride
sRRBE! MMM SEARBERNT I QMotidl: 1@ vAMNRIRY dmmonium  bromide,
variable ion tinme according to the nunber of ions in
setetearglirimethyT mmedniemt @lcm%e disteapph diowtlohiammomuinnchloride, stearyl

r-with 0.02% TFA.and B; 2% water,in _acetonitr.i,l .
R PR e, uR, B e, HoRr Plytisgbenzationium
chiogide, 3dibthiylamiad ethyl laoMdatiead adid Odifetifamin®dptépH atidehstearic acid,

an_initial hold of 0.5 mn and a final hold at 95% B
lgpolip dsriygtiyes qeatemmany ammeniam andghslikg.n. or (B) G I son

HPLC ' ' i . .

PRI SMER AL SRR R DN, S g v

ty;\;/l)e)(hﬁ‘dr@xp s?gBet_aimb lmyp‘e, bBcasphﬁc&TMe 26, a@n)in;)a%ﬁrbb)?rlic aci_dt, ri]midazoline
.Cr Omass si ngl e quadrupol e mass spectrometer w

dorivalivey, ppetRidp e WYP%W‘L'@F i?%ﬁ-_ Spectra were scanned

f r ompldPs : ngs: cdbSRe( i
Li ght Scé??gﬁ$%g:%gfgg%%égégg%agﬁgcal30655%%?93 ,gé&g%mm silieic
agidamegneshvam pidikic aThk tadd, werrcpteymioa, kaoliR29bengatap play s bdneonite, titan film
wat er wi;th.0.02% TFA.and B: 2% water in ac%ton.itril;[s . ”
i Y, GLRRCTPRIE, AUCRHPTPHET RS IGHTLB3KE 8 SuiSs titan oxide,
alinEhurd- &xide, valfiurd shilfeter Bh@ufsulfate, Flaghsiurh SubfBRd ciibiuth carbonate,
an initial hold of 0.5 min and a final hold at 90% B _
mgAEneiEN n§arbonpt, APIrem oxidae chiemiuig enide, ghmomivrR dydroxide, calamine,

L ol I s used c . SWi.tching . a -
BB AR St Be 38 LRl U AT 08 Wi, pobveer
polppgiyienerpolyouyreh00 pdlviaretiane aninle tesit, yarpd Wesin, phenol resin, fluoride

spectroneters. The sanples were dissolved in o
TR tSE1CRPR BeSEh | AT SO IR EPTENT Tedih EROTietigeP ¥ eaBRRate resin, divinyl

oilia 4R ERUBL R By L BT Tl e

anven ergaeicalyds édind theithwngpen gical e and were referenced to

(e SRRLSPLL AL Sluenl o ey 2uch o8 208 DULLOL v i
pREPLbRfte CleEFlst St ab-s8@iuRPHLE B8ty iEdid, £id la%ﬂlﬁ%%ﬁf, t&cium laurylic

Preparation of Internediates Internediate
a@dpe pexlaminonaced palyaafenomietal (s2lt such as calcium N-lauroyl-B-alanine, zine N-

1%&%@?%%%5@%,: dgﬁc'il%?l ﬁ\ffga?uh% %ll}'rc?ﬁél étl.'; hinddd S ARR A8 S(Sly\‘fgglgrﬁ metal salt
séchadl dlciim3NtIBr@zPlagribe, Cldd@s YN -gb BnildVil-Sauiie ENL &yl Wasic amino acid

prepared using_the general procedure _of Bal dw n, John
such asn gt lpwiogtL-Isin@r dNerpalmppylslysinanANo-pelimiteyl ornitine, No-lauroyl

S0 S e T S DU BEERE B SRR s

Het erocycl i c anal ogs of the anyi hypertensive

b- adrenergi ¢ bl ocki ng agent
(S)-2-[3-(fel/t-butylam no)-2-

hydr oxypr opoxy] - 3- cyanopyri di ne. Journal of Medicina
Chem stry (1980), 23(1), 65-70, which is hereby

i ncorporated by reference, as follows: A m xture of
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hexane. Products were eluted with a gradient from 0-40
% ethyl acetate in hexane at 70 nL/mn. Fractions
W@ ovba»ITdng the title compound, which el uted apCRBS2006/606437
were evaporated to yield 3.48 g (54% of pure nmaterial
as a white solid and 0.53 g (8% m xed fractions. In

NQM6ﬁg@c?Mgl9é1hmlﬂw&ﬂym¢fd $ucBGs Rt caprylic acid, o-amino lauric
- am no- hi azol e-5- carboxyl ate was used, the

%ﬁi‘%ﬁ“ﬂi thabkwowegwle& Beypr ommenmytosropolwp@thymw@@yme golystyrene,
A nbont o ol M BT g0 TP

- but l(Btyfe&ebo?ma)/aﬂmn aﬂsdrbﬁgt bzl @n5co@pHeX Yarfndgbbnzoic acid,
A sol.ution _of meth
nﬂrftamlgleqeél}ﬁ k?ﬁ’@%%iﬁc aPHIARINCaniiY] -henzeatn a)zwaqaguso capiyb benzoate,

0
e;fﬁé}%ls‘%{ae %ﬁl }atelghgnml% stgs(tﬁft}??% é}%egeﬂr?ﬂ lsate butylphenyl
saljiodaos hibmowdtydl nsahiyylatexibdezy 1€6narhic wed, @dﬂad:tho'ﬁlyeZ ethoxy ethyl

resul.tin mxtur&awas stirred at 73 g}for 3. h, coo

TG A PUABEREY retEngpHBY 8¢dp SiRaranethexry, aaw SLethythexane
TRyl e 8indMRicWasid Mpi@chetdkl) Isbhragiie Si

gp%%??& um plﬁos g}pé (A?OO ) S'Mz)ﬂngy'lstg ?‘?‘?‘ggn?%gu &;()pmpyl diisopropyl
aianiete \Aeséeradmmred vtl@k@lc{) Wd,slﬁﬂwladlmkanm agid,2 hiydroxy methoxy

Was extr t ed
b%gr %gﬁos HCPyddI or o eﬁ%?]% PReH Elcaaﬁme%{ﬁli tﬁ% ﬁaalgtgle{ﬁﬁng dibydroxy
msethoiyabeszdpyeshd] tdilgmirefy &fdthdiﬁrsbﬁizUPh&bh@ rdlﬁﬂfoﬁhﬁé Na, dihydroxy
extracted three nore tines with ethyl acetate.
bearaphaRRRCe x t fehrahdrophsnenpherpneNa 266t butik4 ematbeﬁtedl@;lzoylmethane

B DSDShAEN 55 ISR 85 P GBS ot

hanzc&rmtro}eandlﬁud:keready for t he next step 1R NMR (300
6) d 9.3 nd 1.47 ppm .
dphg LC H—fﬁse{‘fﬁtlﬁ§ 2. Gg‘l’) 5108‘6@156 Pr ?B@%&tqlon 8f°h?0ﬂc acid,

tﬁ@!ﬂbrohg&iékydlphenylether chlorohexidine %lucuronate henox ¢ hanol, resorcine,
| uoro-1, 3-benzodi oxo ani nol car bonyl

1§0PTQP tthyhenol4-arujenar ralieplie Acibol lenc opllxﬂ[uoﬂe [ (Denzalcomum HCI,

pgg ggri(s Car %ﬁ%nggﬁmghiu?col'l\% Brrl]éecy enic a01 é’%clz boxyli ¢
2, 2- diréfetted @ntheﬁdd?ﬁsﬂ@dhddoﬂﬁﬁise 5u%ﬂﬂ}'cﬂ?o>&y&ﬂﬁol@9pr09y19§allate ellisorbate

mml)t triethylamne (0.3

apflthq like. 3_ henzotri azol -1 -yl oxy) (tri pyrrol i din-lyl)

phos [Qﬂ?r ,

ol ?’tﬂgf@ﬁg@‘ﬁﬁ on ﬁgﬁﬁgeﬁfg i ¢ tﬂé?@f’i( ﬁoﬁn)q%%ratg n?aqlc acid, sodium
nsdlatey Bdnaic ﬁ@d O@dﬁum ﬁlﬁhai‘ic woide sudditic G@RI) saditint B&ddinic acid, sodium

ol e Ther |ng so ution diluted with ethyl
hé(g’é’t’%‘{j S%W&n Rﬁl?sﬁ e pad ﬂ’\éﬁg‘et hen sat ur at ed
br i nereflhed kamg ead ns%étaz{jélb&%l tha SO1) and

evaporated in vacuo. Ihe resdlting residue was
chr ofatthgmapbedtien i@@redientsf nwiyl be aadglefl tosiamg of the above-described

di chl. h h th d t tothet
cBFBPHEo 01 e GAT O B b e ATt 3o DLes Bgdiey eness Hom 0.1 t
586,6h@b @réf&ala@xam tY3%, lﬁsﬂ%i of il chpotifien pr oduct s.

Fractions conf ai ni ng the title conpound were conbi ned

and J@Qp@b‘é{eé@SQf@@ﬂl ei&iect@ns rﬁQbeaSpmmreplub@etVetmmlme&pld soluble

dtgrrng% th% B np({%ﬁ% fys%(%/cg d HPI(§ d V@ de ex(tjxjact and other
ifbrd@es, c(a‘ia, bd Jﬂ)tam@d %_7/ obﬁvenltﬂdhal rﬁet@gds( &bsclbwd, in/th€ Jitdréhure (c.g., see

I H neta coupling, 6 (dd, 2H) and 38 ppm (s,

l\@p.‘q;umcp#p%th@p Mﬁnﬁ§l fgr Q;p degp]@pmgnt (pi'riéepgﬁmnaé ﬁpp}fed preparations. Seisi
Pﬁvgnjznlgdd f%S&oro |, 3- benzodi oxol -5-yl) -1, 3-thiazol e-5-

carboxanlde A sol ution of r - Byt vyl

(5-{[(2,2-di fluoro-I, 3-benzodi oxol - 5-yl ) am no] car bonyl
}- |,3-thiazol-4-yl)carbamate (242 ng, 0.61 nmol) in
di chl oronmet hane (20 nmL) plus trifluoroacetic acid (2
m.) was stirred under nitrogen for 1.75 h and
evaporated |n vacuo. The reS|due was dlssolved in

oy o o o o o T Y, | S
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IH), 7.40 (t, IH), 7.14 (bs, 2H) and 7.01 ppm (d, IH).
Internmedi ate B-5 Preparation of

WA 2@ai098I93N- { 4-r (tri fl uoronet hyl)thi olphenyl } - | PGFUBI08&@06437

| e- 5-carboxam de This internedi ate was prepared by

usi ng the nmethod descri bed above for the preparation

of Intes Hﬁdz ‘ﬁﬁlfﬁlt%ﬂapdﬂﬁidh@ of tihd Isﬂesénlt ReRfBh B M 'ﬁéé&ﬂ safely. They
ani line rather than 2, 2-difluoro-1, 3- benzodi oxol -

arg fpRrdoNip tespemals and mlmmno:ml@tml advemoeffes. d 9. 78

(73 15 ! fgpparﬁ‘:?’g%ﬁcé%th Itfg)spﬁeéén?nzi \;ecgjaﬁr? ?n?/m?f }_tgqs_ aé%ﬁtée%ﬁe%nc%mpositio1ls

¢ i) fodmiRited! viitle RsEidirdyt Riweiridt @E@&ﬂ’&ﬂoﬁ@ oPthe present invention (including

r2 (am nocar bonyl ) pyri di n- 4-yn
Qisthe ff%ta{ll_ﬁgwg@e frultpﬂ@mtﬂl@?geaéfthgtbnglq or the root, and including

STy

prepgratias, feslr frad, Kt juice edrnalyhaxinatbt dnafriﬂctmaiheﬂ&gf)aﬁsmg any suitable
oncentrat ed ulfu 8. 80 mml ) wa
iften ariegnt of Dekrs i ﬁ@ﬁﬂé lé’ﬂ’eth%%lg ngﬁoz@é thdplipve the desired
R YAr pef,.0 f t e
e Ry DR kP, Ky prdpifatoh, M8 RedorBlCpbove,  when
admainisteier] omnanateuimeesafvet heuitabke time pegisd. kSpﬂtaHb@aNmmIts or doses can

\68%% %‘eﬁe él}ﬁlj]%or{] t f HP ﬂ% %gggﬂls rntzgql, 8’2 ecesd&mn W thia Hsease being

ﬁr@mﬂeraﬁﬁ Wi bA thé"@ve‘ijg?ﬁ?'df aHe A}6&; sé\fehg' cﬁfﬁg'fbﬂn@nro‘ﬁ%sand period of
nplete the ice bath was renoved th ark

%mam?r@tl%gn@maw@@h@a@nbztlmowsklhl@dmn heatt ng and t hen

?ggr € g\ﬁ]&bcfe %n?&xllt%% 988@ &f t}‘ug g??hv% ru?t p(jlu%lonl g%ﬁr ?rfgsent invention

ctahencfl&@e; tih @Re ehdsHinvet eanvimsdiad oﬂﬁbrrﬂ\&lidilt 8.1l g td hl&)ut 10g per kg body
%1‘8 and. water. The resulti ng mxture was rap

Wg & ﬂ}ﬁnpaélerl%\ra@é Rrpigsabla Srogg | abguiNA OB 2\iRes %d‘%ﬂéd"elght/day of the

%’vé}m ¥h K

: Sone Vs ata at e al‘é\%i%ll}rsa %MF@V\%@ dé\% nV@ﬁe ?}% Webe administered

OTiCR tpar éamc*eer@latsmcs mnaﬁay,rmnnﬂongmmovana:mm(é 2| e‘&m dew days, weekly,

BB 36" e GO FRdeliof B et desores JRbohe amount of
1okdy kigvifridt ?fﬁkmwﬁ o8 tiReRedeat R et %Bﬁld%%@éé%t béwv%én about 0.01%

was extracted tw ce with dichloronmethane. The conbi ned
text00%e by wegigldy Ia@fbl preferaldphetvared aéowap@@éf/cednd Abad A3de by weight, and

esi du
Jpli%e}lgr/% é’%\(bé gtg é(rﬂ% by1 Wgt%%t }%\%sec L r{ﬁ‘% té\%r Pﬁeﬁ%ﬁ achdthe composition,
iacndegat aon airmiuhowsobdvWeapolalng aald160%} 1Rt 01t @ickn@nt. In one
13 9.0 (44% of pure title compound. The wash
GRpasinents2 PMeRCcItsAk ImRogition 98 thei Rptopt By ARENH Geatcedtain about 0.01-

%%é?)? ﬁ\% é%y t gﬁ Eﬁe 44 “?fh%‘”&kﬁ 5%533%9?% %}f_l}%'\&es(eﬁpglg %ﬂl}'éqnl bnaasd, on the total

@elglzﬂtc(fhbccdmﬁqsn&noo (d, IH), 7.81 (bs, IH), 4.39 (q,

%_—D ( ?}glp)ne f%ggglgng&nﬁtrp#t@g gl_;h!\glfspgﬁé@%gn 09 the ha;d“y Kiwifru thc preparation
&“tﬁ@?f)ijés@f&yﬂ%ﬂiien) Ry 'bQ 1&’ed0ﬁxf£§?< 1t1% Atuﬁ&}{ gBut 20% to 90%
- (am nocar bonyl )1 soni cot g,
fﬂﬁldb’)conwnabwdlluluai eokvaen lor (gﬂa&@leerCIMEg smy mcemlnam detween 20% and
%u(f .0gen. as so |umborohydride (2.92 g, 77.2 mol )was
. %Wréerm "h stirring at anbient tenperature, the

r eact TN SofCaldaionhl YorpanraRed By c@ﬂﬂbhh@ﬂ n@iy g&lefwiy range from
of saturated aqueous ammoni um chl ori de foll

@pufr(? t0n2j) wiw P4 pethldOtylsbloi of qhmqmmmmoanmctudm any lncrement between 0
@ y) 51 yvacuo %o | eave a white solid residue.
0ous $Hdtum chl ori de (80 nmL) was added
foIIovved by f|ve extractions wg¢h 200 nL portions of
ethyl acetate. Conbined extracts were dried (Na2SO4)
and evaporated in vacuo to yield 3.85 g (98% of pure
title conpound as a white solid. 1R NVR (300 MHz,
DMSO-J 6) d 8.52 (d, IH), 8.00 (s, IH, 8.07 (bs, IH),
7.46 (d, IH, 7 60 (bs, IH), 5.54 (t IH) and 4. 60 ppm

Y Ar= A 1 ISE 7N N
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sat urat ed aqueous sodi um bi carbonate (150 nmL) for 1.5
h. The phases were separated and the organic extract

wok®emehed twice with water, once with brine pemusive6006437

dried (Na2SO4) and evaporated in vacuo to yield 10.71
g (83% of pure title conmpound. 1H NVR (300 MHz, DWMVSO-J

6) d Ta 8he( d:mbloﬁl)menfﬁ 48 c()ﬂneti_cH)co ?/Bﬁﬁ?ﬁz Seorh ses 6thg4hardy kiwifruit

&%@ 2H) and 4.60 ppm (. - ES- .
gragion @ﬂ{ )ﬁ)prqsegtzpnvg} 9B 112 an pm@pgr(gtfm@h abffut w1th O Ol to 30%, and more
gi(’:e{efeglglglgcd}& ngd;g%t@%he lw@%’g'h't fidRa o Yid AW Gvok 1 oPH2 con‘Pf)osmon including
any( mhtememtrbd:tmbl) PP Veckind-30%g i 001¢inbRn@nts10 Mol ) and

trietP 5 ]d7rTL) i n di chl orpethane (10 nil)
was s r?/ralng 4 HREHo JEISIWA t SOTRRSILRR IROBEFiNg gthashardy kiwifruit
9&9&1@&&1@6?&1}5 fr&@ﬁﬂﬁbgﬁloﬁ Indt %hmd’ed H s bk \ﬁaa%dﬂﬁ/% o a beverage, can

over stirri ng VVI (o] 0]0)
Wmoght@dem apameteirraging frateabiont 0.bue 95 e et mifrably 1 0 80 Wiw % of

T t t ed th
B T L AR B s 01 et
Wt’w%aﬁl ol ive/eh % Nev2sphdnks, dR db Qi ARGt Likr l@g\gﬁ‘lcéf@ pr-eq%?ab y 3 to 10 g per
silic

resi due was purified by chr omat ography
AY: Hchiding any ingromem- Bwaet hag eer ilA0mi @ndmnpmhmﬂeml inlg

f correct and pure title
%gﬁﬁggﬁdopﬁﬁ%b%%%émmpﬁ%}g& J6) d 10.75 (s, IH),
8. 30 Kndond bmbo&nibﬁt (abhealihl-ﬂ‘oodhﬂ%e(ISiresehHXnSveﬂngr? cofprises the hardy

,%gp 2E2 nd 2.13 ppm (s, 3H)
éfr'ilt Qon pF?Pe‘%WYﬁ““PH 85 0.0 fip 8P Yre Bedarebly T to 50% by weight
hisepah @ﬁé %] Heigh .

N T 4- (chl or oneetl% / Ofg)l/er? O-S 1-0\? f glé: le‘%dlr%ﬁ o4 lgcwll}lselnﬁ Bett“ﬁsn 0.01% and

FH56.Ho dsl % srerndresl for pr epar ation of Inter rredl ate E
de i nstead of

and substl r
acet oXy&c&ét Jit %c{\ % th gﬁg !be‘feﬁ%%’r FEHPHsS theydwrdy kiwifruit
m&@@ci@dof ﬂfénﬂn’%séﬁ@ 119V6‘ﬂf10n in an amount of from about 0.01 to about 20% by
-(chl oronet hyl ) pyri di n-2-am ne and proporti onal
%?%glgﬁﬂfsyh@fot@tm@ghtrc&t@@mrngSTthm }nCéldﬂng):ﬁny( 1nbfemetmotr¢1w¢lald 0.01% and
g t ilj.ca chr oma ap 0
B s PUTReRl Shofiory Qablpedr my Rulfde Bitio i 0.001 o 5%
tgmelgh@?ﬁﬁmmslm(ﬂi) IcatBd tyhadight! s@ss @001 XJ D09 1S whi ﬁt organic acids
SI r eg cqonpound and the diacyl ated product Nacet
q14t0( o(h,yowg}tghwsyvg?tpp@, a,apdzﬂa)mo}rsa@%@ Switahde eaiovutt Prov1d1ng that the
HAGHI5 B ext _reaction. a
si de py%ﬂa%%}@ﬁl\ﬁgéggg Z%faFI%P érg %‘Ogﬂt r o%r%%t%lﬁf‘ atti%fb?ﬁ? gpscribed hardy
ktl‘NérlsU psapquation ofe et pmserﬂ: Hnb@ﬂﬁo{ﬁ@sﬂ aM‘Esser@?@ofﬂpoﬂent there is no
29 IH}l 7.41 (d, 59730 (s, . IH), (d
plaf_tﬁcula Jé%xta(t og_ﬂqe r Jiqy W({ﬂgntsmq}lereggﬂwg)thqrzcomponent can be
h86u siwbbtbliets abRleE MAVof 1 !
Vcont arSn nat |enS§g ad| acyl 8 o%g%nr?# % %g(\:/vhsgtg q%—f l]\jlf/Rgd((%getOl\ﬁtconvemmnal
bersrage Examples ®f (stgh $wheterBrs1@ flavor kifanc@8 idduded but ik not limited to,

2.25 S-M5 nlz no
et 5 . PR, g ke oo s
ﬁfda&)sﬁ btes @RaEBadestshéh 9 BARIsE rHhcl‘?)fse Etlaec&lwent‘f&ﬂpﬁ%psssuch as dextrin,

is possible that some of the peak assign

CM%‘Q@’%%@@VW@@%@QOWSE weaknast ?hsélttdegnd ed'thﬁbbcﬂcakddmnbnal sweeteners
11?{\?%‘:1%%?1%%% s, ls %@%é%g% g j&)’%@@gﬂﬂ? éeg]grgyrrhlzm and

dalsvang'eﬁ tierevt! zi”tﬂd&dlﬁi%&&:ﬁldﬁ%@vfe@tren&% BeH é’at 42@8hAn, sucralose, aspartame
<ﬂt ermedi ate E_and by substituting 2-nethoxyacéetyl
apf, Aeyaues thereahd The alﬁ@‘élttdbfﬁ%?c‘élow -degrribed dwedtencgs epflayor enhancers

f
ggﬁ%%gg&tﬁ r)f};la) yrllp{ XY %%gd :f]e(égi]gnré’/ 51' Eg]Fgog in g)ﬁgfmo of 100 ml of the

amounts of other reagents. Thgyyield of pure title
conmpound was 397 ng (45% after silica gel

chromat ography using a gradient from 0-40% et hyl
acetate in hexane. 1 NVR (300 MHz, CDO 3) d 9.00 (bs,
IH), 8.31 (d, IH, 830 (s, IH, 7.13 (d, IH, 4.55
(s, 2H) 4.06 (s, 2H) and 3 51 ppm(s 3H); ES—I\/S n z

NA TN ', 1 ISt 7N N N I L
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substituting 2-nmet hoxypropanoyl chloride instead of
acet oxyacetyl chloride, Internediate I was prepared

w0 e@a0®623 ng of 4-(chl oronet hyl ) pyri di n- 2- am nBCEO006/006437

proportional anounts of other reagents. The yield of
pure title conmpound was 341 ng (60% after silica gel

AR A P! STtk 1o, 1
(ﬂasamdnw. 8.30 (d, IH), 8.17 (s, |H, 7.16 (d, IH),

?6773%% fooq% %@p%&%&dﬁ%éﬁﬁw&%@mn sgggj/, c:)Lr 1%17)(11§)gp Tthe amount
bfg %%%ﬂ%%@é%%@?gﬁé I Q%é; fg?dl r&o%g%fﬁﬁ@n HE&&/ %gfﬁ%al%y Fﬁ'ﬁ%@ ORI Srout 0.01 to

29 et It@ per 200methylh pf d’@ép’resent earngbsitiom, preheibelyisey dtrement between 20
jtten in JACS

V\gw 1 5‘1@3 1 )li/!é\)zl 70, \WR ach ? " /gdlﬁcgg]rg e ﬁ’@ga Fﬁ’gghé]tvéﬂ Hy also be mixed with a

fe%ﬁ%tﬁ:ﬁ%% an"‘ﬁﬁmb.’lsfcgd 1] dcnozirh&)’fﬁ of /fro%‘P |aH$1itQ§"toof00 ) & per 1 kg by weight
pot assi um hydroxi de (8.9 59. 7 nmmol

bmeé onghel t@@ dricdoflelgm dfath@ lfeed/amcmdnrrg m wctelmennt betlmem 5g and 100g

011]l tro n as I, -trichl oro-2-

‘ﬁq’%r%?}g mf me of 40 O mmol ) was careful |y
addedA%&ngge iP\MiSrant Bhjebl Bf e PRECHIS iielhbh RE WaSide a method to
observed as a white precipitate formed. The ice bath
srlectivelyovagylasd (Tdyl a®l Ahd. inThener eespenson inves peiient rb%d adltmmsterlng or
PRSI ErPeL IS LS Bl BEPAET! Shfediodlp guemosnicn

v&hpositiea)) arfeod védltiiy afidalth i@dcb(incﬂﬁlding larts@erage bha food material) or a
nmet hanol (350 nL). The filtrate was concent rated under
OMROFHIR, RYNMATHES, QRSN orsenillyi ply CAgaYsing of, any of the
u
P R PR Rl RO K o A Iy S O R, e whole
ﬁmttr ﬁxatstam,sthel rleaefﬁth(eNiarlsco&)thambt,cmni:mhldat@m}i preparation or extract or
yield 4 roduct, which urifie
bnebaEart st i Gineclied prdHegitipns. nai e rpaggpubproptRged preparations,
RUSHE fluid | i PBQUAD afp cRtre @l & l:@lﬁ:%n@étle Wfﬁ&ld@fi%ereot) and in one
distilléed at 105 OC (28 mm Hg).
@mbodmgent 3.c2ade( @(tlagtH}i tqﬁljwa‘teegolp@me((gactgcpi) an @hy;lrﬁcgfate extract of the

PBRF BR R nen PR e TR PET Tt pERLOR plRlescribed in

détlaﬂl dbevoTERDyeYticidariehhRfioRanel & ﬁ@Vl@loﬁﬁanﬂe gomp&sitdon results in at
) rather than 2-methoxypropanoi c acid and

lﬂa&tmetqféh@follammb@lo@fcabﬁcﬁwtleﬁe d@eisdaces e pumpber of IgE-producing B
t
GRS AR LSS ARt . o e seram o

phaspe) iid), deb:p:aée% p48d1&€o(1 3fRd/omiemly .of bt-TevR ((Il@l]ﬂ23()ymklﬁs’e @%., IL-4, IL-

5T (1521 @?&ﬁ%@%ﬁ% %%yn]a(val. Aol %agt fhi‘bhpr et °”+H‘5flap IFN-7); (€)
Ogﬁ‘égsg&hgﬁed‘é? bf gréﬁloﬁq;f@@t?m%@ﬁ@tfdn%gtof QFA’PAQP 3hahdrekes the level

I nternedi ate Step 2 substituting
af mqtrbﬂslqn & ﬂhettﬂa;lhmpcpmrfmyd)r Thegr(ghdmcraasdsethe lofel of expression of the

i 2o o NAACER 0P RBERYT Yy PHBPHE S SePHEDaHne B cells in o
Pﬁtfb‘ﬁ@r(i)' 180@hsed AU Sun® b B gprf)@tﬁﬂ@nﬁ 8-pati&}f; o) @Alﬁn@écd production or
|tlecon'poundvva3123 (69% after S|I|cag

e¢trvatyentoldrlab hymphsicsigs 9@% @Dﬁlyﬂ, et tpartionlaskyxai mesite 10 inflammation;

@I(!Y%((;r(ags’edlw(’lucgws qgr ?%wnly'gbf%%(lbg&rtph'_%ggﬁ (63% é@zlz-lsﬁ) %ﬂ} particularly
andsife Fnf@Efimbation; §Hlreducss M8 nithibe24BleG 1-hbitlciug BRIells Hla patient; (m)
(mn) 2.12. Internediate K Preparation of

N-r4-(chl oromet hvl) pyri di n- 2- ynnet hanesul f onam deSt ep
1: Preparation of -r4-(chl oromj hyl ) pyri di n-2-yl 1-

- (met hyl sul fonyl ) net hanesul f onam de A sol uti on of

4- (chl oronet hyl ) pyridi n-2-am ne (500 ng, 3.51 mmol)
and triethylamne (1.47 niL, 10.5 mmol) in ethyl
acetate (4 nL) was stirred under nitrogen in a flask
WI th ice bath cool | ng as net hanesul fonyl chI or| de

~ ~NA a2 AN O~ o o g e
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reagents the yield of title conmpound was 218 ng (47%
after silica gel chromatography using a gradient from

w®2000/0987¢3 hyl acetate in hexane. Though there B&EBUS2006/006437

evi dence of contamination with the starting materi al

4- (chl oromet hyl ) pyridin-2-amne in the NVR spectrum

efhRs 'Tgé Shiotht WRIeE$ §odddAaHa %Hﬁéﬂ?;eﬁncpb'f '(1@' &%ﬁ%é%nthe level of or
and side products were separated by chronat ography

mbdwntion o€ ahleast one¢ Epkottiehd\ivRh¢ B8EnVHz, DVSO-J 6) d

|1|(_)|) 25157 %ge?ér(%ﬂnp%g)d % th%?psf%selgg%t/?ﬁ%o%aﬁlélgd,es&kpyetfg@ z;?re%fj&e leukotriene
;ft@@lucﬂioﬁ % g ?Hﬂiérﬁ,, thereby trbdoip: or 4@w1idratilv ot teastBhe 2y@Btdih B a condition

ntermedi ate N Preparation of . L
or4ligeasd aspenmatedyith poukiotrianeingg matient. rhehipetihpd aByprisisragministering to
the et hgds d ribed for .prep ti.on.of .| nternediate .
O ERR b R S PR AT IR kB R B desoribed
lekdid |(incRatypeatat gart b tHer e ithé &/hbleasit,ihe Ranedhe fa@the bark, or the
180 of 4-(chl oronet hyl ) pyridi n-2-am ne and . . .
18P% p?g’%t ngHlings ARY) rePapAtion: fle eXWch nsIcepiEaty  thpigopfincluding dried

Ll ec o  lica

o o
@acehedngratenoihfrxciva thededbDwed tnyorter amihodahewna efudehsxtract, a total water-
residue with ether to rermveacot%m'nant..l. NVR .
° e}tréc)'t, Proamy 1etle§él aqe%te gxtrpgt ()g t FI_}}ardy?_lgy%Fn together with a
ﬂh’ﬁ')mac%uﬂ@all actditabl® - ARidrd thek & 4P1@9er£b51y, %ﬁg AshnAtrdéfon of the
ppm (d, 3H)y; L : 200.1 [MtH 4+, RT 1.17 mn.
dontpesitiodicdttiee DvPntegwaresitlison thé reduction of leukotriene production or levels in

4- di chl gr.o- 6- (chl or ojret hyl r.im di,n hi.s _produc
i ol it it Porg s arai LR Sl B4, bur are ot
e, dshfhi BRd dlRrds @H&gid\@ﬂliﬁg&i’@m@Qﬁ%ariﬂ-,oandﬁﬁagic dermatitis.

which is hereby incorporated by reference. A stirre )
I thiseprgbeiment, preferred routes of administration include oral, inhaled and topical

SHERALRH MR Tl ded bt PatblaBaEe 127 e
for Ithemethdédestiibed geove chh®e nised for ehavpigvaninesdan dreatment of any

evaporated to | eave a dark colored oil. Ice water was o
AP 97 S ARGV IR TRFURIAS Olvids 1RRIPE CEPgnIchingthe manner described
- GRRLRIEL BRBSIId i';g/gréa{&%%el BOrRhCYRR MpsRed W th

brine, dried over SO4, and concentrated under

r edudéds preesforer &n pbjegl v th2, preshint iMwsnper6to provide a method of treating

hl hyl . di yel | il.. Th h

o TPRbey At BEoulf oo ar RS drBs » mamma,
Mﬂrfsirf‘gaddhﬁﬂisteﬁﬁgw &fid Bihihal RhRPRE®E diodnd 8f 8BS W8 Yhardy kiwifruit
was further purified by chromatography to show the

rireparaidng glesavired hereinvEn¢lnieoagy et @f thafuitsthe wiplefiuit, the stem, the
4.7 (s,a.2H) .. Intermed ate P Preparatiqn of .
Bt Ryl R ot RS, el B ppnpsate thereot
iatlufidgClricar pRyhiatbik, 4roplexraétbanat pfoessdpl grepdrati®@ishyesh fruit, fruit
2-chl oroi sonicotinate (5.00 g, 29.14 muol) was ,
jHicss e g extract or gprcepiypte arfgotien thereod)1@dginopie gpbodiment, a crude
0 oo TGS ' S i
R s R e e A e
togttherdditly 4 phminacanitaliy ssteplablewerdict thepetm t o room t enp.

After 4 h the solution was cooled to 0O OC and, quenched .
wi t h Asgortng &y hginressnt myention, alipseig dhssases gap aﬁcmeagut are not limited
. ‘ . 1 on it . ‘
o, Wl K PR e RSt LB BB byt
vyipetsetmifiviey gmeumonitientatletged simusiviac noaptiyédxuls, ngll@ g6 rignitis, allergic

(70.8% of product. 1H NWR (300 MHz, CD3CN) d 8.32 (d,
1H, 7.39 (s, 1 H, 7.29 (d, 1 H), 4.62 (s, 2 H and

3.53 ppm(bs, 1 H). Step 2: Prgparation of

2-chl oro-4-{chl oronet hyl ) pyridine A sanple of

(2-chl oropyridin-4-yl)nmethanol (110.0 ng, 0.77 mmol)
was di ssolved in anhydrous THF (1.5 nL), treated with
/'Y,iV-diisopropyl ethylam ne(0.29 nL, 1.69 mmol) and
cooled to -78 0C. Methanesul fonyl chloride was added

N "~ SN OA o .
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stirred with potassium carbonate (0.344 g, 2.49 nmol)
and heated to reflux under nitrogen for 16 h ,after
wakioehol7he reaction mxture was filtered and tPEI/US2006/006437
filtrate was evaporated under vacuumto give crude
title conpound (670 ng, > 100% as a white solid which
Rfpic &reRtitd, bMdbions Bératigk] difenic urticaria,
?ﬁﬁn&ﬁﬁ?é %ﬁe'%ma&mw@s e e (bsg 2H) . 8.75 (bs,
11h.§d¢t, alBrgiss, fehd anegrglesmnﬂair'qsallmws 6.83 (d, IH, 4. 60

298 gn [Of&ﬁ- qn_%odmn& tgz‘r Pﬁﬁghc)odl égaig @%g (%%Etrugsgayg | 5spect of this

eBfbodiment, in addition to administration of the composmon compnsmg, consisting
{2-Ff4-nethyl -1, 3-thi azol - 2-yl )ani nol pyri di n-4-y IC}
essentiallyno§ of mnsgﬁngfof N.l{az;dy( ]{1w1fru1t preparation of the invention, the patient is

terf.- but | l;
%Hforé%lt gl ﬁ&éa%d@éﬁ?ﬁﬁoﬁb%ré@ﬂ%@ﬁﬁg IT%{ll Atﬁ%f{g;'rd(?é@g%%% éﬂ;élﬁk’lmg but not
Hr8itebiBtona, togicdBstemdid nedivatidrhamolthif bﬁlbﬂiﬂhﬂ@iﬁsof rtaé I1mweeti0n the hardy

under nitro en for. 16 h and cool ed.. A whit i nk. s
ST o PIeBEEEN Hy AR omosreladiE piah By g sdministration,

W@S&x%ﬁ fk§ ﬁt1¥\@§ n%\égﬁ%@k?ﬁwh RoMaCHO dhlnikir&igh. @ second
pI n npari son of the NVMR of the two
sol i da anmhecra;tnelmbduhamt ttlhmyllwgroedbeaﬂqtheasthmﬁe Bbﬁp@@ﬁﬂeﬁ of this

and were pure _enou abaut 909 o carr

¢, ”W addpin ?‘h P@Wétps lro}lf?’%i\% 88‘“&%%} i ne(rjn iing, consisting
ers%?l'tlgfgﬁ oY b E&ls@ﬂﬁg 'w’a %&Qkﬁ@lfmﬁ 'ﬂééﬂggﬁt(oﬁ(]ﬁ t%*vaeﬁl\@QtHe patient is
c(ospomllfe@nth! w@te(ds\;?tlz H)coamjltlgnqlghgpw fo, aséxn,a u}?@m hytnot limited to,

a8 1nhale[ilvgfg1|]01d SELGHRT £Mdd difida ohiBna: Th GRE" @hb&iment of the

iftv drfEioh Othe Me ey KiwiNr(itpreparyti okdis aiindd tbred-rydst pyeférdbly-t3-canb or inhaled
ine A mxture of

qdmipisaiasy, Aifhaughdbe W@&ttﬂmgn% raite o ISHSh TS o4 Agiiatation-

anol v, d

9. 04 Agc%%l Hgécg %?ﬁ%&gé& v r{; 1%% a{lltefggén %[éi\flagg{agénggm:ﬁhdlseases can
inaladq. butherer \si l@knﬁed/vas whrmslskﬁd trionbles teyhisedclest amféalmndtlon such as

H\ﬁﬂgfpgé}%dqémigtaggzﬁé ﬁﬁqat ”ﬁl&q %t&)%lte \l;am %cg{t\ﬁﬁtrcg&g? at ecfong:]ogltagg cgwansmg any of
D 9l Wi G oM f}ﬁﬁﬁaﬂbﬁ%t A&l He?é?ﬂ ?ﬁﬁlﬁﬁfﬂg, an§tgay of the fruit, the whole

acetate and d | or onet hane he conbi ned

fewit,rthe senyehe laif,i the b@ﬂ@@sw r@noar@dn@@dtnrgaqrné/oprpmr%@uer extract or
and t resultl

E}HT'BEEE HgreRfdny ﬂgwgfﬁrgfgg gr%a{aﬁm% ik Vgggljécf‘tg?u}%l:?sged preparations,

SYAPaGLAL editRfatd) dr0any ekfladthe tddck@raenpofiadioasti@reof), and in one
l'i ght pi nk solid (200 9299 which was taken on to
¢thieodiesgnt, gtcepieaﬁgitractca Lmngl WYY Wlu@ﬂemta(@(?@ acemte extract of the

CDC?I%’ZV%’I[’%L’ arg Qlééﬂ} go’r %ﬁybegtél?% tx%.émféé, El%%@?gﬂ?&g%‘lg slégo 1%§ﬁmatmn ina
t#n40. 2 [I\/H—|] +, HPLC RT (mn) 1.14. Internediate R
reparati on of

N- ({ r Qhee ﬁp@ﬁaﬁl@tw@?@ww slissases At 587 O PESRYIeRRE frgid vsig the
#(9-? d&‘llgl %Hgi d(”jggt H&gﬁ gﬁ%@feﬁrpqgclﬁ@é PiteRRr abi 9iiRdd to, various

by su st ituting benzoyl i socyanat e
ddsrﬁtaeasi cofidigibdmy Isyst&nmylapwst @yﬁmdlat«sum gSIdi)c htimeb indtaumasion, gastritis,
rather_th as_sol vent

Eﬁtlgﬁgar %%ltlﬁf 1s, mp(&rﬁatéqtés; a 1@1 ?r%)%m %ui%lgar conditions where
& kdpoNRSarkidd! @tlgebndht of a Thl type immune

¥e%?t&?d§l?pgn@ zlhﬁd%yv\%;lﬁggﬁw t% gll chl oronet hane. 1 NWVR P
{BMBEYSYjoudd bdbdkficel. 1 H), 10.98 (bs, IH), 8.06 (d,

IH, 7.82 (s, IH, 7.73 (d, 2H), 7.37 (t, IH, 7.25

(t, 2H), 6.90 (d, IH, and 4.52 (s, 2H). Preparation

of Conpounds of the Invention gyanple 1 Preparation of
4-{r(5-{r(2,2-difluoro-1, 3-benzodi oxol -5-yl)am no] carb
onyl)-1,3- thiazol-4-yl)am nol net hy
}-iV-met hvl pyri di ne-2-c arboxani de A sol ution of
4- am no-

(2 2 dlfluoro I 3 benzodloxol 5- yI)-I 3-thiazo|e-5-

o . - ~ A ~
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niL) in ethanol (3 nL) and THF (3 nL) was stirred

under nitrogen with heating at 70 C for 1 h and then
W@ owbo3793The resulting sol ution was condensed POI/EHS100§006437

vol une by evaporation in vacuo and then diluted with

aqueous nonobasi ¢ potassi um phosphate (1 N), adjusted

to phi # MtiRedbietOsf B pREFeBOMS AN OIbAHE @ BEhod Of freating and/or

N) and extracted 5 tinmes with ethyl acetate. Conbined
pesventieg & Viel dni@etiey iy Namaonpl, peEpEyREAdatiBigtering\taciaisl mammal an

k@ﬁt’}'veéﬁgﬂng of éﬁ% !)f“ th(% Lg}cilaqr ;‘:t?xp p%ﬁ%rﬁﬁtgl@ dﬁsflif) Mggheggg ?glcludmg any

patof te ﬂru{tmhe 2itole ﬁruﬂ,Zthé stend, the ledf, 2193 ‘62&1{ dHhe rdot/ ond Bicluding any
2H) and 2.89 (d, 3H); ESI\/BMZZ 1 [M+H +, HPLC RT
DEgHaEption og@xtr @b canceniyyp thersat.jpclygling dried préparations, non-extracted but

pé%(%%s@ﬁ 4r5%0§1s{ Hegh drud, Fri€ffidd | M OG- SetdelbP e 8h@ntra®t or fraction

tl)amﬁ);ozindan bma;ehﬂbokhrﬁeﬁtj‘a amdb edtradt,) atuital ovatedt-$opiilp griraitnor an ethyl
- carboxam de ) xt.ure, of  4- . :

S5 Fie RGN SROPEd BBrgTHp R DiyA Phafmppgipally pifsptable carier

tHeresf. t hi azol e- 5-carboxylic acid (86 ng, 0.25 nmol),

2,2,3,3-tetrafl uoro-2, 3-di hydr o-|

benz Quéfexeh vBuseasifrm @6170111@ protegice mmIl)al by preventing or treating a viral

x&tgegc?qo%él g%ﬁ%% Brﬁ:a{foéﬂ T’X_,%:% o;‘_(ré% :%\Inpu% hos orr]rpelréfx yiruses, , Epstein-Barr
virub&t b, GEpatitisiisusés, Tlérpwﬁlhﬂlsésp uEM%néa Yirates, pledsles viruses,
di chl or oret hane (3 nL) was heated with stirring under
TRRMPO YEHSEL DEDI lgrrfaowrgws,hp@m@ﬂ@waewmmea%(ﬁ&ry&ﬁs rabies viruses,
al remai ned,
R RN S
2 3- dﬁuhyldg' theke 4iessz mr@'mamsﬁha]pbmmr(l&@ o h@paZﬁlsmmis% are more

was added and heating nti nued another 4 h befare

RPETFG aBt o HFUkF R r‘é(ffwggtf? G ctaEePTeR raddt fopt IESH’“%?S belng’ even more

p?éf@ﬁ@d atd Vife QB eHRimaBalfiBnc” 8dUGtnof ONhALS N@articularly preferred
ractions were evaporated in vacuo to renove sone

1amphmimphrq Vigusgs droph ewhlcpnwr potech e anapmal by eobvaqm@ os treating a viral

TR PR SR Rl S S B oot vinses

(Hrerc léﬁcﬁ Qs YHEL Y- I b HTEV’@I)C‘BWQH Neukekfia n@mséslﬁ(/mvaﬁand feline
(300 . CD2d 2) d r? 8. 47 Ss

1@11@3’115( glruqeﬂ)(F Lg’sDGquﬁpulalfly prefelggi lentivirygps e Wi? k(qgnan (HIV), simian

F ,If?_]dn 7@‘1@ b cag.é)e”(an djjgng.gk%f%?ﬁl?y (vggsemwl hith. B and HIV-2

%ﬁ&e&eﬁMﬂr&preféﬂfHdC RT (mn) 2.69. Exanple 3
Preparati on

a- {1 (51 FOhes ‘icet gbS- Rresenh EYSHiAToleopoKidg 2 mathad of drepting and/or

ffecti
p‘?ﬁ)’elgggé ’aebanfejr alrr%l an ammahy(t%n}pns ine admméstaerrhlg th rTs]eudem_ait_rﬁxlmsal an effective

amsdu@t oA bhnyvas$ ther leqpdy d{dmrﬁtsutrmepdnmcmanksarﬂteﬂ dxebramimpluldmg any part of

or, Exappl ut. sfarting 500 of 4-am
b st 3P st Molte She et R et 18 PRk, i 256F ding. including any
EaRPArANd8x B tRIEHH0 ﬁﬁdlﬁlﬁﬁ‘% 1€H‘%éﬁa§atf2ﬁqs| ﬂérﬁéﬂ%kéﬂt But processed
Crather than Internediate al'so proportional
repuaticns ofiresthelirat, héwtrwa@t |oa;narwo SRR NOTS fraAmIe rthereof), and in one

&g%ﬁ’dﬂi%ﬁg% o g%%gécg,f Olli e\’}lqir%rdﬁagl{%idszt%@ kogégr eyl ﬁaetgte extract of the

abdy KilviBui\asg it it e phadina &0 f Rceablt keriied thebeof.
before crude g@oduct was i sol ated as above. This

mat erGaceiia® peiticpied dotbprexenteshasivgr hp Hpctbads ppgd @gn@eﬁmons of the
AP bR s ARR e O R Ay R B Bhctufloryas, gomamous cel carcinoma,
re-purified on a second columyjusing a gradient from

0- 1% net hanol . The yield of pure material was 264 ng

(36%9. 1 NWR (300 MHz, CD2C12) d 8.57 (s, IH, 8.51

(d, IH, 8.13 (s, IH)y, 7.95 (t, IH, 7.82 (bs, IH,
7.75 (s, IH, 7.46 (d, IH), 7.20 (bs, IH, 7.07 (s,

2H), 5.56 (bs, IH) and 4 90 ppm(d 2H) ES ME m z

Ao, oA N ) SN NS
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nmol ) in nethanol was prepared as in Exanple 4 and
this solution was used directly by addition of L

wo0 Wodiossphyl but ane- 1, 4-diam ne ( 117 ng, 1.0 nP@i/P$2006/006437

followed by stirring for 3 h at 50 0OCin a sealed
tube. HPLC (gradient 10-50% acetonitrile in water plus

beea0b8ntEr) held @d mdck Panindfeyegrdid Sai®imaa] 86t tidghe sarcomas, bone
ester so additional iV, L ~di methyl butane-1,4- djam ne

sprgomay, testicnlarnBAnceiin PTENRTIC CAIIeaISh OYATIMY GARCETS ohlpddRiepncers, skin
cfaﬁ)crer er Ea&cﬁ&aa%&sg&gﬂ% pﬁ%ﬂfg@os%&oﬁak,ﬁ Iﬁ%a]@g%ell tumors, primary

hepdm)o Um‘bersl INVR ¢aBOs, I\/blzncr@ﬂfé@ncdrSB gﬁstr@dtesm@l cahcd®, renal cell
(s, IH), 8.06 (s, IH d, I H), 33 (d, .neta
Cer&um%%ghematepow‘z@w@sw%rap @E?C icARCery fyreo 08 (dd,

ort hgy, ‘%ﬂg dZEcB@ aﬁﬂ;énllnbﬂgds 'cd"ireat“org%a&e%t az&ﬁe(aséjf oil%)ﬁcﬁﬁon the hardy
ldwﬁpuit brgmmt(om cdH) be E@nNBstered 53 3canjjindtibh + withn@n&@er 3herapy or

Ln\)}pf@ ign al}a[t |1%B$gul(fm op ?I)B%tH’zgotg‘F QQ%{TB% >(/‘P151CF ﬁeIS) ?r?tthegen e odiments, the
HhtdyRL RO RER! bRk IAB R YS bR adjﬁh&trfstarbﬁﬁ)@éﬂtﬁﬁél thérapflitd 2nhance the

oi €-S-carboxam de This material was prepared using the
1®ame/emnh oekodesc pi paelidraiiorEgbsipimioms i theqpagient. nidprigularly preferred

8 oY pionLaegi o Shepiss Bk SuPo R R i g ey vt
pEataton ©8r teX amegdtorf | icRidee duat sreAnoanidmhed poy t $témaise (including
amounts of Inter rredl ate Grather than I nternediate

CaHKPORPEISy r B0 iRGluHES  Urbubaledt 2t dnigetiek ?@%%t@raﬁles (any type,
h

g S e el A it e e D APt g anP R 40 antibiotics,

cwalﬁspcﬁmbmmdnmtlad) oespirafbny unctoe coatollves apalgedicse @-dgpnists (long or

Q%gcqt?)%ggglﬁafotégg}gs lfllpli%?ﬁlglﬁ)éwus' ng%epvg@'n gggltsﬁiltcg{nkine or cytokine
r@&b i ﬁﬂltagﬁﬁstgsIpﬁgspﬁﬁ)@le{@tera@eU 15%'8&61%0050%% @6%@1&10 teUWedocrimil,

c@ﬁzplnb kt}leolﬂl}(ﬂaleg lggrbobem;zoxy/ oig-aldany] taueine, mhdﬂto@dof 1F|-¢ell function and
%_)f § (dd, IH, neta and ortho
Oglgeaﬁfl %@am} %‘/"t%ens 7.08 (d, IH), 4.80 (d, 2H),

3. 99 1 Sthe Zkthed dof3 tfﬂ‘:6 fb@éﬁt( Bwedidn, dotpWEitioh céd 8bel administered or
[ MtH] +, 500. 1[ MtNa]\ HPLC RT (mi n) 3.40. Exanple 8, o
prpaged @t gronmetber of the Vertebrate class, Mammalia, including, without limitation,

p?‘mk{t{sz ré&e??sg_ 1%%8&8 t%lrgeﬁ 'QHHOAOKMJSHQ 'p'at's.4' r‘}é@@{é@’ i)gt?eﬂjcsnf?)lprotect are

dogtestd betsi@g2 d3gdicamyinnd hupﬁalhpa maithcliumng Haing part1c13a1ﬂ3l'1pa:ferred. All
zo| e-5-carbox am de The tjtl und repare

TpRYeR %t R A ing,ia iy Bl Sfivention, te terms
"f)%t?t{ntt" NGk T8 TG 041 éar%é'ﬁﬁk%d interchangeably.

3,3-tetrafl uoro-2, 3-di hydro-1|, 4~benzodi oxi n-
6-yl )Admﬁusttﬂatla]z mmes&ncladb ox aimv.die Wi atnd gedivatreutsy. &mdivo refers to

qp Fﬁg o{lgtg:ﬂ%gttacg arrenla r¥ 5 eBroggsb{'e (?flotﬁgpaté%u%gwglxolﬁﬁsemclude but are

1t Nehitdeas! in%vé‘rf@ﬂ@ QABIhiStratiote ih@afetit@RalTedhitifratids, intramuscular
heated at 60 OCin a foil vvrapped flask for 19 h

ddativisieationy déntpanodal c tadyaisisirafisinat elmtragyr@ala/powhnm@ﬁa@@n intraarterial

ol.vent 3 | . yacy Thi e
%Pg%lgﬁr%ﬂr\/ -&18™4 LaC °a§°“§ élbt? S’fl on |u Jtr%llﬂme ha mﬁ)ﬁém élon transdermal
delioehye nintfatiathehD- 260%iaseboni intdahicilar WatiRinigthation). Gtfdventricular
TFA. Product contai ni ng fractions were diluted with
aslinistaatian, afphalstion NeHoOReEsal e e el vmnﬂlﬁspmal intraocular, aural,

l.ar t a
B0t PE0Goneld S Bb ARl SEREHG T Ser Bracutancous,
title conpound as a solid. 1HAYWR (300 MHz,
acetonitrile-d3) d 8.73 (bs, IH), 870 (s, IH, 8.21
(d, IH), 814 (s, IH, 8.12 (bs, IH, 7.99 (bt, IH),

7.74 (d, IH meta coupling), 7.47 (dd, IH neta and
ortho coupling), 7.26 (d IH, 7.08 (d, IH, 4.81 (d,
2H), 4.00 (s, 2H and 47 ppm(s 3H); ES-MS ni z

P Y. T N N oA 'S P N PNT-
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but starting wth 50 ng of

4-am no-iV-(2,2,3,3-tetrafl uoro-2, 3-di hydi G| , 4- benzod
WO 2006109393 yl ) -1 , 3-t hi azol e- 5- car boxam de (| nt er€dUS1006/006437

B) rather than 4-am no- -(2,2-difluoro-I, 3-

benzodi oxol -5-yl ) -1, 3-thiazol e-5-carboxam de and

iRfaERRAll bpidatg iBfmersbsovehtrlonlaeimestiodl enddiredtigfectidiito a tissue. In
Internmedi ate D and al so proportional, amunts of the

opg wEodiaat 06 ihe BIRYHaRY@tionha cpuResifion irpdmipiteigddy a parenteral
t a ' . i a s d. .
r088) @ "ol Sl Aoyl SRRRLCRL st el Y mtapertonea
rated)at elntivasions, Wntchpenadrenl, ditiadein{adNa sBo¥jtarods and intramuscular
evaporated in vacuo. The crude product was purified by,
agmEpEiadeny earHbe eeHermKersiyg giethads standprd) 18 s sou Ayl glelivery can
o 354005 R B0 oy Lo oy (ion,
igoophlan glivel Al can 1in2lid¢ raye Zkdpps. 7. A2odod, (irlhiaatioir) @elifaty can also be

s Ging e dhs it idhe Y fsbs feetdels, SToBhE et al., Proc. Natl

ABanl eyds 18vanaral i oy, abo2, which is incorporated herein by reference in its
4- r(gz- [ (met hyl sul fonyl)am nol pyridin-4-yl|nmethyl)ammo
entiety)( Fop eggnple, in one embodiment, a composition or vaccine of the invention can
tetrafl uorg-2, 3-di hydro-. - benzodi oxi,n-6-yl ).-1, 3-thi,a. .
o} S LSk § S Sk 7 BRI PIRDY b Sl € ibtation
destagr hémlisameons tdeidergeas e Brefofaed BXadbRxingdditomposition of the
starting wwth 118 ng of ) . ) o )
prseifiingntign (@ axaies capabiepf wishetpmling degrgdntion by digestiye gnzymes in

Coxiine G- VE) ol 2t hi Lo . o ’
Ol by o abinhall £oF GRBROWE 1 RIALLP LA (el 6 BBl Fbinulated into
f@domdzederagobrdduyts) - Exadati¢s elzotlechiricar mokamiptiatiangpsules or tablets,

t t t f C . . . .
SYGHy 453055 GIBIGE Py o ERch iniesfion pabpiraise &t R alreusetul for site-
spdcitie §dfﬁfiix'iﬁltaﬁml§)of raa&dﬁ?%'ouhﬁ'.a ohDEaVERH bRt %ﬁvﬁ&sa?e particularly

proportional anounts of the other reaction conponénts:.
pitferedamotes off delivery pe adminisietior decatdigg taGhiepresehipinyvention. Routes of

e e T S
ifedtiels (A SSHe AReieVpoiidhed Sichvaaiies indh@leC brtthehial, intradermal,
_product. was purified by preparative HPLC to yield pure
intramuscelahpditaesed. gthey)nhajapoigyrepabosuwgataneysOoppigal, transdermal,
: 5(d, IH, 7.79 (m IH), 7.74 (s,
V?gﬁéﬁaﬁ?ﬁﬁt{{%ﬁrﬁz‘ﬁﬁ% 7.23 (dd, IH), 7.08 (s, IH, 6.92
(d, T}, présedBiventict]s aek Spetifiqaiim ckplaiid) by His- fMblowizg examples.
534.1 [ MtH] +, HPLC RT (m 3.07. . Ex le 13 .
Hﬂ”@ﬁﬁrp Ex:{tslhgu“lﬁézfe understood ﬂlﬂt rtll)le present 1nvelzlit[1ro% 1% not limited to these examples
i@éﬂ}hﬂéﬂﬂ@f.S'{r(z’ 2-di fluoro-1, 3-benzodi oxol - 5-yl ) am nol
carbonyl }-1, 3-
t hi azol - 4-yl ) am nolnet hyl )EYAMBLES- yI ) ami nol - 2- oxoet h
I af:et ate The title conpound was prepared using the
%3@8—% thod described for Exanple 1 but stalling with
110 nye GbrdwaiE Bmple demonstrates that at least two specific extracts prepared
-(2,2-difluoro-1, 3-benzodi oxol -5-yl)-1,3-thiazol e-5-

fioar Bosgriadderated BEHS andeP @) 02Eh ¢opaingohibiterysacsviyon daesproduction

-{[4: (chl o hyl ridin- 2-yl ] .
of 3l e SRBTEl e R e et M gt
Mateslredd Mteghddsand al so proportional anounts of the
ot her reaction conponents. The reaction m xture

was

heat dficat Bed-Ricifpmalergice (wvdispdd) WeresRotaiped foghPachan Biolink, Co.
f r . PIr.o [ [

L8 Rl WS A Sl B0 £8Py Wy SRR for f cast

silica gel using a gradient fygm 10-60 % et hyl acetate

in hexane. The yield of pure title conmpound was 38 ny

(20%9 . 1HNWR (300 MHz, CD2C12) d 8.64 (bs, IH), 8.57

(s, IH, 8.20 (d, IH), 8.15 (s, IH, 7.91 (bt, IH),

7.63 (d, IH, nmeta coupling), 7.45 (s, IH), 7.00-7.12

(m 3H), 4.83 (d, 2H), 4.67 (s, 2H) and 2.20 ppm (s,

Y N~ NS 1 N -
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di hydro-1, 4-benzodi oxi n-6-yl)-1, 3-thi azol e-5
-car boxam de A sol ution of

wQ2%093293 (4-{[ (5-{[(2, 2, 3, 3-tetrafl uoro- 2, 3- dPCTHUS0$/006437

4- benzodi oxi n- 6-yl)am no] carbonyl }-
1, 3-thiazol -4-yl) am no] nethyl }pyridin-2-yl) am no]
16v0\A11 @gRtiaieatal E?b@mlir@s ﬁaéntlohéd BElow WerdgleFfanadd in al;cd)‘i’d)mce with the

pl us di chl or onet hane (0 was stirred with 31
1@@%@@%@@3} PR A8 @ergut@lly%pﬁﬂ@ Aiaal r%cpérlmsn@gg?@ﬂ@r at Seoul
P@ﬂo&ﬁﬁﬁﬁ E,tltle conmpound was the maj or conponent.

P m Xy was diluted with dichloronethane and

filt é’?@ﬂzrat;ﬁf;i ef vartuus esohess ifom gt andirav @haihghdy, k1w1frults used in this
eval uation_by HPLC ipdicated. that the only. su3n|f ca

Sy dUREe PiEckatedrem f@r@oﬁpﬁ%}mng MBS GRAHSB) tbm%mt (Hurstberry
0 ( t

COOLEL R, 9 G APty 46) BRI bRy . Koo

(Tilop) Mo]ibd)vNIE%al(d&Oﬁ Waiz JovaBBEDY ulBivatdon Besehtdh, InFtitig:, (Rmssia). The dried

fxzzugtb (19 472@%&%@0 ﬂlif‘@(;g @e{ ghykﬁl’_%ghpél_%sﬁgﬁkeﬁlzg%at V). 61% was then

c@(@ﬁﬁﬁt@d lﬂeegé @R8d hd @Rsded in DW to produce PG102T at 100 mg/ml PG102T
| uoro-1, 3-benzodi oxol - 5-yl ) - 4- 2-

dissozlwh g1 @Pﬁ’ s CextIBRg Bucm%&ntqlqowlthdwomfm wityhwaetaterrayl #-butanol

s Ry TGHREARET Rt RaR FabiivBa T HEhl aageons taver

Wb tcalBER PG 10gWM tBM;lQQoWEntOQ‘ohﬁrl@ffiaﬁﬁon and the final aqueous residue were
(2,2-difluoro-I, 3-benzodi oxgl -5-yl)-1,3-thiazol e- 5-

ﬁétalfeéo%ame@@at@dnfr@emwét and) digselvedr %ip@ﬁr{cmé%ms Sfollift gg/ml. All
pPJIpa}a%ﬁi el @d:Ed bt '86‘6‘?&1 Ay {jn RLenLP&RAhate D and al so
proporti onal anpunts o he O er reaction conponents

The Beastayoin UF&ARIr eellsa THedgEadhibitoGOeffCts im IaP$-ofitnulated human B

d flask f . resul ti final crude
RS et Sl SRsAB TS FStt. DoveEe: meage o described by
I@fncéfra@ OPAh & A gﬁt A ARt ®GmSettal. n?’%yt‘%ﬁep R%% bm)l -2EBYAIGE - The level of

he combi ned &xtracts were dried (Na
hemap dgBtie dulture\sapernatants ywas| dbtectedely djuman HgE E/I@I§A (total human IgE;

Pﬁéﬁl‘llfgiirgl? rﬁ%qcﬁ {Nf%ﬁer) %tqlgvcg]'l d{ﬁbﬁ&}ﬂ?ﬁ% ﬁtks) s%e:aabglfetbhﬁg? g%cﬁcftion kit (Takara
BlO-1gpdpacetonitrile in water plus 0.05% TFA. The free

base was prepared fromthe TFA salt by addition of
sat ulaviee eigaed G NEHoaR akdraniednsriasttiignsh eavieaq hi eigonse in OVA-

Hﬁﬁ a?erdo szvc pd.ext mé é& W thaydLehd Qﬂﬁ{ﬂﬁh{lﬁp“;ﬁnmumzed and later
ry ng concentration o he
bedsttédib)t mtnapmon@l (ip. yﬂnjflcdomf@mgtolf evabumo(@V ATfade V; Sigma, St.
L{gwgyl eld%l\p f tulé‘g_:i‘!é@eﬂ c:o g lqu;]g og%}}gm(% hggr %ggﬁgwgc%glg% %;'_elr’zrée, Rockford,
0 2/- .
I?)mglq ZQ(EI?SO %Illdz—lga}( 24, ?e}_éyé@tléfgfé% I\%ogl’ s%lﬁs|_1i§1’§ed4.tﬂ6é}6ve2 gmég |Sd|)Zd 48t receive any
r&agki. Oop, daFH4, baﬂncDYAG&npipimc( and Bty kS WBersherifidedIn=5/group), and

S’W %%gegl_\'g?sfctp% }ngte%to%Qc@ t&? 8 lc@ogll %f_ Q?t?l? r?ésaitni s%?en%gytes using the
réaa(lmphﬁé@dpda@r%a BO KA ét%ll 5{{ Yol et“aly )mwh iyl :lcmr 194;1314-21).
hi azol e- 5- caf boxani de The title conpound wa

ereélwan@dataéu spienopges anare nasedisl teles i st ﬁvdtur%ﬁﬁ@t engd the final
but stallin

cBgisnin st 8o T G Tl Bpjenocyes were agubeied with OVA at

mem Qfﬂﬁﬁ‘ﬂﬁ’%p&éeﬁh%@bﬂ?@ﬂ@l?ﬁ (AhgaMY, B ARY, PGA0ZE SP@IOZB) P& 102W (all
nternmedi ate N rather than I ntermediate D and al so

a‘prQabdng/mdhaqr BABIENES aoﬁontﬁé @tfh%rdazvéa’épﬂ@\ﬁmeorméwéms the culture

I a

s%e%natgrgg Rx}e%] @éﬁelﬁl %h lte%i (ﬁ{cﬁ@q%%&@%q fﬂ? f5 tI% 12 and IFN-y)

reaction m xture shovved subst a;qtl al conversion to

products. The resulting final crude m xture was

evaporated at reduced pressure with warm ng to renove

the DMF. The residue was diluted with 2 nL of nethanol

and purified by preparative C18 HPLC using water to

acet on| t r| I e gr adl ent (10 60% pI us O 05 % TFA) . The

L, o, T 1
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purified by preparative C18 HPLC using water to
acetonitrile gradient (10-60% plus 0.05% TFA). The

WO e@eMP00B cont ai ni ng the product were conver t BAI/U82006/006437
free base by additionof saturated aqueous NaHCO3 and
extraction with dichloromethane three tines foll owed

ubi¥ig BLYS it RNendeen, @al%rﬁfgeqm I'Blid @RuAlly Vet bRoc¥dek das used to

pure title conmpound %theory) 1H NMR (300
dMenamn@mlmmylﬁd agtigly qfé’Glr&SF ang P(y102E, 8.93 (s,

( dd qq)ml e%zeﬁfd)fl(cgpokinlgﬁ gna}z(ni uiiogg')obué;tss 91 &Zﬁ-s&vgpztz;le Mide. Mice were
inized, andHbocnd 2s G8sqpdBT (BovaHTo ASeshBhalin 6i¥3. dfects of PG102
[ MtH] +, HPLC RT (m n npl e 21 Preparatlon of

2. 80.
PIEPFAO0Y PR él\ﬁfirﬂmmﬁ%m@%rgi&orﬁ%%% RO ayersifiaed 4nipe (wrtOhgroup) were
V-
o8, B0 it PATRT o5 RIS . ROLER oS, meigom) vie
dexandethdsonz (D]EX5O 6 am ploy/atuty) dteDW‘l(alODI ull/mousaigeyi adam;strol once a day
f{%trme %%; f?t %)J 3 9 E\Yag%awn%eﬁérg oo?al yetsrge{txlecp ed’ch]c B{V Eér? rggy 31 blood was
oﬁfaﬁ{@dr}ﬁ)rh \4?c§1%]d§a13m§eto tery@fbllééef % a%d:isdjilt@él’ [@mla, sﬂm@?e@ ZR4le kept at —

I OXI N- t hi azol e- 5-carboxam de (I ntermedi ate
8BjC amdl pinop of ko ribiee lexabahtafalofgh mias mengieetlebyl wWegt ¢fea mouse IgE

| D | f

oo AL RTBSb SR oo ISRB o bR TRIBEC R OV Apecine

Ig«%tf&@tve&e alet@RiRE byt §@idlvioh BRI nidtiask (M@4nolét M., J Immunol
a

unt i n LCMS anal ysis of the reaction mxture showed
Maibads 8P AN 9 d 4mbE). dios rﬁhq wepusaet o cythking dseivchpr, splenocytes were
prép%ﬁeld V\iéérﬁ]daﬁunqélo ogréﬁ% %MW ﬁh elﬁttruléé; ﬁg&%ﬁﬁgﬁﬁf?gﬂ? containing
10%4 EBS);i sdeﬂ oﬂtd’dﬂ@ﬁveﬂﬁbﬂdﬂﬁ(ﬂﬂ 10&pellsputwiDeahdaycubated with OVA only

ar ative C18 HPLC using to acetonitril
ag Yarehm! f eq%)derﬁo/ﬁaleagcy@escsol%eér% nﬁ*ﬁ%ﬂ?l?ea%fﬁied‘ﬂimfed in the absence
o‘f ﬁ' "Fh@q Y€ oPTRdu gt -3M81 €1 (¢ qfvier e 3t &dc (B¢ PASQipBhatants were

tion of saturaté aqueous NaHC33 "and extract| on
dakebta:ddbwd}ﬂISAc(Emdd)manﬂiﬂ@dé Systes, Mairleapts, MN)dr yi ng

(N2 2t SNCEE 0 Lo LR 16 Mol U ) (st
%Ng?egﬁb (@A?a_@Zn (rﬁracélh')lar }9ro€le?n {rﬁnsgbﬁ)mhlglt&ﬁfo@% h hi(Tﬂ prepared for the
s,

detdptiory oﬂE (Id)r IFN)y-prdeq;ng §ellsL Gells We&ﬁ\(&? p|s]:1§1<3a‘bxﬂlz@dr and incubated

%P]%H% wéoﬁg%aéec%nt% 1ne)9 12670 n(uce IC%_% {L %%rw 4s described by

ofkl@aétaéll @Ry6lko et al., J Derm Sczence 2002 29 19- 25) For the analysis of IgE
2, 2-di f1toro-1, 3°benzodi oxol

§,5|, callg W@l)eclgpwgq withi P,%P@ypga(gqx%a@-glouse C]jlgE fcmlowed by FITC-
ISR ARTARE 2 LA B B0 PR AE Bl gt by g

thiHg&ed IAnpldaytdsdn spfené&yte’shhmg) pVHA @S ore adalyzey raptiH@eibQuest software
romthe preparation_of lLnter ate P, Ste

(RS A ISR AR o O R O F R P opife SR (P geytes were

cﬁthﬁd%&aﬁ'g@l\@goﬁ BhR:r kBps BPWhysl Gixbd, . e ﬁe@&hé’e@inﬁnd $tained using FITC-

renmoved by evaporation in vacuo an e crude product
qoepigalise ans—muusefligthridyP&hvmumt@b a@tpnyou@mCQu% ead fonlly observed by

R L SRR IR LPTELAS 9 R ororcs e,

Herb @by, OCRWE r’d@séﬂﬂ‘é‘dnﬁif bR ieflian- fSeﬁ@ef‘%t BY., ysillggyh€lin Immunol

general nethod of preprartion of ternedi ate E, tep
200B1t129db<Mi t ut i ng

[ 2- (et hyl am no) pyri di n-4-yl ] met hanol for

(2-am nopyridin-4-yl)methanol, the Title conmpound is
prepared. Step 3. Preparation gf

N-[ 4-fchl oronet hyl ) pyridin-2-yl 1-N, N - di net hyrur eaThe
step is carried out using the nmethod described for the
preparation of Internediate L but using the product of
Step 2 above rather than 4-(chloronenyl)pyridi n~

2 an1ne and nethyl |socyanate rather t han ethyl

o o, ~ ~ o o, o " —— s S~
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Preparation of
4-{r(2-{r (et hyl am no) car bonyl | am no}pyri din-4-yl)neth

WO REA0IRIH3 PCT/US2006/006437

N-r4-(trifluoromethoxy)phenyn-1, 3-thiazol e-5-car boxam
de The title conpound was prepared using the sane

- ani T Lol PSRBT kS i iy Ry il hlre uttred wi

Oar A gxeridags, (cbnécﬁede@@l atlts/Boidp), aad ken lyswnfor the preparation of protein
I nternmedi ate B-2 and étport| onal anounts ofthe other
pEBRIES. okn@@nﬁ@ﬁ@ﬁgéﬂasm opraedd H§ibg apiibadigsespapidic He arge GATA-3, T-

s, S/ P PR oSl 626 T i) s
saittolat ed aqueous SOdI um bi carbonate and extracted

w th acetate. The extract was hed 3.tines )
wi t h Mwegﬂwpﬁm GRSl F e, %?ﬁé%r%tlsolated from
Sndie8 ulthiRdSRM AN f&VARY LSk TRIMAG AL (WIB&:@BB@{L Carlsbad,

resi doe that was purified by chromatography on silica
6§&Y). Imsilated otglr Bifide mas fusedni) 16 G0 warsgtiptaae (R EPCR by the AMV RT

E %%F%ocﬁNl\@grSg 1m,’vg§1’ma§w§ 8’ ﬂg\ggd ?)M)qua%tlfé@(/e( Fﬁ'_q pre lgéR using the

d Zenfs], City, CA
IA%_'ISPIQIS.GI\%ZTJ’QO % fbﬁglla&r?dDgt%g%onpgymékén( é&epﬂhéel I%@S}% rrniﬁz ng%er ity, CA).

Farvau 14pd, 1eperss RTnetisals 2r sgouseeghesd @/emd@ﬁ@reépwm iPsigner Express

?%gé?l{e((#gpheq Blosxst«)am%?ratr)ld th ug}ﬁort%g Beq,uelaces ae ySI Ouo‘fvfwna

S oo AR NI 12 T
nmet h b £t §
4- amogeggﬁ-%fgl (??l F@:Jor onet hoxééph %’]FG@S It E?SE%IIQ I%O 2

dardboxam de (I nternedi ate B-4) rather than

oact 1B Ebmponant o T PBGE G APTLR S ves (HERTRATO)

at 60rdyet® @ f okt AMBOEeddtRsECTaGCHT-b: The(SEQ ID NO:4)
resulting final crude m xture was diluted with

t ed agueous sodi um bi carbonate and extracted

ith ethyl,acetat "3
m th %gfxé}:d and ?CWEE g@‘?g{\%rl ngg ‘tééﬁrggo 5)
was drdvethe( Na2 SGATCOTL £GARN@AETGGCAACIO to(st@IID NO:6)

resi due that was purified by chronmatography on silica
ing a gradient from0-100% ethyl acetate in

h:(an?_ﬁm]a ([\IEI\)/?I? Eéoq%ﬂ%@%&m&ﬁ&(}?&? ( '(@2(2')18 N8

7.85 (everseH), 756TT@&ATT—1IGCEG@I%AGTGIGA,3 7. 15SEQ D NO 8)

FIRATNUNE NUC TR N -

€a16d1afeY 3FOR) sor?v%rs&fmﬁ@m iARe of 4-ir(2-{
r(mst hyl am no) car bonyl 1am no) pyri di n-4-yr) met hyl 1am no

- Statistics. Data were expressed as mean = SEM, and differences between mean

trifl t hyl )t hi ol phenyl }-], 3-thi azol e-5
AL SR T B SOk BB 01, e
%{E@ﬁcdl@ﬂi‘c@&j ad@sChilfeH vhRes, ReadBdRidiedo lb@tstaﬁbﬁ’éahlly@@gmﬁcant.

W

Mno N-{4-[(trifluoronethyl)thio]phenyl}-I,3-thiazo

| e- rboxam.de (Internediate B-5

o o ARPLP DR PR AL g RSl 020091 5
Celathk QndCOVRRNRnldged Tbgser cfras. MTkE UfieenVas ifidalle @repared a total
at 60 Cin a foil wapped flask for 24 h. The ) )
vastsplublp fexiast @R Ty fomr & wigud | Ide@xiipated it successively with
sat urat ed aqueous sodi um bi carQ nate and extracted

with ethyl acetate. The extract vvas washed 3 tines

with water and then with saturated brine. The extract

was dried (Na2SO4) and evaporated in vacuo to yield a

residue that was purified by chronmatography on silica

gel u3| ng a gradl ent from 0- 100% et hyI acet ate in

o o o P =R A SR A\ 7 T 1N ~ NN
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ng, 0.07 nmmol) and potassium carbonate (9.0 ng, 0.07
mol ) in absolute ethanol (0.95 m) was stirred at 85

w@2006/0937¢kal ed tube for 1.5 hr. The resul tant PORUS2006/006437

was evaporated and the residue was chromato graphed on
silica gel using a gradient fromn - 10% met hanol in

BRI 43 Bl RO N oo,

(cSobthh')fouISfr%oﬁﬂbf &ifferent p&@QrifyS Thé bﬂfect? 0317(}( 02T #kd these four fractions
7.27 (s, IH), 7.05 (very broad s, 2H),

sm égﬂpmuptm vere tostgd usEw vpnay B lnmgh@l@sm:nﬂ U(Zﬁﬁﬁtcﬂis (Fig. 1). Four
gx)gpg%su gmﬁ?&é@tﬁ R'e} oglg/xérl )f% ﬁ%,]h tﬁf ;51’68&’ {oﬂt fOIEE from LPS-

@ﬁirh&lateﬁ Y2661 tellsu @Gl@ZBye)dhﬂmeg thé eug‘lﬁtﬂﬁmﬁ&lm @Eﬂuliiqx;i displaying a
for preparatjon of iate L and by substitutin

nte .
ohé inpisrient ¢iirce atailwg/rrar(l%% ﬂ’ql%%imaaé@ oK Bifs Eqﬁaﬁaglue being 126
Eg)ﬂi’ll ![I?‘Ql‘l:)é Nah&atichs &k d.stt&?fn tlHM: as9dy, He i BOMRINARP @R2E showed any
'vent, elnterrre ates vvlt the above structure In
m&to@hﬁdﬂfd@ﬂs@%ﬂﬂceﬂsgr oups are as found in exanples

o epalbetoigt o Ty erRB srilrd e st oan SfoppRaton f6n 4 arguta
BA BRASBHA RN cglbﬁm%{clalgﬁgﬂ'oﬁteﬁ iETh 88 Th2 Qﬁ{h“?b%/'s R8ink M recall response

appropriate car chloride rather th
sodeloMige steyd insioized witht BEA ot dayn@ dn@\be@stwh pcday dédTen days later,

to Exanples.21:k tq 1-nofT I epaged. .
e PREMEROCE nd SpeR wliec REL R, ARfE s RyFRERBlFpocyes deived
gloh0 OVde-skifsitgletiN@iceCRBiREEthdhtedl MRIORR! ghdotultiied for 3 days in the
synthesis is straightforward to one skilled in the

arfgencs of diys preparatiens REPGdbre /e shopndp diabled, whewp sell_s were grown in the

I Tiet T
Efe@&%e%tfwg ?tiex%'ie{}/gls of If{"lﬁ gcﬁf@%ﬂﬁg]? ﬁo\ggrgtéféég%zf%gg gﬂ?ﬁﬁ’rﬂﬂéd picograms
Ev(aﬁrpjgmrﬂs Hﬂtthsb&sletdfrig M, tle Backbsund -lesrel was hlgh but OVA stimulation
o-1 V- enz

di f |
Fﬁr%azSS‘ig dhes] eef'slrﬁggéfﬁoa@w@ nt'e &ﬂi&? gi%#& 87 I%ln Srsagpent with PG102T
@ﬁﬁéd & ahr AR ?Sé%sﬁlc&ﬁsel M ﬁfe”ﬁ:%la&jeﬂfﬂ Brid.y Beldwed differently.

or B-5 instead of Internediate A and proportionate
Sphum;gesoffroumem‘maraopnalatmOduvleérwuhhtwtaéﬂef levalStadplEN-y, but OVA-

aﬁ%ﬁﬁ{ @Fgéoﬁtgtgggﬁclé%t & gﬁe?s]t ghﬁe gg/ﬁlgo ﬁ"g%a{t AntP 131‘1) :i{ggalk)??a%ecreased the

Ndvsl &f BEN-§ byerie dwabn @V@stlﬂlu&tédoéﬂleﬂ%ﬂﬁp Q@rd g@&]ﬁ ihGhe presence of

between 2 and 24 h until an LCMS analysis of the
Ped 02T ohe Hveisof éLﬁfﬁm@éLs%wgnem@neased@W& gV porespectively.

products. The resulting final crude m xture is diluted

SablRutiah ?ﬂﬁ%@3&?@%@%&?@?@({’@1{0@“@9@%Eﬁlsrlﬂfevaes
eyfram“c g=[=& dri erl (khzwﬁa‘pg;a;ed in \1ar~||n to

cafrpent._ e 4 o L5

g wat'e? to(a{)é)etonltrl D 15+3Q)

11Qed@0% wi t h addeds Qo5- Ozlzs%fﬁA(lodyhe fpeeihade |S 847+ 137(100)
pP@& paAr ed f r om GZhesé'KFSA)*sal t14mﬁ: iaddio i | on 1@4*@&%)11‘ at ed 523+30(61)

ti oA® cont ai nPtigl7(338 l;i 26 (10)*

2 70 ) 1 166 (41)*

% j%t ractl or? %@T g ggchl o&@jﬁaﬁb@%e foI Eﬁvag(ﬁz hy dr ? 20 (74)

0 Glb ext ract sg ) anQoLOPeeitrati @8@:&'7@(8’#)30U0 6@6&:61 (80)
yrerd pure titlre conpound. In the case of Title

(féﬁ%gﬁ %f‘roﬂl GO4. &gisﬂtlz &ﬁ?ce'v@éré ls.t’iﬂnu e?gg: 1&9?% uring the

Ak

X ¥ q%ﬁgépfs ettt SEM R 0dp a2 N

prid i §F?&V& %ilaae St T ND = not
ﬁﬁ@ﬂ@]GOHpounds 21-a to 2 1-x are shown in Table
A. Tabl eA - Conposi tions Conprising Actinidia and
Met hods of Use Thereof FIELD OF_THE | NVENTI ON The
present invention relates to Aéglnldla and
particularly species of hardy kiwifruit, and various
fractions and preparations thereof, as vel | as
conpositions conprising the sane, all having the
ablllty to prevent and/or ‘treat a varlety of dlseases

o a1 o o -
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and IL- 12 were reported to negatively regulate the
Th2 pat hways. For exanple, |IFNg induces the

WO swbppsoswi tching to 1g&Ra in B cells, while PCFLK006/006437

converts the already established Th2 response to Thi
dom nance in certain situations (Unetsu and DeKruyff,

(133 9t7yP€} i@%%e‘{’@}ﬁf %1#“%& tﬁ%%ﬁl@s‘{ éagal%or%éaﬁg?{ &{ng% a?roguctlon in the above

0Rbimedt, Bl Wekcl8Rs lvalé-o3)-4 ar IIQﬁl$)yC7%|% uhdi59%, while inducing the
transcription factors, such as GATA3

sk o Phts S00% clncinieast ol (I redvecaie ivel oeal] eytelkiges measured in

ﬁf@stﬁ%g{gﬂd @%ﬁgwﬁtﬁgﬁp%gﬂl% 9‘% ﬁ%&gltlj(z 0(253e G102W increased

et loved QBH--4Y 4m8 ;deticgdedathat eff [RAY-y, 112@0dnhd Hr-ﬁ,cbmaﬁdn in a statistically
Aca Sci  USA %a'k15137 42; Szabo. et al

00 | .
iy rgyyner- djaken fecthar Jeess assulty W%edatﬁafpﬁ?l%?’ﬁf and PG102E might
BddtAhghe C(Slﬁb(')'ﬂntd(é thASh PR th%tﬁ?@éh&ugﬁ ro?@%E bhé coﬁtﬁﬁg the expressmn of

allergies and urticaria, afflict up to
poentivatlihd ramdnTh?awcluntsnBas@somﬂd ahoee dator élasnmgltcvm chose to use two

PiATA™ 561 4216 FBagse. elbras i uiira T8

si gni Diefepitnatibs egs SpLifid bemliyngr Wi arabhecks 1008, | BAg%d on their
of people worl dw de. thma is 1% i cal I characteri zed

ggtloé@pico:@gtl(ylt@p on| thevimingne sstash ran PG102E as derived from a plant
Eér{ll?cge)r( \%g%g%ﬁzghy Fonceo%%éﬁ ﬁg‘ﬂ?@aag URe §{§\@'&|0 ﬁﬂfl(g ct?fthgfelsf(éﬁjte} iy quant1tat1vely

pc&fortmﬁirthéﬁ expu‘rinmmionpmeqﬁv@mdm@yselo@dsa redjablel blamm)d based on the
ai rway rosis. t ened ai rway responS| veness i s

m&qj@ﬁy a%VIWe%ﬁJ?@@?r Bli‘nﬂ%F ROApTR ikt i pligaiadedigplenocytes as

gﬂiaé’d dHbve SWREA L,?l «% sHRRBted \9@ @qﬁlﬁg‘.g%ér lek/é(querEQW&/gsc'lnduced from
eosi nophi I's. er I'c ast es

pm emidctﬁctable lovartoTh Ifewyltlmldradelslcogﬂ;ampl Wﬂerthmpretsa:m:e(d&[j’GIOZT and

BB CF prityilin B Doy tahed R aPe bt i Ean e 2) n al

BbrRBRtr M dnb te%{e%\'iﬁttlﬁg ads@e ﬂeﬁH&'H}l thﬁlo'r PCi1d2R @8mehst:d any cytotoxic
be increasing worldwide in infants and

pears to
@& dti rThe. colipantraiipm of BSilOAE vath A% pldtlbléqu’sachw@’ (ICs0) was 806.9 pg/ml
| Qn i nf,l am
SAPRFDSEG T Bl 1S SEREL 0y HEEABRL g oot o oo

@aﬁmzomht | dhdagachl NSt w@lelcﬁ)taﬂéaiesm@reltlieSS};wemd wmmye@f PG102T and
int at hoglene5| s and the devel opnent of AD throug

PHA0ZR W@&%‘C nted singiatabyaitsiand eéel g Hizdmanddeal @@mn&md specific
T

i 13 ol 74 ROREEprRE TAAR pgRASas s o

tphality);:oramil of kxgeBinpingay sanples fromad. argize. i n t he

I:|_3|9t7I ql‘»ﬁ Oggjrﬁle M E@g?iﬁ e r%&ﬁr%{o;g%ggl (a}?‘gﬂ%agydokmes in the

b'-VA ge%sz?z%d ﬁz%zrzﬂ@h@é'dey SQYRRAAUE BbEvS W LG H‘ega iR tllug Emlmal model,
-5 1 nduces the activation of eosinophil whi

sﬁ@crteoﬁEGmT oukP@ Hibkenedsstaslahtha pratucasn of Varlgu& @ytoklnes involved

Eh%g(%‘% Cgﬂa(k%%grggﬁgﬁz’?egsﬂ&ﬁa éh ha &3 ﬁﬁﬁ%w& scélsmzeg murlne model Mice

Were %ﬁ@ﬂ&écﬁwﬁh@mxld%a@nﬁamwmn% O IAGREP 'b6§§i§1§ animals were
in AD | esions. Al though Thl -type cytokines, such

prNy glosed withIPSol 0Rd A niglkg/Aey 5 lduSrumté/écgbiay) of PREN2 (1 pang’kg/day =
Eﬁﬁﬁlgttf@ﬁ/da}’ a%fa ¢ hgrgfj m@ F lmygr}g%/g% Wgﬁ 81111}'70921515 from day

oy e @J}Olm Q‘Iaﬁ@lnﬁfe u'ﬁh'BatB@ QiitAtEVIA Gydre btaﬁﬂ@ié@ hemahWn @8e concentrations
as the defective productiaon of IFN- g

aﬁBGil8_2T_L :a:nct B@ﬂaﬁ% uppddp thgse exprygnents @pithe yirjmat dosage having maximal

103:1103-11; Christian et al. 999, J din Invest

104: 1097- 105; Tomom et al ., 26 1, J Allergy din

| mmunol 107:353-8; Weilie et al., 2002, J din |Invest

109: 621-8). However, the exact nechani sns associ at ed

with the hyperproduction of IgE and the unbal ance of

ThI/Th2 responses has not been cI arified. Because a

o o T Y, | 1. i " ——ln ] —l o~
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These agents, however, have the potential of serious

side effect, including, but not limted to, increased
waemeemddbi lity to infection, liver toxicity, PCT/US2006/006437

drug-i nduced | ung di sease, and bone narrow

suppression. Thus, such drugs are limted in their

: n
%‘g’r\/{ty G& elu @ né‘?lgl?cd‘{sﬁ?é g@mﬁgg %ngﬂlﬁ%bgg%yo% thice were sacrificed,
At spleam"s I\m‘mascﬂmyd do ghrepare sigenedcly s r Spheecﬁcngefnt)m ¢ash agroup of mice

Sgrreilo l@ {)e ?g%l%%gs%%%gﬁqggr{oy s :ﬁiréysg I&ﬂ(i 8‘% { etgtﬁ,lspe?nrate}nlgs? were collected

fothtRIBLS (el @ﬁ@@&ﬁﬁes (ﬂﬂ@l@ﬂ)' EofpaRatdifthitde splenocytes the level of
requi renent for l'ess harnful "and nore effective agénts

Hot2 waealetiggseidnifl Ia%*acatcm mldEh dowavies ragalr adnginistrationseedPG102T and

Ol L 0L P 5 P e L e et o

WIN-4 Rasi dvhbnds®edyl OV.A- Et'nﬁ@l'ah&n dndeP®10201 bRPG P ffuiditer increased the
i mmune _response that favors the activation of Thl

leyglppd’ [IFNce [Gogtrapyhie Rﬁkﬁ?@c@nd&GB}QE &2 suppiepsedhthe level of both IL-12
WRI@ ion of the associated Thl type cytokines (e.qg.,

, IL-6, IL-1 2, IL-1), is in contrast to the
I mmune response associated with allergic inflammtion

Thlsie IR IR Giddiets ol FGLI2YRETRT ahdTHD &y fSROPERIUCEBN B§\6Plenocytes
strong, systemc, anti-tunor and anti-viral pr opertl es.

THREE 1S LONtT NuegNpeed T e art 1Pk provi onig 13

pmoductws%\mt(m)such pooper t i es ND SUMVARYNIDF THE  77+54(2) 23£17(1.5)

39?630) e”bgﬁ [1'5?[65) °f465:trl§(1(f3)" e?ﬁﬂ: 68{ &Ve%sh O (100) 1564 = 132 (100)
p&bat e384t B¢ @rotret had 1L vdeguhales@n lgmmne)*r e SPONSAs6A 1220 + 96 (78)

aGlﬁ?émtﬁﬂ%ﬁmﬁ@**netlﬁW”i(H@T udésfc”e(@:fm nﬁlétt@rﬁl)’ip 359halri"d y* 976304 (62)
; 24 5L E . 157 (I2)** 9124371 (58)

suff|C| ent to re\tgul ate an i mmune response in th

Al srignocyfpscFan ) Avsensifized IWPWPWIWB? eba&aat W] C?%A Values are
soreseedtas measm SEMain temmmals ch PR apd 't P< 81 vedd W-treated mice
(Student’s Tetok b ANID Fuiot detpetelslsed fruit, condensed fruit,

dried fruit, and a hardy kiwifruit juice concentrate.

I n thTise RvBIOGH AleMh2 dybekidesreltedk inMhis Sthﬂy ISN‘aS Flﬁgtﬂyilﬁcﬁeased in OVA-
has not been extracted. In one aspect

Hpaied ntdenogERE, %W@Vﬁarwﬂnm pith PG;; P%Bampreéﬁﬁdl HVA-mediated
% d 16 B 14489£399, oaf

PR B o bOnt 1 B0 S28, ERURL 00y potons us

inkibiité thet lovel afghdsedhiee cyeljineabyg 6dbo, i6BYwmel § ls%pmop@tweﬂy. DEX also

i ncl udi n inisterin ardy kiwifruit .
B ERar B oaptep o o A Tre PHOkneS 1ol VY, aferitseih Byicither PG102 or
]DEKU lbat Botti d B@Eﬁﬁ?caﬂ?%%ﬂﬁ%nt ﬁtatnte mteﬁatogemae tBdsB rbdifts indicated

hardy kiwifruit preparation is selected fromthe group
t@@tnbptélt PadOYF :and P@h@ZFeﬁam aontrelr theoprodnetiamt ef selaekive Thl and Th2

rk e concentrat Yet,, anot.her. enbodi,ne

SRekipRa baEe T S per i SRR BT irBling manner
PGI(DZWPG@@M Bﬁ;ﬁeat B Bav¥edii@ictivd Bdlomédadtivitied tHdesan dlfferentlally
adm ni stering the mammal in an anount sufficient to

me@ttlatattee an@dwmmrﬁ Hﬂé@pé Ade cytekige manmal : (a) a hardy

kIMAf t .

1 ors A 7 B LGRS Dy PR B sovpes. e

afoey rpsmtsenﬂicaaldaman ePGIfoat[‘t yndPCGIO2Ef midly doirregalagy Th2-mediated

nonogl yceri des glycerides; triglyceride nos

P FFRFRAiction of rlgla m wvo SRS PRy [t sy psest Whﬁéer(mfweatmem with PG102T
N t V,

HLBGRIE h TR SRR B QREY A e I LABRYE IeE and other

innatindéobulbing. @O dayo? 1 Hunng thd same typefafekperantntas tdemribed above, naive

concentrate, a leaf extract or concentrate, a stem

extract or concentrate, a bark,extract or concentrate,

a root extract or concentrate, Tresh fruit, crushed

fruit, boiled fruit, cooked fruit, pressed fruit,

condensed fruit, dried fruit, a hardy kiwifruit juice

concentrate, a preparation produced by extraction of

frU|t wat er haV|ng a tenperature from CC to about 80C,

g, g, g, .
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regul ate the anount of an anti body isotype produced by
the mammal selected fromthe group consisting of IgE,

wo g@aa937and | gd . I n anot her aspect, the kiw fPCIi/US2006/006437

preparation is provided in an amount sufficient to
decrease the production and/or levels of at |east one
rfﬁb@ Ipﬁ)&@é‘d fouk 140 Ag/niTMBsthl E, bet %ﬁﬁf@u’iﬁﬁ Wwittle Ohvey eleréksed its level
east one Thi t okine in the mamal et anot her
bé{sﬁimwxmta!ﬁéy Q0niold. i kerpREpsabicsh trﬁ%teibrwln } K023 awdl PGI02E, the
n u Y
By PLR EACRE, b PEGRARI Ty, At 28he v bonbiing of PO102T o

Hcrﬂ (@Rab kivkvnaspelate, the heekofotal UK irpplagnas atak @Bm!pﬁrable to that of DEX.
\gr ovided in_an ampunt sufficient to decrease the |eve
perpihslened pbMaritusdeHsHAYRFS Wes BResuEdh admyutedion @f rbpr%anRGlOZT and

28" @éé?ea%&f%ﬂesfe'v 9oL Aelfeh g]g;bpe\?/h& L MEALGE 6tnThl-med1ated

e manmal . | n anot her aspect, has or s at
IgGQk wab highletlopitedjinaa stetsticaily Bugmflcwlrtl mimrent@rdevad nf Ig&2b was not

/.0r ,.sup of a Th2 response is
b@éﬁh ﬁﬂaﬁ ﬁo&‘c’)‘?me%\]gﬂﬁ‘lagonst%ﬁﬁjml can have or be at
risk Aoﬁnr@lar@h@artrdgl @@u@wae E)Gtaﬁle@i'\ﬁl?e%stﬁe Qv Oodf @'V'A@E}Q.a'cihc IgE and
i nfl ammat ory di sease. Such an allergic disease can

IgGasubépse wmtdqte‘rrnmgiu("éabéd 18B).| @mldmartlentetswnEuBGIOZT or PG102E

IIer [ i ncl but lLimted
Bioehiell s ATEE BV el terita B, Bhig shedefih &8¢ o QvA-specifi
Ipepadly @afe thave2-gsld. brfha;te ebhls, edgediRY eligPidig éh Vhfidls Thl and Th2
infection or a canc of the above-descri bed

cotplEgs madicated: that B@NﬁyT rarldMPG\r/lQZE cenigin pempeids ghat may regulate the
119t a ]kjctl nﬁ%ll&n%e ?\%ﬂlhﬁﬁlg'@s%g%%?iaﬁf@bfegée natﬂ%oLeQm Kt YgG2a and a

and a polygama; w arguta
decreageriefler leeels eﬁtg@obnddg(}l In any of the

crib odi nents, the hardy kiw fruit
1%913 pﬁﬁgﬁ et egﬁGg@? pR lasleyels af togasng ?W&SHW%
I&Hﬂ‘&?ﬂg eRulPeisoEyPes about 0. 01% and about 95% by wei ght
on the total weight of e_ onposition. hi one

L2 (g t he 12G2b (ug/ml)

ha ‘q [ nl§1 i f T ui 18a car sl Hdj uvarf® =52 69
orouh TR t027§ﬁL6185T@mTB| hrooa@p@da_er aspeet ohhe St em 36 (i)
ofPGadm ni St er iehg: BDEPT | SeS00PE @Y (5d Ng t lae: harigy 325 17 (120)
KiP@BEui t pr egélrﬂa?ﬂ? én*to tli’ff’éfﬁ%rﬁgﬁfhl as 44‘ai't@1t¥l>*et , a 321230 j 86;((18116)

owder, a capsule, a liquid, a suspension, a granule
a syrup. 1n ﬁnmher aspect the sten oi

fQR,dsSenlmplgjl ude, bat 'are not Ilsmlted to: fine bakery 141
waywes, bread, rolides, breakfasto cereals, proecessed 100
clreere, unproce@s@(ﬂ* cheese, 766mdi ment s, 2aissYy 104 % 12
prPﬁb%%t s, puddr o"f gel atin 6de%sert s, c%@r“béﬁ‘at ed 849

8419
products frU|t based drlnks etable based dr i nk

c Melenghayumean 2 & doiee pRigH: y» £0-87 and Fhifrp-01 vs. DW-treated

p Ao lenpp dtesfs SinagddY Appeeitie eatibadigs-was adt apialigshe relative
plyebofmntbediseaperltlatyd py thd petcentagy efdontrohOB. Qeddptical density.
potato chips, vegetable chips, crisps, chocol ate,

FouL TR L0 G 0251 G Pt sslop Grslee t splenocytes. To

wlkSead Bb DAl HbBRVES 20882 T NRRAAPEI 021 SIHBRES kAR, above, the
soups, soup m xes, soya based products, vegetable

m"rdntctrasfewdslmmeﬁﬂi;QZ ahnolinsggtombifectdshE ecll dnd Bkl p|onulat10ns present in
anot her aspect, the step of adyy nistering conprises

appl ying a cosnetic conposition conprising the hardy

kiwifruit preparation to the manmal. Cosnetic

conpositions can be provided in a formincluding, but

not limted to: lotion, cream essence, toner,

enmul si on, pack, soap, shanpoo, rinse, cIeanser body

.
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In the above-descri bed conposition, the hardy
kiwifruit can include, but is not limted to:

wWaewb0dXIPRa arguta, Actinidia kol om kta and ActPei/usm06/006437

pol ygama. I n one aspect, the hardy kiw fruit
preparation is an extract or concentrate prepared from

qul%?{ g;te?Lse&?foc?%E A eré( a@é’d é]m%g{’g egghgeé’d? %}éitﬁal 1&1ice and grown in

fiRHtsRatd eMovVihefoe Qfdayi rfoHdSWéd'IBy’ FASISesid, coﬁlfc&ahﬂlﬁcﬁiyscoplc analysis. As
kiwifruit is selected fromthe graoup conS|st|ng
sliosgh iF Figh- 3A, P Y enetmylation incrapecs ther prgpertiop fkeR4+IL-4+ cells from

ﬁg%egat 9.86 %%ﬁ%z’r oy 'ﬁGlO?rﬁSﬁdﬁﬂllﬁ‘igt‘?%ﬁaﬁggﬁﬂég%e h@ngée}gswﬁem than 30%.
&nednh&lst ASPLEIFN- &%eelﬂmwdse Kli ghitly r increaged efpan a1 Q%ntoi 8.2 or 9.6% when

roduced by a npethod that inc S a ep of dryi.n .
Balsy vipre %F%edaﬁ‘ﬁfhhggl%jbé’étljéﬁﬂg ﬁ%ﬁ‘@ nQtvier 2 afaflstgca“y significant
RLERAT #htRNwhs hﬁlehﬁfaﬂg Sﬁ ‘ﬁ‘lef flﬁlﬁ’lt)eﬂ Y 6ELCRNCEPLY & DEX-Administered

anot her "aspect fruit preparation is
pioisc EHedsyremnts nmbcatwthaf PGﬂ Oﬂ anchPE oo meglpeegtlate ¢he proportion of

ter not spect, the hardy kiw fruit
ﬁ? QF%#&%'pF Uﬁwggﬁgé by direct extraction of a
wat er Ned, Ut ane@Rse HnkBLEd @he REEStY dfi PGEO2T tanti BG102E on the IgE-
et hyl acétate. I n another aspect, the extract is

pxoép@ng& bsrllse)@qim¢<bwlfbfthh Wytrwmﬁms @ral gdmigisatiqn ePG102T or
g@g?ﬁ% Lesy agh%r g%%%io‘i‘hagpgpﬁk H?lec}utlﬂlﬁ%n (E]é?ingEJr B cells. DEX

Rrwaeel fie lﬂlhrrfbfar bhech B/elsibgTinsre |t1@et1ﬁ$0% QFiigh&B ) §the @bnfocal microscopic
hardy kiwifruit or a preparation thereof and an ag

Ferlisss aedfiparlly fowdatel dhergivain i P tieant feducien in I tevel of 1g8

gfbhh&ﬁﬁym gﬂltehtﬁ Qb CTh siph&l! RRRSHY Bf I?@ in B B cells was dramatically
ntimcoti c, respiratory tunction Zont Fol

aredagelincOVa\-kensigediinsits, bua il wak gteaﬂﬁ hevered |vvfheara,n11aals were treated

ﬁ%%}mg ﬂl%? # S ﬁ?%ﬁ%fpgrgga, ece grl}glgqnti)@g?@l&T as the level of

AGGREdhE] |1ntel‘f§tfyf @/h@%rtﬁé?e&gf%kéd nﬁms& @éﬁﬂQQHé@%ﬂéd that PG102T and
bet a- al anyl tadrine, and an i nhibitor of el |

PGABZE oot orily dedreasetbpaurbdref 1gk-peasiorive Wlb"»nblitmlsq ¢revn-regulate the
&#fat t ofta di i sease condition that is associ ated
° Pél JUDIR 2 GV ¢ i

ne function. Another
ﬂldjfEIPtt}l ®&fT Lhe mEERENbn ldé%@l@zi*lr%zsl’:ﬂj)taiiﬁﬁzcﬁ@‘st h'@“o ugflerstand the
hardy kiw fruit or a preparation thereof and

a@éawlaé aresbagmg u@@ﬁrlymgoitblp diqlegicalgtivisies af PEdPRT naqi P&I102E, it was
@S\@%ty&ac :‘(glﬁ]eté edﬁ%%%wg o2 e“%@lg??bﬂb&ﬁeff{&%%? cegfﬁ'lzfﬁranscrlptlon factors
invioble de Mhd@ad Thd qmtﬂvmly.s. This wes becauseuthe effects of PG102T or PG102E on

met hyl sul f ony| pet hane . gi nse nger.; an .

Bt Re RIS SHIOHIORS an%tlgé o Fh St Rt Tael Hopo102, direetly or
i b ! gulaféQrH HIRL R @éﬂt@xﬁ@ \C Il Jell known that transcription factors
elcosaﬁen aenoi c aci d, docosahéxaenoi c acid,

g}clludmng @ﬂ"ﬁAeﬁcVE}betaand NIAERI plagcngor roles in the balancing of Th1/Th2

St Qe b he M oD0L T FRsLe° Be Ao gl 6 384:474-5;

CURARI tek O, C @b enktp ededOrsct hesh T Q@Gm@sﬁlsm /;dgs@Rset al., Cell
or-condition that is associated with I'eukotriene

B L6 on6%r Kt e pk.yBlopd Qé)ﬁbﬁﬁell48&§ﬁe§ple@¢036¢ﬁy13©¥ated from OVA-
its%g}t{afg V%B%? Sv?éregeltl tt}riaﬁ] {Oé 95'/52?%;%3%83% n otvleogn& Brepared for
AsAGbloftdgdardilysey Obhe pidt€h glleﬁelfdilﬂ mmrzss wagi gi-batgnﬂcmered by both
urticaria. In another aspect of an

R6008T gud PG102E, Whetsas rmreofr%b@ryan@.ﬁmm vappmsarlaiddFis. 44). DEX
can include, but is not I|n1ted a fruit extract or
concentrate, a |leaf extract or &oncentrate a stem

extract or concentrate, a bark extract or concentrate,

a root extract or concentrate, fresh fruit, crushed

fruit, boiled fruit, cooked fruit, pressed fruit,

condensed frU|t dri ed frU|t a hardy klmnfrU|t jUIce

o T . g,
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PO 01, vs. DWtreated mce. Figs. 8A-8B show the
effects of PGLO2T and PGLO2E on the skin lesions in NC

wore@e/0937a3n back skin (Fig. 8A) and face skin (FCOUSBBY/006437

* POO5 ; **, POO01l, vs. DWW reated mce. Figs. 9A-9B
show the effects of PGLO2T and PGLO2E on the

expr.essj f 1l-4, :1])- taxim, T ' T

SipReae] A, flsc, biteepiblion, Tt B s, RS Vigy e oo (4 doock, Puim

PAyrRnd] Yhstoon 101201-99Fi g. 9B). Val ues are expressed

as nean SEMof 5 aninmals. *, PO 05 ; **, P<0.01, vs. ]

DW t r éat ey at ewhat leke, s Feaylationt orsuess the, RN pAe levels of respective
. i vi | at.i t o i ce. Fidk . .

REEEABHoA tctdtt Work RpRhted M G BRI Searin® KER Mbmique (Fig

HBJ. g¥F1 Oaareatsen fded2Ehsed 2 mRMNAs lefvelodfedBA DA -Dbh evdss 8-fold, whereas it

biseserec 8 710 LrSO0 DB B o CHRE T TofAgd 0ok respectively. Iis
Q&S Rid 86k Pef10bB! RRicHARBFed Qigher bib1GkicAMEtitdy in terms of IgE
mg/ mL) “of FDOO (PGLO2T) on the relative degree of

pridating electofhanped thetlekalneSGATAS, THpetBnd NEATY2 tola le8ser extent than

oot RExS0ustrd 8% s mu o DA SR VB ety clovated tha

VET el BB fshlYs fabicBRd tlEeﬁ@Gl@QT%dmmEQﬁgﬁt tdifrol the production of
aver age of data from splhgr}o&it es of ten individual
fi¢

Ahbdh? mytpkines byregwatingst of ghngchpten fstws sydh #5GATA-3 and T-
0] /mL) of an ethyl acetate (EtOAc) extract

%?t %B@\%&fﬁ%ZT) on the relative degree of production

Dhiscubgorcyt okines 1L-4, 1L-5, I1L-10, I1L-13, and IFN-g

by OVA-sti nmul ated npuse splenocytes follow

ng 3. days
expos dfe bitjogiralrastivitipe offi el 024\ andsP (b ReesTRdempijis study strongly
Eldicafe tGeal @?ﬁa@{s fhéih? géfscﬁ' % 40 ex PIRRAGRIRateddbA a FfoRiRt and unique
spl enocytes of ten individual mce. Fig. 13 shows ‘the
efti-el¢rgphgtritr BethdeslO3 T (a@d P51 02E Qowernd thieOnumgperriof Igi-panducing B cells

A. uta fruit juice concentrate gn the relative .

aeyrLd bR ssidishol [R5 rProfiEr SRR BiaeTlSoyialyfy Rpuike jn the deorease of
3Rsmb IR JevedN P 10N Bpoits 8Vt dull lhas18elcATRIE ity by modulating the Thl
spl enocytes followi ng 3 days exposure in vitro. _

ayd dioRnalineg etheoughrthe rdsarsasee irhsheElevgaof Bele¢tivisoil hd cytokines and the
represe t average of data from splenocytes often

imr?d?a\% Hﬁial?t c?’nfj'“lce:hel.c |kélge$‘ 14A and 14B indicate the

act i viThy eétbett df @€ 102F &ad ®G H02BVeh ¢oMilin ASUERIpEISE didtors might explain
conmpounds on the rel ative degree of production of

how £wo pagRarations i o atdhmelsciiar kiveld BepuBE 1 QY aibR(j{ @ decreased the
. _ : Tt ; _

155|903 S RSN 1 Y, UEOSPREL 88 v

viaengdle stedadivate. fid JLO. gronmret ahdthé [[Fgenhdntdy elentent daeelet al., J Exp

[ representing. the average o ta from .. .
B nle PSP L2 cminenth O1-a0GT Tt SO0 ATARY, T-betss involved in the
tEahBthat of TR cdfs bRDHeRL T ‘é\ﬂpftﬁ‘esﬁa&fhlmﬂ/ M Thi cells %Lighvani et al.,
representing the average gf data from spl enocytes o
e Natdidend Sal USH @801 ;,08d 51348Y;. S@BPo ek alneCe/E@10s100e655-69). In recent
THAES Boseit Pgorigd g 3 BRRsfR L Statscy Ehnlo iG2a and e
pRIGLeIZN of WISt HyB @f’il@g@?eﬁh (detaDAG)r Bshiiag 12008;16190044). The present
and the aqueous renmi nder fromthis process on the
inslentors) datd @y eansistenp it (eese dnown fynctiogs piegpectis@jrapgeeption factors;
| EN- Fig. 15B) b - St mul at ed no plepogy
e P aedhilon o, AN B BhsIGE SRR ORI AR 115, ond -
YeuatioR a$ Urisetgpdddefprodation pO II-yraap 168G B inSspldadcytes.
average of data from spl enocytes of eight individual
m ce. Figs. 16A and 16B show the effect of three doses
(1.0, 3.0, and 10 ng/nL) of F (PGLO2T) and a
powdered form of FDOO (created“for use in capsul es)
on the relative degree of production of IL- 13 (Fig.
16A) and IFN-g (Fig. 16B) by OVA-stinmul ated nouse
spl enocytes followi ng 3 days exposure in vitro.
Cytoki ne | evel s were nmeasure by ELI SA. Each poi nt

e " o o o o o I T T Y
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achi eved by the regulation of cellular transcription
factors, GATA-3, T-bet and NFATc2. The present

w0 pwen99s’ data indicates the great potenti al POF/US2006/006437

PG102T and PGLO2E as natural inmune nodul ators of the
Thl and Th2 pathmays and uItinater as anti-allergy
t The i ermnst r at.ed
PRRRE -of S A FRLY ShartF 35 BbAIGA Ry SRR -

A88REPAGIE dacterl MRS tidb PryteROBEUL it@NSe eﬂmcernoﬁlmda{d the IFN-y
for atopic dermatitis. The present inventors also

geoseateha shapdated hicells, ot I@afsahean pgEed ftha N Te4 plays ainpore important

gcﬁg lnlf' %klo%gpﬁa?&eaﬁ“aée'llg NS e%ctpp ?‘i‘l? cfeﬁé“lhdee‘?it q‘n%ellr gpc;m NFATc2-/- mice
, new°extracts oncen J'uir ces;

pecegred ahicinsigieg Roels exf MThet eblarprvaphrtype OhScellandilam et al., Blood

BUROH HH E b sl e i 281 eBTED: The presey study showed
hio PRIV RLEPERIIRA 0GR B IRl ASSFATC: Bfeeh eved To

erefore have simlar anti-a rgy properties. In
addi t iToe acmﬁanqﬂeeQMeqhamsmbyrwhlhla\l?é}loé'ﬁwn Pi82Bdavtondhl responses

Pabipprise gt By thEeh ol e St en BRs O att s gt PO102T or

PEUbL c@NBSartibeM ip¢@entifEAR! WRGAE 1513? atlR§ SRMPOB kP Aifferentiation
of the present 1 nvention can be use r eat

tléglkgh ithee secraten afesplubhls efasioss nahedingi Iﬂig12 e et expression of co-
[ er si.h I
LR B EPL AL do bR P b o a1,
il 9@3}8@ 70T-a8). oAnsthert prRsiBait@is thatvit fotlistdigody ph elipadifferedtistion process
t hereof as enhancers of Thl responses nmakes .t hese

95%13@0&@%% cells ar o3 thgregudation\of Igpredyeingbeglivent  of

di sea @ggg #MP@

» espoﬁggr fCE{S fﬁdl%tf Rty ? i) ﬁ{/lall;xcfafl’ﬂi §§7§7c«§n?may be due
tonhredtiple rbuainghca;la)n aettve dmeoundacTo obtapr difssentu¥@td2 preparations in a

produce a to wat er soluhle e ct and an
bl e et %Pleé?mH’éY“H’;‘Pf& L E s R S FBEgRsi on ther effect on
Hlesprogﬂi%ﬂtof FfEhi 'aqaﬁjbpfhdhger &qg%&ﬁ%%%@%hﬁi%o'lﬁE in OVA-stimulated
les 1 and he present application
aldquqytnaaffhsn@@@br matssnnﬁvet hied pms@mblc reuewgh & calchlgte the specific

resent 5S hav di sco t
A ERr ot PBIE Pl Rar B Bl YR B R0 lbgeing piginiea) actviies of
Pet1020suchfas atVaRE i@ ind CaffsRAt f@ikphiOTocRiBEBS N Grgura. This TL-4-
al so produce conpositions with inmune regul atory
heserd\Assay, isamay bamgultseqi ey the puwdicatinm pf gotivs Wé@) as well as the

[ (e.g.

GEhEF R PRedh: hobils LETRRANGRED FEBBRNARE 42 %hi
ar e nahe linventoesl tbx‘lclti datatmqhuate ¢hat d’l@l@@ﬁ“rlatsﬁﬁe i g @hated dose toxicity
fruit concentrate, boiled fresh f

biiads, oral @rppstration of 3@@@%? (06, dRYG @90%1%%% At4-4¢ &veeks produced
*aﬁ Rl &sd B ct@&&g FACT th e RLIg arP e ng@édr@mt With P& H§ta Q,fotamed from

e hardy ruit p nt other than the fruit i1tsel
lrraveeachqlmnstabcb XE30 (0. Smgégiday), iwhitin shaveglldesere mydietivhs i m hody weights
as_ co dtot wat er, sol.ubhl.e or, et hyl cet e . . .
334 BB FPHA DoF RV e, dofn e A e various biological

hBYeREObS PeAveT dpmpat 08t sddiche @hf baakk of 4eXiEMEtae safe, natural
of the stem root and bark of the hardy kiwifruft

pt@matlpns,s\uﬂp rae@mlmgm:yls]g lof r$giep¢f&j:mtfpb pot[gyhal use in the treatment of

ted spl enocytes from
5??%%6@@ %au?Qe?ed nice. The present inventors have
Fxa@pede the surprising discovery that preparations
0 ardy kiwfruit as described herein may serve as an
effective adjunct to other therapies for various
atopi ¢ condi tions, including, t not limted to,
st eroi d- based t herapy. For exarnple, the present
i nventors have di scovered that adm nistration of a
powdered form of the water soluble extract of A
arguta as described herein to adult human patients
sufferlng fron1atop|c dernatltls of nDderate severlty,

-
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at | east sonme of the biological properties that have
been recogni zed for the hardy kiwfruit described

wheweiops79A. arguta, A. polygama, and A kol om RECEHUS2006/006437

bel onging to Actini di aceae, are naturally distributed

in Siberia, the northern area of China, North and

Sout Vo] ' I [ :

Aot B O e P iR g §Peyifig extracts propared
fromi 4. aigle, denatehdIG103T And dFI02Ednveay dhdyepqutinaefifett on atopic
"kKiw." and are popular edible fruits. A arguta and
SMEHtSruit of the same genus (e.g., A pol ygama, and

A, kokemid Rlcehate cRaBIlkhbs 88 aRnABE afdidks 1997 GdRbM6F Fapanese fancy
medi ci ne haned as 'm hudo' to treat |iver disease,

st MNoshikieNedumd). Wihgrept vt gpesyin pathogeri-fier {SPE) conditions, mice

wi t hout t oxi cit S 10 .versity. Nat . o
ittt S belotrePRevRE QR s Soblofiolr i Rungiges. olincal
s bdgih wWi@OQ)atchiop@eltvioiniting drdriehé aye Bt Bomeeks followed by the
described in U S. Patent Publication No. 2004/_00379?9, )
et @f thavezepatons aendidpbriihe Permrigslopes sczspUs tippally localized on
63 TSRG, A FROYERIL 0o LEAdl Rl 38957 B0 o i i
incluiding Motechage,, supetfioial teposidre deee seedriationestaling, driyhess eof the skin,

have been nqQ reports regargding the efficacy o . .
N lfe@mgatwp (Hiroshizft %@kfwﬁ'fwwl Ll éﬁ%ﬁ&%ﬁ%ﬂ the skin lesions,

S i AEh S PSRRI PSS EP4 VTS 1R sifpRlIL &3 th8MdNsed number of mast

2004/ 0037909, regarding the efficacy of extracts _

@ile puitle degranmaper b ofserved. FardditiRiwibe rplasmeatdyel of hglh is markedly

the fruit (berri egar di. t he i nportance of . .
OB ot BRGEF RF BhicohP APy BEBERSPIGE e okin tsions. The
Rk c8lls @ the RRinefebiofs eRpredshE -hATTAY dadWIARTL but little or no IFN-y,
conpositions on the efficacy of established treatnents
fesilting dpireandfestatiere ob rThatdpspings ngnpinsnEcagiéas ciMasayukii atrpl, Int Ach

sregul at | f I | ' £-700.
SYEEP BRI STRCTRLLEN SRR BB Sufl 20910 T
fiediggLreanblo thdadribys khawhdtensiintiereefie AD paticarsy sodgesting that a NC/Nga
arguta, A. pol yglgma and A kolom kta, _or a

aR [§ECONERS

y . ot her .
TRy e b a1 KECollent simRhmodRl LT umanetDy i ¥5% U e modulation of
| (0) | : :
TP b anlt! e St RRRORCIE Botinds FhEYeR thrapeuic suategy that can
fraddmenthldy inyprowe the chgaalbsytnptarheobADiin bthdngyans and mice.

opertie d .t he i nmune
M@%@@@&Qﬂne/l eukotri ene-regul atory properties

demong nale dS}?&gﬁd Path&rel- freeSGPFR AL B0/Ngh INDY @nice were purchased

preparation o conposi tion or preparation of the '

fromeBLEC i ok ym Jepah) niflicentp - & ekt pldd eeee intrdefaled én i, SIJHenvironment
any one_or. nor art f e h PYYRNETT

(P R ) R Bl B o0, R, gt 0 f Wabe 1w ofore

LdeTBERf - €ek-d1HESPF NA mic) wererebwsdr e thnt dir-asconfi®lled conventional room
"berries" or the "kiw berri_es"z, the leaf, the ste

I . m )
foeavensioralaNg mise). Aovmnak scEBEnscoratisf Wil teastngards set forth in the
Ln. tao. r . . . . .
DAL LR8O gRae ISP S vy
whi chOral adipintalativn oftRG IS by PGERRN G109 and PGAORE used in this

desired constituents therefromw th a suitapl .
By svere PeeRared HEMD ol pgviatasripsadind, prayipugy ?ﬁ%rgrqtfl'aﬁ Allergy Clin.
hguss)! W?@:ﬁl%ﬂ%l?ﬁb@@i LGBk AR Q?.' BUalentBAS 19C nROYRRFe divided into
to a prescribed standard. The tefm "concentrate"
theéeegoupo (6t groupy asivsteanealdy whited withsPGER Tt (38 mg/kg/day), PG102E
majority of its base conponent, or solvent, renoved.
Accordingly, it will be apparent that the term

"extract" as disclosed herein g@y be, in sone

enbodi nents, used interchangeably with the term

"concentrate". Reference herein to a crude extract

refers to, in one enbodi nent, an extract of hardy

kiwifruit that is obtained by extracting a preparation

of a hardy kiwifruit with water, |ower alcohols (e.qg.,
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any nethod of the invention, including to selectively
regul ate Thl and Th2 i nmune responses in a patient

W@ 2006/093793 a manmmal ), such as the nmethod for pPEL/ERLDEIY6437

or treatingallergic and non-allergic inflammtory
di sease or providing an anti-viral or anti-cancer

Eﬁ&@?ﬁiﬁ%&ﬁ? Rl DRSS it e 8 (e aRbfdmBhserday) once a

freRTPRES to PNwks, SPFWL Inigs at haeghnist l@Gnti?cﬂQrecewed DW
a mnistration strategies described herein ap

this &'ﬁ%@‘@pf SHGIORE ar eHiaEoer de deelopment Q}ﬁ@ei matztzs m NC/Nga mice.
ﬁ’gg B?\Fe?ltt ?f]d%aﬁm( of Qmog?g{é% 8 Q&S\Q% e%ggssgc? 5&6&1’111 v)e@k from 7 wks to

extracts Ccri In, 1Inc
T hewle bf agt Hyc one gRtsoad edindes or itleetthenp ediotdtioab, yccordmg to a slight

abovfg (@tll ncf]ﬁ}eggltég?q,ﬁgqggrﬁq%vbey éu?lgd?:t t%l kﬂ%ﬁ%ﬁ%@féﬁyﬁgﬁg& Clin Immunol
) t

"1‘?%]) @fe g@’?gﬁe%rhélgﬁq fsilk‘ﬂg aﬁ&ts@?ﬁg% sice?ﬂlqlil ‘égllé\}r'élﬁteloﬁ’ég rN@ Qhice began with

ftriwsp,) erypbethadadid uidamdrthaged folﬂoW¢des]cr}') edcxm@k exhpenfigial , erosion, deep

dried fruit re edfr n.f

b eI o1 S aese iy 2 FEfged oy aRifogs s gonditons were
BEREE NHordtE NS bbRdVidrowh O¥ietR:dafos DIPRSH e ouk® Gh@ldichfhg index was
a phar maceut 1 cal CorT'pOSI ti on, a cosnetic CorT'pOSI ti on,

ovaluatedhp clmaslilrmg @@éﬁ@natcamgdrqurrﬂ%mﬁeaﬂ tdtialfdigépal severity score for
%hﬁ)?ﬂé% g%(%n% as g% s h%esf\ﬁ%{ %? She ?I{dﬁ‘;lglgaq S@gl%%t rX(Fe’d as 0 (none), 1

{midy, Dr @@@treadte Taﬁdt Bla(se{iray) lfer ack ess Q"ﬂzel Bigh® nrahd symptoms (itch,
manner .0g., dried, boiled, etc.), but_that are not

8 @@%quvrwﬁxe@@médexcw@M%%on rned aling/HpBasTrent |

the p t e 0

Ki v f g\ﬁeﬁz ﬂ%meﬁty DRI 95911 %@e? % %} %o%{?&{]ug%k ng)t%o@gesh a&rgy chemokine.
Spbdmtawdonsly mdngpedfallsmgmmrasmqses Wbreomsnrﬂ@sd biybeehsiengihe plasma levels

ar.e inten d.for use od of . the inventian
Db it RE by e elineL g AU RGO Pkl o CPimiiies. Blood was
CEBRAISBS itk @tr@ﬂfrb@aﬂ?l&hs Qrith gldds @aﬂﬁﬁ@‘%ﬁﬂes a%%lﬁahag%@of 7, 10, 12, and
the nethod for preventing or treatlng | ergi c and

p¥

hérweeks, angu S@pamfeﬂaqhﬁatao%awmsquétm R di trngll ame. The level of IgE
anti ranti e a

A paubiea B 3 biaTBRElerROTRTSRBLBER o omppb g ot of 15620
Ghab eteadrded bl RSsandwlich BIISAGNEtBoDAs ddﬁ@rﬂs‘e@‘mﬁﬁirﬁﬁm&l (H$rano etal.,J
wel | as the d05|qggand adm ni stration strateg

doweneldderhndsy K189; 1 8pidy-300 Theilgnis Bf detection Wwasel lilg{v% R Jedh The plasma
?eileyg%f icEHT- g@ Pre E?XkﬂqantdhleAlQ@ ek %%{) Q{re@?i ELISA kits (Endogen,
Scribe I'n ad lon to e

conpos ron erein

©xtnbaidps, Kies and RIDheysednms, Mimnkapdéid, MN)t heordivg né itln manufacturer's
.S the use of the juice of a hardy kiw fruit, produced
fASGRFUHP- part of the hardy kiwifruit and by any

sui t aq{(v? 7?)? g%]fo%ﬁze D 9&:&19}1 ?9 spRRo s %ﬁgec?ﬁoﬂr]@@/}&%%zce At the age

=

di rect t he e., not diluted or
obhé emekatcem)emlbm} N(EJ m:t@ «zraﬂy breateld Munﬂlétﬁl(ﬁrT PGIG&E, DEX or DW and
rate,

STtV erscepT R deSeaisbita’ S0 FRALAN Pigdeplify of eytokines by
SRS tdsUBpIbEHs W AAKLMALE %Fdl@n\%rel dHt£i86d, ahb&pidAb&REs isolated from

nay renove the skins fromthe fruit resulting in a
splkensr weof ressspendedpun prultared niedivee . (R?MIslﬁé}pxmm@nmanWlth 10% heat-

iRy EBSR bRl RE Vet HET 2 R GhBRR AL and the fna

chhdnirti e wafAdjaste€ @ s TG T0al1gh] Qﬁelg The@y cél‘lls-?lwelfe&hblo ihcubated in the
distillation, ultrafiltrati on, rovi de

a
ebyened 1oF ggr@szg:npep 9f tCqndy @k 4 ug/@ﬂ for r?Ju ﬂgys The concentration of ConA was
juiceconcentrate). Such conposi %IOHS are intended for
use in any nethod of the i nvent and particularly
in the nethod for preventing or treating allergic and
non-allergic inflanmatory di sease or providing an
anti-viral or anti-cancer pharmaceutical or
nutraceutical by adn1n|strat|on of such conp03|t|ons

- N B L o o o o o " o e s
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(i ncluding a beverage or a food material), or a
cosnetic conposition, conprising, consisting

weswenei7ad |y of , or consisting of, the hardy kPeu/D82006/006437

descri bed herein (i.e., including any part of the
fruit, the whole fruit, the stent t he Ieaf the bar k,

{ I L &Bﬁ@
350 KL B, LA AN BT oRULE) vos found
th@ rrogoentratdresdisbdiin Mmesﬂm&n@ Febawmtgnmmﬂ),atlém e:stltulfersupematants were

ealliisaly iR aIp At saimkinct R Leor -t Plrig; Bt and IFN-1) by

BLEVA e8esiribddudgyextract, a total watersol uble
extract, or an ethyl acetate extract of the har dy

Ki wi fﬁmlyszs bfi tabl leclmptes andeokinpphilskinidriphietal blood. At 14 weeks of

e tion [,S . ap.active.in di ent for

B Bt Ryt BBl 226 PolgRAE R P il B b of o) eutooyees
Rat ksdhorhiils 8n, the rhegatﬁ'fﬁﬁéﬂibﬁoodhﬂa@@éﬁﬂt&ﬂ hgihg 4 TR1ldyn hemocytometer
conposi ti on has a biol ogical activity selected from at

(Adhott; Sprda 6larg.HeAY.ol | owi ng activities: (a) reduces the

nunmbe uci n ' - . . )
r edu Cég?alﬁ%zgc% ng a?qv ?m?nzga.scu%f ééc'i ng 2%10@2?;1%2:%%616%%9%% .tléz.c/:rness in AD
like $ielesib NFor h1§tbli)%f@) exa((m)latdﬁlg iR al$ BRppies digcd dtamined from the head,
and/ or. | evels of at |east one_Th2 cytokine

ngckpnddorsgl skip of opnvepgipnal gad SEENC tnll]lée pié%@g%p? 44 wks. Skin sections
S
LR T PGAMCRTeP Duty G 7oL \iledted i puraffin cut ot 4
[RGtard, s@khEd- wih H&E ifowc detastis Nbﬂomsewdlanuﬁatergprceﬁw Oells between
of tre tr nschEflon factor Tﬁgﬂ dp‘g‘?d ncr.eases Ficati
PRl RSB PO ey Setiadniiieh FHEEBfope ot & magnifiation
BF '9}_5@% AR th@%t%ﬁ%@@pl& heelMURRSE phlotdosdpbedr Gféu@lh@lgle% of both the
I's 1n a patient; (i) increases the anount of
pmd@nr,rue@nd rdeantsawmnmeasclﬁ)d enlﬂtmde@nm diepue ttheo ﬁtr@rrlm comeum of the

activi.t hoc e.

At o e BRI il Taiituse Rk Bheand o the mean

Bf DEdeGhhdin Belda Eéd whitly 5 @deadiréménts meagea (e.g.

CD4+, 1L-4+), particul arlay at a site of inflanmmatio

(1) r@dl‘ﬁf@wﬁﬂﬁ@ Oﬁ@ﬁ@f@’ﬂ@@ﬁ thg@oping qRriehsiorBincae plan .bwpéles The levels
n d 0

T O

SLISA. B@@ﬂ;}t, tKHt&sﬁ@ﬁK@tﬂﬁM&Mm Jesibhewpat:icéset], Hdmo genlzed in lysis buffer,

5 ch&@; Itﬂ}u% Q%Hgg? %g\cviq%égp?ﬁ%ﬁ%/ee‘é{gg %ﬁggtaqﬁj ?Eg%’ét%(rg? t/bt%er centrifugation, the
&ﬁﬂ: tcén‘t?g‘cdd?atmgt Gkal Mllzé‘g)?&emq{/eﬂ: @ﬁaﬂtfﬁ@d%dﬁﬁécpw&%ect the level of

e nanner SCFI ei n woul e, or coul
pytekiines &l ¢hn:ntm&tnebeln®tﬂts: wate naymalipet toeht totatl@nmsued of protem prepared

erei.n, the r rotected froma di r oL
5y gt Wop Pl ey T G EHPI SEREEY POBUMengerRei tissue as
QECHBEEL AR Ol etd RS LBRRDERN toaWdbte BIBEMERhet f€ibodies specific to mice
severity of the diseaSe. Protectlfg Hl8at|ent can
ag

G -3t @Stfnél“ 6aSiantat GrugfBigtechnadom t fuzg ke poreepfin (Sigma) as a
Zoa entl o V\,hen adm nistered to a patient, to prevent
rom occurring and/or to cure or to

al l ev Sﬁitz@tz@t Dagsive@nepresget ps Q{@ﬁath}EMtDzﬁﬁl tifferenoeebetween mean
di sease synptons, signs or causes. uch, to protect

yalgay et analser dydipeied Sﬂﬁ’@tltﬁdfets?sboé’t ﬁalthel&é’tq thapg-05 or 0.01, which
weﬁa ?ﬁ&llé’tg& ] ﬁent%ﬁ 4Ea?ﬁﬁy lvé'e? Snsﬁcfe‘?é"tfégft ttt):algg 1ﬁcant

treating a pati ds a di sease era
Regdisment) to reduce the synptons of the dlsease In
particular, protecting a patient froma di sease or
enhanci ng anot her therapy is acconplished by
regulating a given activity su P that a benefi ci al
effect is obtained. A beneficial effect can easily be
assessed by one of ordinary skill in the art and/or by
a trained clinician who is treating the patient. The
term "disease" refers to any deviation fromthe
nornal health of a nannal and |ncludes a state mhen
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fruit juice, or any extract or concentrate or fraction
thereof), and in one enbodi nent, a crude extract, a

W@ 2G0al093783 er - sol ubl e extract, or an ethyl acetBCEUS2006/006437

extract of the hardy kiwifruit, for the preparation of
a therapeutic or nutraceutical agent for regulating an

For 1 05t TGRS S P2k #R0 e P Bd | prgiopment of

Weouﬁm nRYER i & eRikl NQlngEd. YTo ERHmias ﬂﬁi’p‘dsﬁﬁlefbffects of PG102
hl response in a manmmal and/ or suppressin

PR SERpEE Bernptisis, ihenidiientosy Bsed e impse jaf @rl@@ld%?f@rshan@l atopic dermatitis,
e

3oLy FBRREL AL SR By cocitions

ConvéngidniloNCGalmhies giere CﬁrSléy‘slSidmlmﬁlﬁfedl PE1ORT [50 mg (60 units)/kg/day],

RGAREE LAaa* daauo) [Feida) B (of A/ EHIS0ar NBADO wliRouse/day ) on
Elagﬂfﬂgs‘fst fof 7%66&%’%@&1% 6 @és@%&@lé 8?&&%9 W2 8BLdrP. The dosage

treatnent, and/or | npr nt of
abPG202Rsnd PEEILE wrs based s the ccmcsmwm thattgaive tlemapientic effects in the

ect of ese tion to provide heal t h
PRk St st e oD e P Hg o RoeHaegy (Pl | and Park o
descuipes ¢l qmrhuﬁzbz 816815 8u1dy7, 19005, ik indéRB A Blel RPmatitis severity
i ncl udi ng any part of the fruit, the whole fruit, the
sctoeem oftceavénsianal NG enibaireatedvith BV showed thatithe develepment of dermatitis

Feos,ae %ra%tra;gggiegr ngt [ nteﬁglflgcg C%{'ow g{é 8}%?191%%&&&1011 of PG102T
@f PG&@%E@lgiﬁﬁmﬂ?tde@f@‘ésedf the $borler fsdrh, 9 fwredkd of Hi €TheOimprovement of

any extract or concentrate or fraction thereof), and

dermstiss Sessy W@ﬁtaccoglgap@gé)yeg(tnggtfon in thesegptching 1n01dence Treatment
t

%%Gﬁ%%l&ﬁl}fﬁfréu fe‘a tPe chr?tg e{qfr@rﬁ@t \g%eg(g %if;ag?gstm‘ﬁgr results were

a%htddvm faﬂnnaisagmh‘atil Wgh ai?GlO?.mJ(ﬁégr éBpoh&ee(b\mrt these outcomes were

gﬁ?f&mfsgelrnt & “r'i’h g%hfeﬁjﬁ%{({nlggﬁkﬁg@%g{} qrpg%f%glattj og%Ep?]e%}rg%cal visual features

BPER Rt ddakl @t howhPDER rh%%é%ﬁea@edﬂﬂe dERRRHIS §e\1eﬁtyaand scratching
manmal and/ or suppressing a Th2 response in a nanmal

Ectwtwdneﬁhttsh dﬁtaoddlsatedihéallt PH103bdndBE 02K o5 ghirsuppress e spontaneously
fo t and/.or evention of a variety of

8}5#;118?({1&‘ SsagggaéénquLcI udi ng, but not linited

to, aPIGQTOQT ng IPRE@IE deBRBsk BF dletibinbf BIENRIdONGY; 1, while they increase
di sease, viral infection and cancer. It is stil

mtoﬁ&%bymlﬂsm {theddiies ienthe jvispehelinienl ffentyies yinietingnhuman atopic
f |
RORRLe F5eRio LS ALY gL L 00 100 Bl pisma ater e
Dﬁﬁpai‘f aidrmamus nldiewfon'eg itawgs pastdd ohethbie ofal widiminikthgion of PG102T or
rujt, stem the |eaf,

bark. or t .
FoR0TE shile: dautrabiR P o Bl el B2 AT ORE e e and Thi mediated
t
SROSEmIALE,LASLES IS Ml 3 PPoYOSoRs DX or DU
bnui daifyubasts, and bhm)yl saxipiea cvere obtanmecleattthatge of 7§ A19,c13 emd 14 weeks.

d .enbodi t, d
T T RTINS, et o
euf vach Airdaliewlas %Yaclédl ViddeMichnv@giodl 6SRBINHsAlIgE levels gradually
Cor‘rponent for regu ating an i mune response | n § e_
menoratd withagings & genost Elkgmlyt 16 mweeksyell agei AgmaniFigtion of PG102T or

REH02E B th TR G5 ERRER i 10 VRRE PEafouEY fibigaty sgnifican

RHNTRY, réet inS4 BPoRS fdwtd 1ével b2 IEB SR QRS end r@fahaaﬂmimem The IgE-
Such ani mal feeds or ani mal feed additives are useful

foveringeeffocbaf Reh92hne Bo193ewenepmparabledo (hat o€ BE3ppsed as a positive
condi ti ons and di seases, inclug'ng, but not limted

to, allergic disease, non-alle gic i nfl ammat ory

di sease, viral infection and cancer. It is stil

anot her object of the present invention to provide a

topi cal or cosnetic conposition conprising the hardy

klmnfrU|t descrlbed hereln (|. .a hardy klmnfrU|t

. o, o a1
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i ncludes the hardy kiwi fruit preparations of the
invention (e.g., various foods, beverage, gum vitamn

we vploer93 heal th i nproving food and the |ike).Pdmnes2006/006437

health food can be provided as a food item powder,
granul e, tablet, chewi ng tablet, capsule or beverage

Sl G0 2 g2 R8s LR 816 P PR MRSk T las, v

peydtesd. Widendonkaitioubisonditichs i ttaackd ﬁﬁ@mbrdﬁhced a level of IgGl
children's food. Suitable food products in ch
%@ﬁﬁ%ﬁmﬂﬁolﬁgélﬁ H@@Weroﬁdmwwaﬁ% at PE O%Taﬁn‘%g GIOZE deCfeased its level

gg%@ Ay Gedhe 3 regqet%ggay ’F‘t@ﬁ%ltcg aIE 894 pr;ed %gfoggpfd fﬁgel‘équedmted Ig

not fine ery wares ead
tlasd, Swasb iraddsed thyc ep@akisat¢ly ori86eid emientiqrab¥€searice treated with

%Eggiﬁtpsé: ](()q%%I § awﬁttglg E‘ﬁ%&ﬁ rfaégg gﬁlalg%%q g{lg 'rF?B) %ﬁtiasreydata indicated
4G5 PENbST aha" fpﬁz%g%% 'sfggﬁessttﬁ@%evé?&%ﬁi&{t‘%ﬁ RENEERISy lowering the

m xes, processed fish pr cts, fruit-based drinks
levels loti tgEhand Irg(ﬂltaqdllnyow):asm&@ettdﬁg@%ased drinks

(el g veaataler ) b seo)e Ahons, v D one producion i

PlaSHiK %za,spwﬁbcﬁésd Thé abRredhts RIG@HR thRAPGA02 PRAg mmE affects the

poul try products, gravies and sauces, potato chlg
gxmeqsm@mfpgmoancbrh% pepkishoda endersnd Db Req ey of POI0ST and PG102E

gl? rg lﬂne ﬁ/d éésiﬂl? ?&ecl),r &lgrqg‘%:/e’éssé{é g?%l'oaglg)IL 1.’2: e C]? e?e%%g the Th2 and

(5] @atlmfayylréspec&‘\%ﬁtmb @SasursP i phsmalac (])ﬁ @drdeks of age Compared with
bever ages,_ noodl e ferment ed foods,_ soups _and s
ﬁﬁ’@é’@gtlo%w @é%?etéeaﬁdo‘@ﬁ]é b (‘#’F G ofi-fh RS I%W%rﬁijﬂ%n mlce treated with

I opa
%12?2 %F Cgl g‘geg@ ??‘lﬁ) arfl Zﬁi}goﬁ% ec%l%lgﬁﬁ% le:t A). rOergle ﬁdmmlstratlon of
Pﬁ?\l 02T boRGEAZE eksscbthelset oﬁ\llt-hZ md ﬂ@ﬁisticshlly:hgmsﬁcp:htanzenher

onto, _poured onto or_m to t f.0ad ti .

of Selb? HySHieB It GRS TR tupel andbey 0% oh e production of
PRI bh& 4'har dYoleRS TR shenb &k hied rf?orﬂ'm Nibd. NickReere sacrificed at 14
above-identified conposi'tions, may prepared in any

fvoekn oflage and sphdens wew pained tceaniateeﬁlsesntﬁéocxtw &plenocytes from each

gg’i‘ﬁf%dmé’s ﬁ?%‘fr? Sﬂmu%gésdhwﬂgnp‘glcaltl rsg%c%:e i¢ Imeaggﬂl SCluA ﬁg)é days, and the

Mkm ofSRRYs SPlokined Weaddetehrad.| Ink@e phened of hl%nAb ‘th/aelevel of all Th2
ositions of the dgresent i nvention can furth

pyf@ ingewanbighly dlevatedpbul teretaes withaREi 92T %&Gi%ﬁereduced the levels of

9114 YCRSE nd HC! rl@%S/ Bydtosﬁf)o g’f’eﬁ)lle 10?? I%Xtaﬁ% 1nh1b1tff=d the levels of all three
conpositions, preparation dd ves, or a

d&s cyiokizds hathelgh theydeartdsed ofolad by Ditikwasa®t atratlhtﬁaﬁy significant. The

ne actlve agent, ive c ound, active

Rpdent3) waspps 1 ’éfi‘tﬁnﬁ?cb%fé 4 ¢ ﬁ%gent can be a
phar rracol ogicatly active agent and/or a nutritionally
active agent. Active agents typically contribute at
Tells IVoRHeets df POOORAT antbRE 13 en thadevel of Dakhand R eytokines in plasma
ahtiacmpewsptnnanyibm phar macol ogi cal property to a
g\eg&% in addition to the kiwifruit preparation

erein. Active agents can be included in a

con‘possmrdam, preparat4 on, additimwap or other
f or roghabdopst of the I nvention in any effective anount.
An e¥dmeicd i ve anmount is an anmount sufficient to achieve
t he dési r ed effeé’t4ﬂ13rm‘e9@): ed b 59t=£|ﬂé'(b@§ént such as an
ef f 86208 t he heBPER* G Hut r 1417 &A40EHA" subj ect (e. g.,
a t K&i%Feuti ¢ or1AGE? 26 onal 1é96fﬂ'e78t(%29)a taste effect,
an &dma effect, 34 R ENal ef f 0% 14 @ e of skill in
the art will be able to determge t he appropriate
amount of additional agents to°8dd to a conposi tion of
the invention. For exanple, any of the conpositions
provi ded by or useful in the present invention can
i nclude one or nore natural products as an active
agent, including, but not Ilmted to fatty aC| ds and
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eugenol , chl orogenic aci d, neochl orogenic acid,
cinnamc acid, feralic acid, o-counmaric acid,
w0 2060103 i ¢ acid); lignans and |ignin; phenyl pPCDP8VOE006437
coumarins; styryl pyrones; flavonoids (e.qg.,
ant hocyani di ns, such as del phi ni din;

pr Oﬁﬁl\gp %in d| nsl3 Lagechi nslﬁyglﬂl@@g;at echi n,
epreatrect ' avi avonors;— such as

g.iﬁula D hyper05|de querC|tr|n i soquercitrin,

§Puff‘ﬁ$1 eni n

hl ot o |
||u| CTO SHE—aS |JIII ot || SO+ TV OTTIC S,

‘t’ emional N
SLH%/ a% M4 Jl???éof‘) 6301548 1$operi§2§,21(fob)aVszwofnarés%&ﬂ 100) 10407 160 (100)

l’l’llC

i 9aid2avonQis@si+ alg:Lefnpenaid (gui NsBesud €. g7xeslac 1584822074 (152)*

ViPGHERE nss4and0)t*oczpp¥ﬁemm S 5Q4w1£t(zém n40Ex)11 Suche3ag42 (249)%* 18050 + 1380 (173)**

t%&it [i eﬁﬁéallé‘bo)** TEHPHBI d$15aiESt ef'or 8D | nclr‘ﬂuﬁé@?*)but 10096 %236 (37)
- ot LM fped tg 7__'_ q;pge(ges (e 19 b-PI NENE,  300:880s)

y T, -L.l TTeor,

er neol nDno
i@;éa sany 5’1,\5%:5 ﬁsoggpig S BL i) F) é;g t{%)u% %%ﬁ (ﬁ%& W&ks. All
& 1%6 ere S g re. Values are
PPk é@e orv Yeeawrﬁ@ s”<9t®r'ctnér peﬁégo‘l vs DW-treated mice
(ﬁﬂkké?biﬁeg)@€3gmtdﬁﬁﬂdﬁ9r|n Iupeol ursolic acid);
tetraterpenes carotenoi ds (e. g chopene
b- carQf ene tein, astax ' cant haxant

ot er onhen Se o P BT RENC e, BEP RN S T Mt hies e of Cona, the

let1s Bel €r.- 1D UindaFsy - Qerd hx[@nﬁdi’l@edt ®a SPYINQIhiden@e level of IL-12 was 166
al kal oi ds, tropane al kal oi ds, pyrroI|2|d|ne al kal oi

ds
ne/pbrhvg eestiniation wih GonAnoricasedi thet byl &dolgi Gesatment with PG102T or
p(ﬁg(%ﬁ ﬁltrﬁlyf ﬁldﬁééﬂhgllg&l oPYIT llglbgeaggl’ol&ﬂngﬂﬁ ﬁO% or 250%, respectively.

am nes, tetranydroi I NO kal o

Dlai ROEINGATIEDNGS wal dldﬁoedraxhqkﬁdadlbfdﬁcreé}edén Ioied pneeemb loﬁlamn@sto almost 11
vfen0|d i ndol e al kal oi ds qU|n line alk

cﬁ%lrmoqicgmg}skrapqﬂ algvatg} 6‘5/[ vl jof |thys gyto i&m Wa%@rpﬁglately 150%.
?(:}E(Z% aredUb Y Itl}?l% el?d;%( Z'Eﬁa{d ﬁGT@Zﬁ']ﬁ%ﬂ(%o@éﬁly‘ R4 8 he level of

S, piperi ol ds, ephedrines
I(Lahs azvlﬁlerisdldpyot affeat ¢hatrofi ey plarsenmhdepl RGURT and PG102E increased the
nes, .steroj al ka Ik i ds_ .. :
el Tl ey s b b PRRE o ST e o ey i PEX which
1BQfs&r%[ﬂa(b?{iﬂh%1’eéQQhe @éﬂ)‘res@%ﬁ off Qﬁndst E'I'l Eﬁgkfh@s mBasured in this study.
vitam ns i near and cyclic peptid depsi pepti des
and oPGé&y2 aed evdy mel@gtsc@pqnq zizq,e@quﬂ@q d@:@easg@fheak@elmeotaxm and

%‘%ﬁ%‘t eBE d& el{ljgjﬁgl 1op nq 1?1 aCI Ez}/ ?cpe]:es CE%C?IP%%%EI%?}%HI%e% an important

fehleabf R6Pici ddafatityial NC nﬁle@thé@tise(tﬁe gresew(ﬂfdﬁﬂmmaﬁ)}y cells in the

cyclic depsipeptides, b-lactans, cyanogenic

iy dasising asay Baveasaylied) feqne shei robilizaions gpﬁh%aed@éﬂow into blood, the
dods

1%%1%55%01%{1{1 Saz%ieﬂ%é' qﬁmbl@f%f "f’(gtgll {%Qﬁoégféysa??c ar Ioahlls in the peripheral

leod.at ¥r actks of mgesahscéhamndﬁs Figuth, ts hwubémof dotgl leukocytes of

chain le gal act ool i gosacchari des;

hi,tin and .
%qﬂVFlafggﬁf UChiied SaSnersfapen (1 eniehar dio ettty o partioula, the
RABhbdr 5 g@glgj&ﬂmls P %Y&ﬁy(ﬁcﬂased"\ﬁebwft%?édnnﬁéw under conventional

super oxi I'smut ase I's and cell fragments (e.g.,
emditions; esylting anéosipophilie, Howeeart PGil¢2oor Bam 02Fpredminigiration lowered

Q8 PO Ot i oRBE e SPFOSEHE. el Cofifbleing o the

&%ﬁﬁﬂ%ﬁkﬁkomﬂﬁﬂﬂﬁL preparations and spices (e.g.,

gl nseng, huang, turneric, rosemary, ginger); mnerals
(e.g9., K My, Ca, M, Fe, Cu, Zn, B, Si, Se).

Met abol ites and derivatives of any of these conpounds
are al so enconpassed by the prﬁgent i nvention. In one
enbodi nent of the invention, e conposition of the
invention is adm nistered as an adjunct therapy for a
conventional therapy for a condition or disease. For
exanpl e, the present inventors have denonstrated that
preparatlon of hardy klmnfrU|t accordlng to t he

e o "

e
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ascorbate, stearic acid ascorbate, dipalmtic acid
ascorbate, acetic acid-dl-a-tocopherol, nicotinic acid

walkeoaemedpherol vitam n E, dl -pantothenyl al cedDU$2006/006437

d- pant ot henyl al cohol, pantothenyl ethylether etc.
containing the lipid soluble vitamn used in exanpl es

of pr en 0 C

oL TR bR SRS O SRR AR AORECAN it by

m@ﬂu@%ﬁl clﬁhchefﬁo_lmﬂs,, le@dmg ftd ch&mmnmiﬁhad&eiponﬁa th mf}ammatlon (3-6).

m crobi al cultivat mati ¢ nmet hg r chemnica

Elwi@ﬁq&. hereplABE | ?eP‘F‘]é r éataﬁ’é‘pﬁ“@e ﬂ’gqurnewéllc&r eATgjepresentative
\ﬁfﬁa‘}‘:ﬂnfﬁaﬁ)rb@osmogﬁﬁs fl Wi §i PTIEOSBRL | \oste OdetQhifiRdd. tAPHEaLonventional

ations; howe | agen, hydrol ysa& e
nwhdoaglemt, Dyéttented miet astduced dnyiderohsed disted ofjedtatinapd GIARC, but these

SR BeaESira SEmEL ot 1R 55 BELHIED, S35ty 25% o
ﬁr;@f@rgr %)p@h&%%@ﬁﬁﬂed&laﬁg& Mﬁﬁ{esarﬁmsmlﬁaa%re@mbc These results
can be m xed with cosneticS or other topical

shomed Ithet |P6}ié)2de,éKﬁeer2Ehgxmbm@/thetpmducuem plipeaxin and TARC, resulting

18%11? Rrgv?xgcgogl q%ngcgﬁlieg g?%ﬁ‘lop%'\fgd t“&]éc nge{?g} i' rE:msnucllc{es With the onset of

Mreheahl eC nhieg. exanpl e, chondr0|t|n sul fate or the
salt thereof etc. can be used bei ng E urified from

manmel 9/ 7 i €§16?@ﬂﬁ’ﬂfﬂi¥f§aﬁoprl éw&q GBI Fiftggrmatory cells in
s e

q@inditRphindgakibitions@hl iy s p e p by @2 aand. PA@E02Ahdras hkso confirmed by

Li ke are rahl e, Sphin i.ds can » oht ai n o

the rafnﬂyélétq%cﬁg‘ ‘?fja?ﬁ?EP%S Y ‘Lﬁp el 945 @ﬁce ?%ﬁwﬁd%w exhibited a
RhARH Sthl%kéhmg‘%f Rk EABMRNE bR @leuﬁ'i@t ﬁ%ﬂﬁnerﬁ’ rh%l&)@l‘k%ﬁ‘a@osm infiltration of
seaweed extracts are any one can be m xed

iodsmetatay wils,otive hemomhags! Mmplmlb@zpu sty nidméadeﬂlat tthf-’@e mﬁltratmg

N T TR A E—

PGYOIT 6r BGILOZE N, 7 {ecley inBibYe® S ihRShivE df $hd élﬁli@hﬁﬂ and dermis and
therefromare preferable. Algal extracts can be

@gmaﬁlﬁ@@omgf ipllrmfiagay icolts nrtbrlerpussesylting ipghe histological environment
v onal The C ) t

S BT AP NCTIRCRAIEAAS, S PR o oduces

shintilar sthllesr bungreatly @rpanded ticombipougte vigion. Mmmﬁreht' ofhepidermal and

dome BT ket Bes ol BTPaS, Lo Fn:ﬂ)];}st%%c thaf,b¥th PG102T and PG102E
& a51§HP e Qb MRFmis 9l SeiS Hﬁa'sﬁ%tﬁ&ﬁy B fi@hemanner (Fig.
I%% aﬁg @%&ﬁ Pngr edie

nt's, humectants,
Sa‘h)anheemtrssults unﬂlaaled abati vl aghahdz of RegRdi or RG102E could effectively

I no{ﬁg%ﬁiﬁéieg B?Hlent%&g&’é?ﬁgﬁ% Hlilc{qtr\x?lgbelgl llgz% 18%ide effects.

anti opdant &, MG PINE O%UERSt iheb 'é!xﬁ@ﬂ‘id’;pwfeﬂ"}wﬂite@im}éﬂ reytokines and
pi gments, perfunes, refrigerants, antihidrotic,

dxemqkimee dzmzagletheeiom TRegwitenmbl GAGHP. ﬂh)gm@ﬁtlémeéh@rﬁﬁfects of PG102T
?%:Z fle ThI! rﬁgﬁj lrp &faulrcggl% of! I %/fokﬁllgg .58 r&ﬁeﬁ)l 1(1’11es in the skin of

ani na
ﬁiﬁ&f ﬂfeﬂ@&bl@&ﬂ BI-4 005, domhru@km TJ&RC wée m&kuﬂed IBytELIStAOat 14 weeks of
glyceryl tri-2-ethyl hexanoi c acid, cetyl 2-eth

aex Enb skiadram SPE W 6149, aH;fwrsﬁrpf@madYeae W@@iflylexwﬁﬁeét byt their levels
Bl toth P RE BRI 2 gﬂhéénﬁoﬁ%ﬁ hde. rﬁi‘chAdﬁﬁxﬁé‘cHtﬁ)ga&‘ BG102T or PG102E
oCtyl paf mtrc aci I'soce i'sosteari c acl but'y

Riesdd thealevels oftlnyd, édtmah eilnd "ElA:Rd by sape dpar 30Yondlbei effect on IL-5
acid, ethyl oleic acid, isocety ristic

PYBEFIORr YRS Premmenty wifhs e}%tl%%# gﬂ%l%amﬁﬁaﬁ%f g&a&nost 90%. On the
octyl dodecyl nyristic acid, is 6ety| i sostearic acid,

di et hyl sebasic acid, isopropyl adipic acid, |soalkyl

neopet anoi ¢ acid, glyceryl tri(capryl, capi c acid),
trimet hyl opropane tri-2-ethyl hexanoi ¢ aci d,

trimethyl opropane triisostearic acid, pentaerytliritol

tetra- 2 ethyl hexan0|c aC|d cetyl caprylic aci d,

o o o o N o o, e
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glutam ne, sorbitol, mannitol, pyrrolidone-carboxylic

acid Na, glycerin, propylene glycol, 1,3-butylene
w@bkope09379%t hyl ene gl ycol, pol yet hyl ene gl ycol PCT/US2006/006437

(pol ynerization index. >2), polypropyl ene glyco

(pol ynerization index >2), lactic acid, |actate salt

and t i ke..Preferred lipid I 0 I | ar R
ot SR EHes o Seotihor ad S Sut TR a3t~ Sl orwxin g
oayd the like. Preferred water-soluble polyners can

conprise carboxy vinyl polymer, poly asparaginic acid,

sal t Basechgndhesetiindizgs: Hienexpuessiopnd fanpenipiion fastomy [ncluding STAT6

| H h el | . HP
T A S U —
4y biitieal GHlet @8 aRe dbfestédtiationrod Thiecdliskand MBeafredudtidn of Th2-specific

clpj%grlJ(I}ndpp ;gqli E%rﬁ@?ﬁ%&ﬁ%w@% éfngr%{)Ique{]%w’zol 2004;135(3):505-10; Gunther

& _Oa|[1_ij 91?1' {)#)r k‘?iin 991%1'47%@%‘19@87593, q&éﬂﬁqﬁ’et_ al., Proc Natl Acad Sci
i1 Ocert ose, dextrin fatty acid ester, silicone
2000 90€r7)ansua-Ke Asi shewnRn &g rabs dhelentl ofe@AT Achprotein was lowered by

bgg}tngal (S)g"IZ| l@ﬁfg %pg Bgﬁ.nﬁ%g%&%s@g)g@gsa}g%%d%gg %%Sr%;lgt{ é{a’f AT6) was also

&E&%édch 5 hnvEREHnal RE Hicelt2RRb Wit P& 02 @6 e it might not be the case
chol esteryl "ester and the Iike. Preferred

veitl PEIO2BC DR sapnsssd g levehmii sh (oMTHAi and pSTATG6. These results

urfactant.s, Wolallo r ant cati oni .
Elerdgedhest TR SR OGE P ids BEhaR frotp gt of Th-specifi
SRASAL a8 @ bhmolBh&f B ihEBitHRthé expréssiondf@ABABS can
conprise self-emulsified nonostearic acid glycerin,

' ne glycol fatty acid ester, glycerin fatty acid

t.er, er. y i ter. ' s .

0§ B SRRl A 185 el Shng SRR 30 g i o
Arted, infPkuakr divep dsdinisy amodalisgie rhinRElagdr yin dife flLeung, Clin Exp
fatty acid ester, PCE alkyl ether, POCE fatty_.acid.

o) TOE1 G iy S0 D) TSRS ot sl b Bo R caused by an

agoli)lpﬁﬁél qﬁhﬂngﬁggse,aiﬂéﬂe{rtiﬁﬂﬁ? Fverwlvﬁﬁbllﬂ 8f thadi2f fa@flvay. The inventors

cone, c acid al kanol am de, al kyl am ne
tewe discoverelt tigeRGANT andRG3 03 cvateiodape aptiing derived frem 4. arguta,
| i ke, Preferred api oni.c fac s can .conprise fa -
oqpit! eapedatian §F el 20 A ReiRta g ipt Y that of B i
B I RakhsitiAdkvbusd! thded YsdeOmMitEnAC 1§, Badedydn thaphtidtal € veas reasoned

sulfonic acid salt, alkyl sulfonic acid salt, PCE L
thhtk fhest ipbant swirhels anight be usefy for thegBeaiiephé vagpys allergic diseases

kyl phosphat ¢,;sal t.;. PO Y te. §

GHSPrah Rk ER P PIPERLRs B8k s, Pt s
Tl 1,5 386a10)] Rthikexagiptk, Sl inverP6k ialektigatat waether PG102 could produce
carboxylic acid salt, alkyl sulfo succinj¢ aid.salt,

anlylapuat therapewticeeliectsidion ateni¢ dermaiitia pung NdNaR Jachise model system.

I ' t 0 e RS

B 2800, Agatile 54l troen RGO el BhgaBhal s Uefclopmant of
goAPnEaB]ankYydedt dermmtitivy whichyorithont edihg bodsl by thearylis believed to be
trinmethyl ammoni um c oridggwitear i met h

B PO T 1 Pl 8 e LA PSo ARy the dovmiegulation

G0yl ‘i‘EaCf_, ' SL(}?%M' 1, Rt Ryl AMERNHERAAEY bHEL-12 and IFN-y. The
stearyl drmethyl benzyl annonlunIChIqude,ﬁFhenyl
biblogithgdnseqreooésuoti socl bictbemisehchahgesrin ihe &

i ethyl am no et hyl am.de .steari.c acid ~ -
S ey R ms g D DB e (B pftphere pigadyes wel ss in the skin
WA8ibhY ahé \(8SpreddAinesMNaE Yhiokermiy oihangidehaisl drdedermis, and the inhibition
Preferred anbi val ent surfactants can conprise canboiy ,
oithajimfdltretiore of anticls ip8emimatory wels. O prrbigylassipiqrest is a decrease in the
bet ai ne type, phosphpobet ai ne % pe, am nocarboxylic
acid, imdazoline derivatives ype am de am ne type
and the like. Preferred organic and inorgani c dyes can
conprise silicic acid, anhydrous silicic acid,
magnesiumsilicic acid, talc, ceracyte, mca, kaolin,
bengal a, clay, bentonite, titan filmmca, oxy

-

/e gwuse model include
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Preferred pH controllers can conprise citric acid,
sodiumcitrate, malic acid, sodiumnalate, fumaric

w@eiod/09Fesli um f umari c aci d, succinic acid, SodPTIS2006/006437
succi nic acid, sodium hydroxide, sodi um hydrogen
phosphate and the |ike. Preferred al cohols can

canpr.i se_cet al cahol ete, oF er h -
g ereeon syt M TARGIE ARPRLS 86 I8latof s protens o
HASRRIIt hASin ki QR BRPAG FTENC/Nid enidemiiotvn ofindehethe conventional
ot her ingredients ranges from0.01 to 5% nore )
epvspenen| Whep agimaly vaug prelly gmipisteredy %@@%ﬁ%@ﬁ'?q» &hese chemokines
The ove- ' [ i - S . .
SRR G 5 BOCECA0NS UGN REohBl St po Tt evia L5,
elws a6 chard detdpe! saioatteplahndot | qesidpplsisavwekile eRARAC produced by

and ot her |ngredients, can, be obtained b nventi onal
eERtinoEK ot (@8 Gdel TV CARS)| iot EIoMglire gk Thaogells, and induces the

5 Bypi At 18%hi d, it is worth
BT OB, b R BLc Aty 18 OBICHOREIS R ot i vo
ifeting tH:88h8 réblaptorsafor gotakini sndul ARGrazp £IGRI amd COR4, mespectively, which

present. invention C e used safely. T re 104 _
456 B0 RO S PEED m?ﬂa%?&dg@%ﬂﬁfeéw L Hh g g 199%1041097-105;
PANGHS &t &.f eCUBerdyNCBR COIAIARE 2190107 BhS8prwsRiat et al., J Clin Invest
I nvention, any of the above-identified co(5r3[).05| tions

2080; 108: R drSyMaseki wf alh nihdehndiedgy foinwrtol 40@3;132:355-63).

prepagrations .of the. present.inwention (i ugdi n o

o P s T S5 RYCAb R LOFL pRtaccting e

thedpeuticheffbas kof PG10DBs@OEd iaflte INC/Ngi n@usnymodel, are still being

preparation or extract thereof, including dried .

iprestigrtadi dhds nestiblexba&G42 msts ﬁF%C@S gglular transcription factors, for
1008, bt | dxphddkich 16%d bBGErs involved

SRS, SHCAAUY o U gk oSl e ol

ianheTh] efd The shaery skdhvisfliu andofFdpasiatinong theatasdade reaction, leading

sufficient, t chieve the desired biol ogi cal _actjvjt
oo dpﬁgaqqalpdgleapwlquﬁgﬁi ?}}degép%i:[tqvgﬁzll‘lg@o I0ES. I(Z@lé 8{ ai., Xfat Immunol.
ARAVA- 1 1%%%2&%@&5@@,%1@@%}19}‘ inRANS Work®S tIRVREaldevel; for example,

sui table ti eriod.” Suitabl € anounts or doses can ,
degrepsingpendieng op entaxhe agdalARE, tiklebising thels chempaagive functions,

t he .condition or.the disea being.treate .
TOHeTRG e uPerort torerebhlf At Subfyt BT 16, S5, Apd hppressing the
ﬁi@ﬂé?@ch@lﬂgicﬁﬁdév@ﬁ)pﬁfenﬁ% M SbrivahiisHally apekviBC/Nga efies eThe activity of
by those skilled in the art. A suitable amount or dos

BE1@henayabelydugi tei muliinle moapanndsi aings att i elsusls of allergy-related
P Sy g TRl p o8 BEp BB B on R, BRRRG lctors related

fohgopiatdeembtitiafidthiy efietahiphodel, fireatingilieutontlitian 8t s peurce rather than
kg by wejght/day of the inventive hardy kiwifruit or
@WFWV@W&WBG%‘P Ofventi on. The dose may be

adm npgh GI LA @ PeA 0PE Wl VeriPQV B! arl EdTBR RAL. M@ Yoxi@fy was found in
in longer increments (e.g., every few days, weekly, ~

repedtbd ylosettaxidity @speteséntgdin which@0f® rog/kgidey, 40-fold higher than the

conposi tions, described herejn,. the anount of .har

FIPRFION 13E I F610-OT S IS HOSH BN a1,k Together
t i %9 d19ink @HVA Ry eI @ihhice 2@ results fr

EAUTLEE T BEpASERRaun g ogddpta e ticennd el o

WEVNBt miemdemmanstratortedt RGI2yis 6. Hife endedfewiveviepgnt forathe dreatment of

on.the total,. weight .of. the compositiop, i [ -
St o e o b ARor S BB Bl e dpethee of atopi
iReRBEisSABeMiAE I all faphalet@leped doudtries QP Gétiallgmoofeagdne is available
present invention can contain about 0.01- 50% by

wei ght of the hardy kiwifruit preparation of the

present invention based on the6£otal wei ght of the
conposition. In one enbodi nent,“an extract or other
preparation of the hardy kiwifruit preparation of the

present invention may be provided in any composition

at from about 20%to 90% hi ghly concentrated |i quid,

powder, or granule, including any increnent between

o o o o o
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increnents. A food additive can be added to a food by
deposition, spray, or mxing. The anount of the

wW@ecnd3res wi t h respect to the total conpositi OPCTYHY2006/006437

generally range fromabout 0.01 to 20 ww % per 100
w w % of the present conposition, including any

l‘:oﬂ 31592 ﬁgﬁ%@enﬁgg%?ﬁglagﬁ # V%g%c?@%né? g%\ll RIS ef)ar%jat)l(% % mcﬁpas those described
HepQH reprécht @Fvaades anitidaleld.eed, in an amount of from

about 5 to 100 g per 1 kg by wei ght based on the total
Eamnle dei ght of the feed, including any increnent

LY PRk SR oA s cmisn 1

@@ﬁﬁz&ﬁé‘cdeagﬁdllﬁmhd@capr;ﬂbslhéh)va met hod to sel ectively

regul ate Thl and Th2 inmmune responses in a patient by

Rlatt Mpterigf | ng or providing a conposition, including a

phar ngceut b Gal st1 grg@g cﬁ 4 frtﬁhﬂé‘%ﬁrﬁ%e WEdtE ae{nd bark of Actinidia arguta
conposrtron tive, a health food (including

@idbe B2 r%.g‘,e )d?lam:hf @deIrcpt(Acﬁnatlacca@)r cui’uws dekingsnaya’ were collected at

ARREBaEY ke Stonfn ST o R bt et PETEbI Dot Sitieshbered by M

’P‘i%?@fdggﬁdCBﬁécﬁbﬂ I((Ihﬁbfgleﬂ dUﬁ‘rQe@ﬂ%/ d¥raCdloto tHbAfiwth ! Thé Miversity of
whole fruit, the stem the le t he bark, or the

Colorado aRaulilerc CQYiang damysltpd aithe samhe fpcations xE‘lraafcmaf@rlal was air dried 48

concent r.at her eof udi n P r
SR B S EET al R irpstlae TP SR TR Bricing,
frui tRifp%“ @@dyQB -e@\. %‘gﬁ@zcﬁ‘uﬁrwéﬁn&ﬁ%fedt & EIlurs‘t rRaty CH?urm frozen
t her eoﬂ%{ in one enbodi ne a crude extract, a
mtledlat (i érlprze@r an|storedcfrpzemt (- 20093 BHOROIRfITagio@of oher processing.
iwfruit, as an active
JC%g&mo{)theq'ﬁ A}%(y)c?%oogl tions of the invention are
deschcb;e@bredr stehek 4126.6 g \pewderedpaotsi(¢ADa), axtdrﬁnely divided bark (126.2

g dwgrtlgl q%tglgg{rér%gio{yftgtq%hl?g %%% (ﬁtgﬂbf?t(c:ﬁ UEO@ h%erﬁllilrtl}res were then

ﬁﬁrfreef | dddee ﬁlﬁfﬁter&ﬂH&ﬁﬁtédhﬁ) Mﬁ%rb}pfotérg';e‘vﬁﬁ&gﬁ% RQ pBbvide a stem
I's 1n a patient; (b) reducés thé amount of |gE

PrtodUOg), A reotpatraci(s.6 @, apd a tiark cxtmce@r‘bﬁ) or plasma);

(c) decreasgs ducti on_and/ Is af S

Tho CHUBRInEod g arpid o ey Chsd £ T Be®' plive FROlogfl Femperature
thashddepl exdfac@ll wigagiktilnsde kb (1qrot9chrfer fie. The miktukAyas filtered, and
IFN-g); (e) decreases the |evel of expression of t he

the é‘ﬂe@p cprdeahatedéq pioducgmrRoged’ (fresh ilwétreéa@@sﬂ% B evel

of ex t [ fAct

f SRAT DR QORRE L9109 1 Bl B i
TE@}rﬁkfcr NErAd wad; thé bling fromeths driit fesultingrives nuifture of seeds, pulp, and juice.

roducing B cells in a atre r
T raibin s poiE BEad ﬁ%@l‘dbeﬁz’ “‘Bé‘fp ide {30 mL of juice. This juice
?@p %%@%5@%”(&%&9 b9 rrot@rf}{ év\é {)ﬂé‘a% re§?l|t1gér é+ tﬁ(gﬂ%oﬁﬁﬁéte ®8ncentrate (24.2
gnflammation; (k) decreased productr on or activity of
Th2 T ly hocyt es art cul

a sit® nchr o] ﬁ?ﬂ‘?ﬁat(t? (}grge{ ﬂ)ual?tglfﬁ c%fs %heé( ﬁﬁ%%l}rvrgfntyboGIPGwZT (as

d&'cﬁgé{pinnﬁxa%lﬁ@llb S prdodss Redie eRiaction ot eElRIREfrhf Qva@fﬁétfﬁhned (Sungil
of I'gd produced’in a patient; and/or &dﬁr educes 't

Bines| Cof Lod., Pilwohac Kiooer) of Frazen kingfruisr(é waer%ﬁléceidn(l/‘l” to 3/8”

SRR i (B S e G2 0% e g o 320%. Bt
BXRRU6A (P13, 10) af RtdrRAtfruit (DB0akR) vtrafsq&irﬂ'oﬁge@ in a jacketed stainless steel
ameliorating at |east one synptomof a condition or

tiaston sethaanspidraal deltepiserren BLRIPPPTtAhREXastian fead o extprgl condenser
met hod conpri ses admnrsterrng6 o said manmal an

effective anount of any of the“hardy kiw fruit

preparati ons described herein (including any part of

the fruit, the whole fruit, the stem the |eaf, the

bark, or the root, and including any preparation or

extract or concentrate thereof |nclud|ng dried

. o, o o
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adm ni stration, although the inventionis not limted
to such routes of adm nistration. According to the

wWEe@sed793 nventi on, non-allergic skin inflamaPCDES2006/006437

di seases can include, but are not limted to, various
skin troubles caused by inflannation such as pinples,

he e
‘@%?nﬁlggﬂ)?' F‘i) e p&% r%BF |V%81teﬁ gl%gnéﬁ%r?g o c‘ﬁ%\ Cdy ki Wléf ‘Eluar%tlty of extraction
PIRAR (b Rkeas daser o0 sd Ohihes the (eilht of itlegdréatlyfrpiand b@faxtracted The
the fruit, the whole fruit, the stem the |eaf, the
doateiats ofr the Ieatracsion, veased Werk hertech omny i@ PEiSapuer pRerpd of 2 h via the
al, C e : I d
IB%'}% pg?é?log rsge%&n gﬁ& él‘?ei fagfé{% dge[g% tredg?bgc ggjls?{ekg (96 C%dwas then recirculated

tfoRpRatied biomass dsirgsin &xterhal redirauldtiopudapefor dr12alnySubxéquantly, the spent
or concentrate or fraction thr €eo

and i
pmawi wentemeyed fgp disposal a8¢ b %aﬂwéw CRRGE L rﬂ%?fﬁwfeugh a 10 micron
ﬁl)cgrr afife fiffatPRalt lﬁoﬁgﬁ{tﬁ%ﬁ Sdef 358wl (1400, Ay at 55-65°C in an
Iwifruit, are use or preventing, treatlng, and/ or
agmtpted\stamgesslsml reatioa equppaiwitin am eptatriabpende@eanend a distillate receiver.

(S %lfr’g{&? W{ag f%(g,{f%rgnlgt?%o ﬁbw%ﬁi??(i%@&gg%%)ﬁ '%ﬁgddgtﬁcalal 30 min. to sterilize
tﬁ@%!at%‘ﬁ 488 sdsuked RRESITI0NE %)U@@uvebéﬁt t@PE109T, WhddsRhated FDOO1.

various dermatitis conditions, systemc Iupus

@f {ishentetiols 3 &g(BIEet agide f@raﬂlrth?rftﬁsé%aﬁo@ﬁ MaypadaqtyningsPractices were
retinopat hy., hepatitis, enteritis, pancreatitis,
%@%ﬂpoﬁﬁgugﬁgIggﬁﬁﬁar condi tions where reduction of a

Th2 tT@Qréamnpowwaﬁﬁﬁ&ermcup@fo@ﬁtbamempswitmm qid useful in the
i mmune response woul d_be benefi ci al i s anaqt her

@mleétapmfcatlwe dgsend ek hqrﬁve?hplFé?leoc%ﬁsmaaeep@d V{98 kg) was
émnm 89, %Wz%tapg%}’cg mtog]éﬂgelg?ﬁ’dn hﬁ%%d g&g@lcﬁﬂ %ﬁnéérwgiﬁht’ based on the
elldubaed yelidsnauntdnt,06f mivroafstalhiee helﬂldysddM»CQ) .UiRollowing this, the solid

RSPt el Ged hereLn (Ll uohog, 300 B Bl e

dlj for034 b hehE A8), TuBP§ sbiits! Weh Rebnai¥uRl BPAFREhONtyHE hammer mill to
extract or concentrate thereof, including dried

]pnoémraaN wash pevoder € k1§ et é.‘djustmatepalomss@@@psulated (GMP Laboratories of

RSB 3h0 R rER Ml ol ot PG ogl, B8 B o 11
Aedi JTEN001 Ang MIOE feXise &€ tanide dnditaimanali@fcabelatibl e
extract, or an ethyl acetate extract of the hard

k| wi fPuipd 4. pogyee et @0 &) Hopiaprstets aieripl é@@%%%%@réed as in the
t r h :
G700, G800 1) 905 RS89 o
mafegial wadextracted deith water €356 nmok 23°Cnfot ¢ thotus, T(Eemsia‘aké was filtered and
viruses, cytomegal oviruses, gr stein-Barr virus

i chliroter sBEenTaRh R, AETESSBY (RIY, CHBPIBHEN (f PIRAGE b room temperature
bafel goymggﬁegﬁmgegsl S viruses, nunps V|ruses,

papi [Toma viruses, parainfluenza viruses,

par voFDOOE €%9.9 rgabwaessblvmdedseﬂ;h 1rﬁespilstdtedrlﬁz@yind)thnsailolutlon extracted

Vi ruses rovi [ us var [la vir

eSSty EhUSY EAPET, Aatale SRR 38R0 ATI ombined orgnic
B?E’@ta'nﬁ'tﬁe Yl ddaE SayBF @lef@écﬁlc&{tﬁft&f foedhyndik i vhQIsK@KilAng in an EtOAc
I'ymphot rophi'c, safcona and |entiviruses being even

mra@tfir/ég)emdéde agusons rengtitder (4lah@hodef i ci ency or tunor
ﬁl rusles4 Particularly preferred | ynphotrophic viruses
ch to protect a mammal by preventing or
t r eat TR f@lodihRlexahiple deb@ibet DL M@etestigyfop hainuapiodulating activity in
viruses, such as human T-cell |ynphotrophic viruses
AHaitgvg prepashtiens. HTLV- | and HTLV-11), bovine |euken a
viruses (BLVs) and feline | eukg a viruses (FLVs).
Particularly preferred |entivi tises include human
(HV), siman (SIV), feline (FIV) and canine (CV)
i mrunodefi ciency viruses, with H V-1 and Hl V-2 being
even nore preferred. It is another object of the
present |nvent|on to prOV|de a nethod of treatlng

.
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adm ni stration, intranodal adm nistration,
intracoronary admnistration, intraarteri al

w@evsdFvy ation (e.g., into a carotid artery),PCI/US2006/006437

subcut aneous adm ni stration, transdermal delivery,
[ nt_ra_trache_al ad_rri nistrati on, [ ntraa_rti cul ar
O i B O SERESA0 SR AL P B s e
propdr@@sd R ducdd idm A1 Biduah esmlbdulafeadytokitd plodastion (IL-4, IL-5, IL-10,
adm ni stration, inpregnation of a catheter,, .
nt3, aod I ENebinssnlenoe e raiares depyesufram ovalbumin (OVA, grade V, Sigma)-
i nt.r.acerebr trivg Wl LNj.ectiiQn; ' : .
AR B B2 S, e PR R I L o, The folowin
PIPI@Nprdpardnds Qscrived pNBREnple B absepahere tastedr EDOOY (RG102T), the
arenteral route é‘e. %& subcut aneous, intradermal,
Wit FAGFIPHERNIaL G, ARG FAG _QIA&reXgﬁ‘E}': i ntraperitoneal
%9%40%@%1-5&1&%% OWSrink Nt raperitoneal, intradermal,
ubcut aneous and i ntrafuscul ar adm ni strati ons can be
per f ofemeade, Bxillo'g nmie¢ (Hdatiang fraliesiapalis, iN} Wereasensitizadrizt IP injection of 20

(R TNE i P ——
WRETROMELAY rfRbIode¥m GAMvidua] MR SMEnThaRfelyARbESNd for splenocyte

(i nhal'ation) delivery can also be performed using .
edturmdey ekparedhnging stetitreteglntiqyes eBhe spieens wearpldissociated in the presence

i bl al e ... Acad. > A : .
S0 T e o v S R o o s
TEhREBA &§1on méshSusaiy ihegilynger Fom &Rastyeinge.n Lar@ cell aggregates were

enbodi nent, a caonposition or vaccine of the _jnvention

reEno Ve fost Phel rasulng mispoRsie pBs th (orreidianhbilée splenocytes were then
. Livery . . ) . . e

Q5L bl tmie] o304l e PIBLeLAERA 680 RBC Lo

ot |(eX infig., R T aopanotd e cofitatrieating esygthtociytes.e Tihe anajootyaof the RBC

1&% reli%ll(effeg gve%ﬁ o O];qo\[,YVie% o g({}?trii@%atg&pg gmi}fp%,f te))?/min.) and the pelleted
&R\ Rs wse HRR! Bishe@BXCARR UDERM EPISLbuff$edRIPMI-1640. Following

ormul ated into food and beverage products. Exanples
the foat waslyr the greHeted mplenodeytesl wetei resusapyislas aovolpasl aftis, RPMI-1640

such as th nowg in.the art. Direct {niecti.o :
R o2t T8 BRY Prato ket (Rbas 6 EimL M SElU0 gopiver o final cel
AGRItPioS s 2L10ORIAImR. FOFRRAINshalysAl5 Half yeleyodytest Wgeqthted into the
delivery are particularly éreferred routes of delivery

$-n

indivadiml rwellsroft # Gd-wielk lalf-rign tdeyt hethsr wpemeatants Eamy Hgse wells were
Raout Q ] ni | t
B L

i nf ecComis sphetlosyeruBliee Wgicalsopstililished froBundive quinesnsitized) mice
i nclude bronchial, intradermal, intra

! scul ar,
}nntb!s Hraag) deseriledrabpye, an p]a}eg’oug iy the n Wﬂﬁﬁf Wiy gEa 24-well plate to
LReA finkl” AIE Hé’ﬂsﬂ?'of ¥ 30i et Ut @lledRi{e Syerd REtablished in
present invention is nore specifically explaihed by N
RRMIF KD @ohiainisx 207| Resal Gadfserem, Pegn/Stiepy ladd leey received no additional

understoQd that the present.invention is not. |limt

frEAtmRl OB (Al £16 STRERAG refFATe e LA E?Jéﬁ?bﬁrgea@dﬁom to serve
g’%ég{,é%eﬂgleg@égm}{%lgemnstrat es that at |east two

specific extracts prepared fromA. arguta, denoted

PGL 02T omnlsR@GDOXE cultenas #ith A. arguss Papgraid vity on the

produgt i f I1gE as well as t abi | i r a

et ec iy el Hin e werd b dbr Sbatorl by GHAL Hfisaocytes from
MdtemofRLBER 1@(@@'(k AM10Re(§nifSnel 8)indieidaaloheRs bE€d 24-well plate in
from Daehan Biolink, Co. Ltd. (Korea), kept_ in_an )
aompletsnRPMil-d A4Q madiip soragane 0ue/mdofiVan . HedPMiv&t el either no or
for at leastl wk. All experineg%al procedur es

menti oned bel ow were perforned“rn accordance with the
institutional animal care and use guidelines of the

Ani mal Experinental Center at Seoul Nati onal

Uni versity. Preparation of various extracts fromA.

arguta. The hardy kiwifruits used in this study were

o Y
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obt ai ned from i ndividual m ce by eye-bl eeding and
i sol ated plasma sanples were kept at - 80C until tine

wo@R006m23793The | evel of total |gE was neasured bRCTHES2006/006437

a nmouse | gE detection kit (Shibayagi, Gunma, Japan).
The levels of total 1gG subtypes and OVA-specific Ig

' SO %’&C%If agﬁ%néj 8{’ ea\cm%}gﬁi %@%ﬁé g%%?%%&a%ﬁg%hh%ﬁg@%{h%@on 6 of the

EFWellE Reorépagiiofe® ivto Of sety bDRBIwaellspr Bstlhcsf i, wells in the sets of 3 were
spl enocgt es were prepared fromanimls on da

tr@éftﬂis’ﬁé oo G U ARt Y FRRFEREasIpNS Oi@zrberc%ﬁﬁal fliorg0 mg/mL. To

s]egx(el &B%s}m;éeﬁ% g%sg ﬂ%e%ﬁgé s \Wld tr%t%&m&h%< p%@@e)ia(%ethasone (DEX), a

paértighfcotorBiceid yati- @m@mmyy éEha &%Wallenbcéwedmm additiomd] ¢reatment and

were cultured in the abs nce A3 The | eyel s _of

serveg aspp Q,VATanl}i@(peanegtza cqntroy. A%/H ey o qufure, > the supernatants from

%‘dﬂ%’fqgé Aigte WA sdgér%dsemﬁtlgéd %ugeE%ﬁQ@Tle@ﬂ%Q ad@rozen. These
yst ens nneapo . I'nmunost al ni ng anal ysi s.

Spbenpaist werewsed t@)dptesnmettbe okl Ettbp chIkHIBMIhge dl-56dh-10, IL-13,

trac | ul ar protein transport
?I\ﬁiﬁg&“fﬁ’iﬁ)s?%ﬂn et‘?u eI‘ﬁé‘B’é‘red for the detection of
bbfeﬂmz%tz&fb}‘@ftdk’imwlﬁﬂ &BliteSsup&Rlatasner e fi xed,
per neabi |l i zed, and incubated wth PE or

FI TC- Blomjoytykingd lewels mOﬁlesc\é@&wmn@téntm garivepy from_the 4. arguta
| EN-
RerF Pt SORBIBE PURI Shflen QYRR by pinccs

Rdothtedased %éﬂo‘éyﬁ&@ feonh mehH3ahstitledi ddntrBEﬂﬁ(‘meld:gﬁﬂe(ﬁrmmed by ELISA

anti-nouse CD19, followed by FITCconj.ugated t|
3558 (BVe replisae ﬁ%é%%%mﬂls erq wiliged épfteﬁ@hcbész H—‘éfal %@Wﬂmmﬂon
%%m ng the gated | ynphocytes in splenocytes using a
rt analyzer and Cell Quest software (Becton
Di cki Tisioty; visanwaksenfi@Ad. ackeity tuthe 86402 Fiequiveleopria001 (Fig. 11), the

BRSSP TSP 8 e, ST S AT A G0 COUEE 1 1 v
S5eR@dRhCan ntllﬂ%lafn%garﬁﬂ&ﬂs F@Uﬁﬁ mdIRl § %u?éa §1Q:f%talﬁ§ialt ression, to

anti -nouse CD19, and fi nal observed by the MRC
vageg nglanmlorﬁgleGo/ml@mllLHﬁ@é Qyéﬂqu [ Biaod @ERy. The most pronounced

é%ﬁ;gs rat rgtrsleeg}sori qgeli%pagrﬁ IE#’— Cfor aﬁ‘%ﬁ sa1 g)% r&%_(lg%ﬂiegyconlmstent with prior

#0050 wokR (T4ble §)EXdpgiIEN) Binod h¢tﬁ@by vm| enRaeyd @stherBiMAc extract, it is
the individual group of mce were cultured with OVA

méen@ thpd astivegmsERiely Preser B Igre gpiractahig H%tﬁ grgano solvents, and

I of
T R
L@cwﬁuﬁaltﬁ@é' Als3, suppretsed Nfyfokdie piSdnttsonChyithe splenocytes mdlcatmg that
B| ot echnal og or b-actin. (Si

ant a
PERTAR OF GHt KoY @deﬁwl%b aa{%a%tS. o sofe requlrement o
0 r £
G55 Bl S S ol s s g srsion
¢EHIHEEBREs afmrds hmthe DAY juits odmmteitte, sugiesing thwi shaideing or heating

PRSERESE AiHaT| DEB) FRyY npBrD ey S OAH P

Beahplkisme PCR using the ABI PRI SM 7700 Sequence
[Et_e%t_l‘on System (Applied Bi osystens, Foster Ct
CA) . TFoe fellooviegiekanenle deseripesi meompasisen ol VD 8TV %frﬂi@xtracts of non-
ned usin S Sof r d
B pdt ot et snte Nt B B ueRe T Br

nces are as

foI | OWhe pEpbAof thisWaidg viais +6-askedsHEATTHEHRALAT 6o ex{r&EQhat originate
I D NGO 1) reverse 5' - CGTAGTAGGACGGGACGIGG S' ( SEQ

RompYlat ets offesi ibandths T GrCEATGHCERET T @SPEstigns %@Q frysf (i.e., other
NO 3) reverse 5' - ATAAGCGGTT grAT (SEQ I D NG 4)

NFATc2 forward 5' - GCACATAA CACCTCA-S' (SEQ ID

NG 5) reverse 5' - TCGCCAGAGAGACTGGCAA-S' (SEQ I D NO 6)

GAPDH forward 5' - TGCAGTGGCAAAGTGGAGATT-S' (SEQ I D

NG 7) reverse 5 - TTGAATTTGCCGTGAGTGGA-S' (SEQ | D NQO 8)

The d| ffer ences | n nRNA I eveI s of ceI I ul ar genes

T |
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PA 02T, the levels of I1L-4 and IL-5 were decreased by

62% and 39% respectively. Table I. In vitro effects
W@R00R@023 on cytol dne production by spl enocyt eBCT/US2006/006437

Treatnent |1L-12 IFN-g IL-4 IL-5 Nave 1277 275 (308)

ND 8 1(2) 15 3(2) Ova-sensitized Media 415 48 (100)

L e

4R1IF Qg@n%ﬁe chRuieS Aerid 8Om SVaIBQﬁikl*seﬁéltlzélﬁn{ldeQ)Lfémg ELISA
PA 02 218 (223)* 703 406, (28) .70 (22)** 345
molystoa T PRTOTE S7o e BEPREdgp debuibed BhoYBayTabtedysator oxtracts

3 P "

8): Lgéi, (g%ooa é%’ A.6%9%\8/\é§e9%efl ]asp %ﬁg%%/ %nes afn}pgtr%1 g, oRkd" fresh fruit
st tHezfewt juicecaneesrasd prephat es dagaibad w ElRa@hia 3; FD0O01 (large
s?cgl:el %%&@Peglﬁ gﬁg{}i(r)fzel) pr%lggl%g(ggsa é«%arelggc{ e ed S :,TEBBS 1 powIcYIer prepared

gﬁﬁéﬁufnaﬁ)‘?éﬁ*neﬁwbeﬁ@@&’ E&Sclini@ftds %&ﬁb@@ @bl% | 5"’1‘80111 temperature

nt's T- = not detectable.Pd@ 02
whllewedtradu eofhihg hchmd Anbigita (frlyt, ghé O Asnextget pre(pduadt asodescrlbed in

e .aboye ex erlrren t he .l

PR 35 559 SeRHF s SubesiitER Fiiorng: chadfilipg, the activio
& thteeknd¥n Bindd8%pplddsi&e B6hp&inds Rl ddpsrin, @dkiaRehaddge, and quercetin
| evel of all cytokines neasured in this study due to
wers eygluated b eondfdlect on spl enocytes. Both PA 02B and

02W.i ea he. | evel of IL- 12 and decreased
5%?QOQ§FZT onéﬂ%%@?u%n% IL-5, but not in a
stati Bﬂet)@rahdny ofthgBplehedytds wapeeformddienmuoge idetical to that described
these results indicated that PGlOZT and PGLO2E m ght
@Eﬂﬁéﬁﬁﬁﬁdﬂ?‘éﬁnpound(s) that inhibits the production

St éz!d%ﬁ%r?g}ss o({zzi%%y 1§léﬁ;@§wﬁ%plr & tc? crsSel ective Thi

ased on t ove data, the N
i nven$pesooyteosalst fpoms® Q\Ws}smsﬁmdamcer(@ repl@at@)?weamdtxhzed for the
PE 02 for further in.viva di Det.er mi pat i.on of
SpberrTeosl e Brr ool oh U S B S Fof cach mouse
leae df 1atBd 81OhidORE tnddallA idlI8 B AR4LRE] PIATUA CompREERPMI-1640 medium
2T and PA O02E as derived froma plant source were

tdn@ugmg a9 ge/mIauQNAoatr@ ghanMohEPESt (ke 7c19miomhd3€f well.  Kiwifruit
heref.ore at i v
CRRRRI b SRl Rl RULLRT i 18y
b{;@z DA, @Lae&«eéjmoand BecahRtidsbiermalant i vity of PGI 02 on
production of IL-4 in OVA-stinulated % pl enogcyt es
as. doSplePaissdsen 8 0%@@%@4@@%&@#?% AYeagutiiged for the analysis
%cpt&) A{c))ﬁ}{(? Ites‘t)ef I\K!Tfh"’th@'ae%ce 4 QAP here the s?]}enocytes derived
ec I'e Ieve toafew re pi cogr ans.
frbm piile s QA gEnsiRfded ORiEc amete Iﬁﬂlﬁ:ﬁ&,d t hex po’eellic splemocyfes from each

I L-4 was |nh|b|ted I.n .a dose-depende nner
ppusq Werg Rlated ARlinic %b@.leﬁgldpdswglgs fﬁa o Wgﬁa@%fs&l Gofplete RPMI-1640
I t t X{ G

SR o 0k FELORE St sty gt 51 o o v,

Cmiokpdrmr ywactexsarrm}ed( | €5 @pneeay aBes. Qbfnd)/Qﬁ83an6I-08hatandf 415 pM.
S The | val f .each L

DRt Dhs, s e aloT . Surtaif PP QI 1 4. Quercetin was
toin@he i doficeiaBofal, nethnd\WagIML! WeelBRRGtIvitaT WM ddamethasone, a

of PGLO2T and PA O02E was cal cul ated using total units
a@tdntyglsc@ortn@d eutFinfirnRaprin 26 ved it aiopiEiye sppermental controls.  Wells

act|V|t Q

RS o BB, g A0 gy 75 vt s o
QGB‘tSéIQEd @§ O?Wp-%hlyn@(ﬁeﬁhleﬁﬁﬂbbﬁﬁoli r AfieaB glifys of Efllftlﬁ‘e,t the supernatants
of PGLO2T and PA O0Z2E on production of Thl_ and, Th

wipreotallsetsd jand fioserovAbesersypematants e Heednigdisferming the levels of IL-13,
confirmthe above in vitro da&g in the ani mal node

effects of PGLO2T and PGLO2E ?e tested on the

production of various cytokines involved in the

nodul ati on of Thl and Th2 pat hways using the

OVA-sensitized nmurine nodel. Mce were imuni zed with

OMA on day 0 and boosted on day 14 ﬁdter boostlng,

o o o o o NN T
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Ef fects of PGLO2T and PA O02E on plasma | evel s of
i mmunogl obul i n i sotypes. The above results indicated

wao b@b/o9@3 02T and PA 02E m ght down-regul at e PCT/US2006/006437

Th2- medi at ed overproduction of IgE in vivo. Therefore,
it was tested whether oral treatnment with PGLO2T and
t c 0
IS af S-bPrie 2 e, 0 hfifind odie,” s el BHERER conditions
ekemhingd.t he same type of experiment as described above,
navem ce prqduced ?bout 140 ng/m of total 1gE, but
Qéf?é’i”ﬁafléltl bVIgkiRgersIng GlEEERE A evel by

appro St '

22" SSHOTGNedpholtye WD ARB R, b i conol e

desy éasadndybyaBbIBA Asshpl TwoTeplicaapBEDISA platove RGvet2itilized for each
0 dawn:regulate the level of total IgE in

or

pYtg Wﬁ?‘?/vg};é‘%ﬁlﬁiﬁ?t%e to that of DEX. Wen the |evel

of vaphus oh e SHRINPRSS MRS, PRASWseth REUHVISK! BkdBPle 4, only the
of both PGLO2T and PGLO2E decreased the |evel of

Fhizessi eltlbel3) eg@IFvaermeal@abfhed fos izl pusposeof cptidatingalgvels of activity
| g&a.was hi.ghl vated in a statistically
8%@%%#*@5&?”%&%%5? 8The | evel of |gGb was not

Regmisfi cantly affected in all situations (Table Il1A).

A virtually identical result was obtai ned when the
| evel dsofleranpairaise coarlie, PgBreaist SHpRsessign Phdhe \iyfakines examined was

S5 5 ST Bl BBy, o s,
bgPressiohi |veasi naorasprogounbed mgau@t/A-IEI]sIeCl f iThel gtﬁﬁﬂtybyof prescribed

pore than 2-fold. These resuyjts, together with
{BFPBRRIPRIFFSARhEPIHPRES WAk FIRET O G PR BORTR AR assay. The

ggﬂ %rgl% &A% tﬁe %‘m&@@%g&dtst@&dma&@ﬂh’iﬁta @xhibfed Bbtent activity
d Th2 bal ance, ntually resulting in an increase
(fl puiv® aseshelwnofn FngZéAatheaﬂdwmehgeemmu hlzoweslvpdtentofctivity over a

PP dfene Copeeh ot i et Bis R houryBe PR ion of the ability

bB AVRRS td\ exﬁew @@@m tﬁaJm |E§DO(HEls( rghdhytrdt€in (FSMIFA and 15B.
lg&a (my/m) 1Ig ng/m Nave 139 23 (5) 450 8 1
(6]

e)estxrely,ﬁc(mee)vagzbo sery @bt oupessah § the agaeqprompgipder, indicating

AP 638°haBe " Sb kel IR e RgbiORs e i i

ﬁﬁ&undsﬁpf)ﬁegﬁﬁ'e SRR 2FEhd P01 ﬁélﬂdf(ﬂ@/hfbhlﬁﬂ%&he 2B RriaBaged 44 both canine

152)* 220 65 (43)*.1614 36
e@ép uppai clnplcellg@)ls glei@begjoeéovi > ey c@n?gm? §(b@E|aFT1¥e pbthls assay as
t MehddE 1g&Ra 1g&b Nave 13 1 5 1 17
%1{%’&9% Ilc1%\//&%éeanq§| 1t ?Bged DW 100 100 100 100 PE 02T 29
7** T7@s describbd in Fcampp44, al2raceo aetinds og’p’relﬁgng ohte Ri@Afruit extracts,

o S PR e Bl 3545 R LAGRR o e ri

B JddeadtadisnMwiRtHeSidHe@ Rl ' fhesi - b€ 8kttacted ﬁcﬁot%o%ﬁﬁedtﬁpe@ature water,

anti bodi es were not avallable the relative | evel of
axhibbebisimdlanestiviss Inm thisaseal assseethin higs.dedrt angel 8. Based pa|this analysis,

%é)rsﬁnﬁ-m%gogal&e eye g}?é%ﬁeﬁ%%%%}treﬁa Of l:gﬁGlgC a@@e rineﬁ’:ilods for preparing
unﬂ%&tMe&b@tﬁqidrp&sag basis of PA 02T and PG 02E
activities described above, the |nventors tested how

PGL02 enRinaty.  tap ihoh Wb costiaets PrenaFad fam ek, root, and stem of A.
p e e I e
DEBPATARISIRLAIETE PP SHORILER, o' BORPIEEE 185 na 158) when
comphred ps EHE0T PGT02WYAnd ahie ébnday.ﬂa,te 6 Dihk dnecjulng. H?h@& results indicate

and confocal m croscopic analysis. As shown _.in Fi

that s odher plANA PAIGH MY CPRISEEY akt%eatb\feoi%rqeﬁ & Cempounds of therapeutic
CD4+l L-4+ cells from4.7%to 9. g@b PE@ 02T or PA O02E

adm ni stration reduced the nung r by nore than 30% In
contrast, CD4+lIFN-g+ cells were slightly increased
from7.2%to 9.2 or 9.6% when ani mal s were treat ed

with PGLO2T or PA@ O02E, though not in a statistically
S|gn|f|cant nmanner . There was I|ttIe change in the

g [ —— L 1 '
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PA 02T and PA O02E, whereas that of T-bet and NFATc2
was upregul ated (Fig. 4A). DEXsuppressed all these

WO ea@rseI7dPpt i on factors tested as previously repor/Usmo6/006437

(Adcock, Pul m Pharmacol Ther 2001;14:211-9). To verify
at what level this regulation occurs, the nRNA | evels
8:&&%&3\9@1‘% Eégéfd {o @IB@gﬁﬂ}cg{a{)P@nﬁ&&F@%ei@%{%uggfeg%{)}{ BFSro -inflammatory
4ﬂbkmEG 02T treatnent decreased the nRNA | evel of
%ﬁTA—S py al nost 3-fold, whereas it increased that of

Xpupled g NFATC2 by approximately 14-fold and 2-fold,
reSpe% ‘f@l'l loxh rlie%& 5 itR9rdsQUdOf & dBH@lE-b‘f%o ] ~controlled
whi ch s %Vllrwlkeﬁ P5 |o org(fecal Ié.CtIVIty in terns’ g%ebocon ones

gtﬁaiimmduudyl of) tha‘ éﬁcxitl,velmdsalmjdﬂ)@(]ie(ﬂ(émg iof adBRTABjects with atopic
ﬁ bet. an? NléA&cFZ to.a |l esser extent than PG 02T. DEX

BRRALILG of MOdPIaFEteY Y- hot h GATA3 and NFATc2, and
sl i ghtrhy O%Jte@M% el trid %d?f\vaITQ%talﬁr BRSienihAFUWvidence of effectiveness of
I ndi cated that PGLO2T and PGL02 (ght control the
pPOaL ER G bR 10f admlmﬂswrgd expilis o pied p@yo @@fm éft}isngl g $raall number of adult
g?luflka r%{__mkh ?{bi)gc{éi ag @% g&ﬁﬁ)ﬁ’f %rho%g Cape AS 3 a&‘éjr?/tTo% ectives of the
ofud P2 asseds e toRAbilnpaed Vﬁdiblllﬂybhre%p(sﬁse d<y FB()O ongly
i_nd] cate that the extracts fromA. arguta are

BIpYg® candi dates for a potent and uni que

anti - I :

the n%ﬂ@gé@g?ﬁsﬁlﬁﬁh F 1530%@?% e}?ﬂ?&gi §a> gles%d 1g%§%le 3) in two 600
arg)capsuleai (G@Erq:gr toxth.]ochxde \MftH’DOﬁ)lBim: ¢hd mormihg,i omtved gapsules of placebo

g OF SPGB e reron pb i GreTheettie i gaby Shbisriiby agibiects were
H%ﬁ'ua_tedl 1@ Melt TRE JPatanaantEfal atbe dQ}eqf}eaﬁl%od Rvdsh@awn for routine

| evel of selective Th2 cytokines and the increase in
blogherofstrYiphnad \and liemetologhras f@lfrftemmlrm CFPGheque@mdg visit for eligibility,

R A e A

RB183d carlyPGlORmdET T Brise dva% h:@lléd%é/(ﬁbn fl f6ufkTdryS forMdutife urinalysis.
i ncreasi ng t hat of T-bet and NFATc2. GATA-3 i s known

Eéficacy apgPynantasreadane vheech Halt ppstsciseningt eYubiests Were either male or

oy L0850, B s T B8R g s, o

H&*rriaﬂivie Io‘f m’bdiel‘atd beverinadfinee by athy'Efcllarx’,‘saGﬂ(ﬂ)abyksisdssiueﬂtr(ﬁeldman and
kn&ghe 2 I%Z’)é e, FN Igg ]];)rlg!%asg_sgl 11 16%; g(g)é) gstpo%: of three on the
g@Jeht}z&gQ of o @d %u@%):ts Hal ATS GRBIvisd 4 Hifihunt b W/% o?‘o&?y surface area

reported that T-b regul ates the Tsotype-switching t
(@Sﬁ}a Aulgfe¢theveps omimltlnyarsnrg‘a topi¢ad) sierpid forethk dreg@aent lof étD and could
resent

hi t 2003; 15:937-44). .. Th
A Pl Rraeatl by abdiglehpiily eBE B psing adverse reaction

fapoeigond sbindhRINEsd ¢néthidth2 AemAioRIgyend hdiahgkis, namel y
d%ﬂ)\?m regul ati on of GATA-3 }gependgiglr;ty expr esgl on of IL-4

atedistical Bethpdd upregul ati on of T-bet - dependent

.FIJ_r gg;’wﬂlé g)rllkrgriafrx\ %%%&Zﬁlaq?hﬁ%s 'k %ﬁér}eggoﬁgﬁieﬁaswlllé kl? the Physician’s

I'S a non-se

Slliag SEREssaitht GeNtalyN42|Civith earfalya ks asihPtthe rCcﬁcﬂh@atrD IMantel Haenszel test
Al though this protein binds to the enhancer of

| L-
Avenitags gtR. oStafissient Methads 9nj MadispleBesrarcle il Edr,tBhalsweH Oxford,
.98 %&%Hgﬂg J& bl %&?@ 4@ CHQI[ 'ﬂﬂﬂ?ﬁ? rbtagéfitnl life signs of AD
riving nave cel ector cells eed
'Q'eryidaleﬂns fndumthEPﬂ'(uﬁng/eruﬂmngambpmirMSGVBnty knogdrsee,r and in total BSA as
IevelsofIL4thanvv|Idt pe T .cell Ki ani
el yzgd IBHE 3 gwo-pampl legt-teg, gstcnapve stla'H:Ft twqrﬁ]ﬂg??entfécfgr all baseline
71(1 1):6641-7). The present s%gdy showed that PA 02T
or PA@ O2E increased the | evel "0f NFATc2 expression.
The actual nol ecul ar nmechani sm by whi ch PGL0O2T or
PGLO2E favor Thl responses and suppress |gE
bi osynthesis is still under investigation. One
p033| bi | | ty |s that PGI 02T or PG102E acts on antigen

.
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infiltrated cells in the skin | esions express |L-4,

IL-5 and TARC, but little or no IFN-g, resulting in
woratvsNexEdat i on of Th2-dom nant i mmune react i onBCT/US2006/006437

(Masayuki et al., Int Ach Allergy Inmnol 2003;

132:355-63; Christian et al., Ml Med Today 2000;

aglﬂi?og{?%aes)pgner ﬂHiﬂ{e g%‘%l %S'Io ne%\%i%jgfg?or{%lt on 5@% \g{jgélt IQ% %ncti 42. These statistics

NG P 1S Size AfledI8, @ndidE eViglYns aﬁethc1632<iﬁfcef1ﬁges and confidence
human AD and al so that the nodul ation of Thl/Th2 and

m@ve@@@pm@p@pgﬁteoqungs @'pgg@).m% §el§-ass§§sny@t guestionnaires were tallied

e%nﬁe rr%? I%ﬁeldlc ?Jegt%eflgﬁgotug %era\ﬁ(f% %Uﬁﬁéﬁg#swﬁéfﬁ%mﬁﬂ% the study were

A¥Bdraed. a|l§es61ﬁh§hdﬁ§tdfcwﬂsrep§alenadlts incBpdecdi t‘hleodapabflogm fheednte the event
(SPF) femal e NC/ Ng ane wer e hased frorpﬁ % K
qurst Pb CONHBIEA) themezseﬂtwfé SR, (P B TR, AR SkBerapy taken,

Vi rting adverse
I PGB TGO T 08 02 ol oring
aieats, Bedyesysiemksavkd(y, SeouNGsy] el veateonsiipeld teg atticle. Comparisons
ai r-uncontrol |l ed convent,i %nal r.oom \&z}e? venti on

NC .
e BRGSO SR e PO oRDIRGLE et Red KB L bibegy vith one or

$6fe @t dvenish@addticdemsd Medﬁll/—(fﬁer edlédd efionary for Regulatory
Comm ttee guidelines at Seoul National University.

Artavitiesd hitipi/dvwatheddransspcen tugng thepo®y. PGLO2T and

PGLO2E used in this r

as d e]?gsrcpg % 6?18\%218@ aﬁgt{%ar 94 k?orstﬁl%” gglut:s'&?ﬁa ’AhelfJl &gsl&:ﬁted change
fromUBREline 1de§: D Hkrel ddterinin@d@5r a8l Cbhﬁicahﬂ)iteraikbmy assessments Values
Conventional NC mice were di VI ded into three roup

Qsige egm%’i@} regge West Hagged|ipyhe daia disdngs n tables” were

ARy P AR B i o

Tabovatoty \Mﬁ&rﬂl@er&ﬂuan th&SPeuIC offritle study (agnehangeviom normal to high,
control , recejved Ef fects of PGLO2T or PA O02E on

based gaia abq@mywﬁera@ﬁﬁalegeﬁ} s in NGO/ Nga nice. The

severity of dermatitis of each group of m ce was

assessed once a week from?7 wks to 14 wks of age by

t woTp8idgos bl i nded to treat ment al | ocati ons,

£ 3 £ o
aC IIUMLIUII Ul LLLAYS blllclla

descri bed by Leurigmaier gf (Leung et al., J Ian'ergy

ai nol 1990, 8p-R27 debd Ny caltol INRsders % of total
syngliogﬁguseen in co%\?entl on On mogg obggan m@ﬁ ’
itching, enoohenesand henper hage 64001 oned Py edenn,36.0
superf|C|aI er osi on, deep excoriation, scaljng and

dryness oflasgbd, Znd retatded growfh3 Befork skin 338
congdi tion e sgpred, sgjatchinggpehavi orywas 389
obsgrved % EO mﬁ% per m%se and |tch| ng i ndex was

eval uat ed Paceb@as24 i ng totlal scratéhBng tinB for 20 54.2

mn._ Atotal clinjcal severity scog,ﬁfor AD: | i ke 42.9
| esfons WMt in¥b as th& sum of oA indivfdual

scores grw%gb@s P; (none) g 1 (mld}s32 (noderate) anghy
3 (severe) for each of five siagns and svoptons (itch

LINTA ] Sﬁﬂ?édw TBoldhagesol @My ate X6as Faaidved (Bionsi wsersautd
scalin ness). Measurenent of plasma | evel of
HRRER 1C@H91diqii§rlafé9¢‘f1@1@ﬁes and chenoki ne.

Spont aneousl y induced allergic responses were
nonitored by neasuring the plasna | evels of
Eypdepgdsobal i ns i ncl uding | gE and | gQa, cyt oki nes,
and chenoki nes. Bl ood was, coll rétalc;l7fro

r et r o AGriBierig anal i congigtpd gn thedh Wbéw tPlﬁ?Eﬁﬂ%{? thesgudy resulted

ﬁgﬁﬁ?ng sttistid tre]'las g@% ;eq:oﬁ\@e@y %fﬁc%@ﬁl cHGRA! éi'?lthﬁhﬁftPQO 13, ITT 17)
S were store un}g use.” The | evel

IgE was determ ned by a rmuse I'gE detection kit

( Shi bayagi, Gunma, Japan) and that of |gQ&a was

neasur ed by t he sandwi ch ELI SA net hod as descri bed by

Hirano et al. (Hrano et al., J Inmmunol Methods 1989;

119: 145- 50) The I|mt of det ect| on was 1 ng/m of

e e
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| oadi ng control. Statistics. Data were expressed as
mean SEM and differences between nean val ues were

w@arabp2EeB by unpaired Student's t test. P val uBGI/UE®86/006437

than 0.05 or 0.01, which were cal cul ated as one-tail ed

P val ues, were considered statistically significant.

Resu

alnﬁ z?cgonta(ﬂ eél gg{}gﬁgfpﬁe}& 91'3 ftl Spo&aﬁﬁ%b@g al %sa,tr%tzs’%atlstlcal difference

SRRkl in e pritigry efcaey andponth hethmn?albslampﬁ ilaﬁt s

of PA 02 on atopic dermatitis, the inventors

mi ce Adsthe dasuid? fHusl amakvsin, HespvEs R sabsiGak si “@Hce emonstrated
! t

bep VXP%%egﬁ%egnﬁgﬁ%% thé gﬁgaf}k%'ﬁgé‘cly ah\%%l%?l Yl%lérkls(:@%%gAssessmen ) or

tld@ lsecopdatyl offiasuy mmﬁbwse((dhﬁ@da(ﬂdin[tﬁa@elu@ (n6fhe 31gns of AD and percent

b te?I)EI%SQI i Lﬂ@g’% 17(%5"% 5 }FLLellPS < ﬁé ﬂlé"hwé dbserved in the
;%gfrlz{ teI t| @oug 1, R 1ﬁn9cchﬁﬁ1gp6é%\%§13 (\ﬁl"a&f 18t QRIYe observed in

ser ve The dosage of P
PG Q2K awmisi Y sedhe rcspbmfses: ohtherlacgbd end t%aart@hi\/@mplents respectively

GBSt LS PR Al o
r@%ﬁ% g %loups dor k! ®FOV4 Ghdllsis ((TEBIOOV,. grodd GA)] BSRigher percentage of

he increase in the dermatitis severity
resronders cwer@ obsperd ioria¢ FNGD hriteaimenbEons WhHGnRESHRASE represented

aglglg %@Eﬁcﬁggaﬁg gglnﬁ’%ceﬁzﬁ%%ﬁls }égeﬁo%ugt\% g%ﬁﬁé@%létﬂfemon51stent when

BfEcRi il hatd pote®fsté?Gitio 2droap E?@er@%ﬁclﬂd@hlaé ivedingd fpr subjects only on
decreased the score from9 weeks

magareo dasitd gerodbrpgmenisd gwep &)r t@ﬂn%gﬂf‘é%% ppstriaspglyses revealed
SQat ﬁg%dﬁélﬁqung (EE? 55 £ i gghtn;% PEANERIp O-E{tea"i‘ﬁi%f‘tthe subject’s self-

| ower e scratchlngtlms rom
a&sevsemkﬁt tifr Rgﬂess S(upm)loa) at glsyl b6 \ieraldibeestvetg rsfratlstlcal trends were

IR T CL A I T AL

AHsthipE R0 B8R =@f07°i/é§ Sivelh.] fI‘h@@bse\ﬂlﬁi«l@ﬁcac of the treatment
écgzgt ur esé of 'the m cz) (daf a i?1ot1 glﬁgv\m) DEX al Y

group earspated hethdarlangbd grapseday 14 yiathe PGy amdmuﬁ @lissipated by day 42.

glféaw 0 lg‘ﬁﬁ%f? gg tu?%'gfggﬁm ﬁcé}zl)gf;f)yf fiﬁq 4 dja- cﬁ%j tg&al corticosteroid

SefapRhidy e BeRekiblhSinahd fredimemdg| AD PGABGRdtoan tbsRE0RHor days 1, 14 and
decreasé the pr oduct i on of I gE and |1 gd, whi

et

#hohewed nonhaafelyf Tedatedy trendpifers ARy qfnthﬁdfﬁﬁtﬁlltﬁﬁ%%eg Hécmdmg clinical

i S L t
‘é*&%nﬁr%h’ ‘t%lo egé;hl\})ggi%gxﬁltg\%t*@fﬂ:%i‘gﬁg cgérg[@ﬂo i oAl ﬁf?l'u‘éct bilirubin, and urine
ghevedopd. | Noekhfﬁefreriog Ewaa fplrals hetwaén greatrhent ogrseps &¢r IgE, C-reactive
dermatitis. Therefore, it was tested whether oral

BOHATMI 5 CPHEPRIA. INBGL02T or PGLO2E coul d control the
W &J gvel of Th2-nediated IgE and 1gd@ and

medi ated | g&a. From 7 weeks of age, aninals were

or al | Yof edions nHvR@ c0aTs we reppeed HExeigier BIWYH Heatrent or placebo.

Si s blood sa s _were f
15451 o R i ERA G o OF R8sl e, there
Wéfe”ﬁi hY1dR6 QRS B3RP P A% ErBleeénts IETFD@ 1Thnd 13 oildito moderate events

| g, but when animals were placed under conventiona

ﬁm;diaqeb@riéonel qfthe evantsweicagnsinerpd prrbehlgss dekatedrio Ak ﬁ@dy test article
1I st 17 ng/m at 14 weeks of age. Administration
8’Fp 82T or P@ 02E | essened the plasma |evel of IgE
o difnyveeks of age in a statistically significant
manner, resulting in a 5-fold [ ower level of IgE at
the end of the experinent. The |IgEl owering effect of
PGLO2T and PA 02E was conpar aglle to that of DEX used
as a positivecontrol (Fig. 6A). At 12 weeks of age,
the level of 1gd, another Th2-nediated Ig class, was
measured. Under conventional conditions, DWtreated
m ce produced a |level of 1gd@ greater than 5 ng/m .
Hovvever adm n| stratl on of PG102T and PGI 02E

o L ey g~y ~N\N 7 . - ——p
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PA O02E 54 7 (40)** 203 6 (30)** 594 19 (76)* 406

11 (91) 1636 42 (249)** 18050 1380 (173)** DEX 54
wdaloo60®d3 531 283 (78) 416 30 (53)** 417 2P(PB¥2006/806437

22 (23) 10096 236 (97) SPFNC mice 12 2 (9) 33 8 (5

37 3 (5) ND 166 1 (25) 390 88 (4) Plasma sanples

wer e J.sol.ated fr e i.ce.at 1

woek s EEpARES, BRSNS Rl G st o B cRhpe’ Betwoen the

tWatrRerEQRAs Gl R Britnhg Gusdconidary Vadpotists at da@Xpr es sedngslistributional

means SEM for five animals. *, P<0.05 and **, P<0.01,

shift way netedt hawave an theinyeaiy egdpriptd§0OA) aiday Adt For this reason, a post

t I les,. fif: N 1 68 -

ELARAY S "BR0u0RL B ORI, U FRJBAS s

daffetehdNb@west acangnentnedat tha dSPA4NGnepadis, halditeorelsomf secondary

IL- 12 was 166 pg/m, but t stinulation with Co .

sndeeiaiss demppstiatady eah%ﬁtat.lst*P%ét%% e @R Q03 in the self

R id tB&ds @R limBfovehieAZpY.08 in the self assessment

agé%%%tf‘rglt[ ‘g{aggtidgg&gg?%%%s @gs ﬁrggt? veley. pThe Imeveel Seof

anB Nogingasusting @=0:04 ma thecsignsyofi Ald rsssegenth Thase preesem sasious adverse

of ConA tq.alnost 11 ng/m. P4, 02T adm ni stration -
e SHRREE g Ohe Ehbergh sk PRSP i Bam te st artcle
ahd QaceFEERABs dRREBshrille, RBd BT Sttt td A8 ResPERRET . There were no
potently suppressed the |evel of IL-12, while it .
safedly nenceafsf @e@qctqoﬁm thefclinieal igbonatpry iyatwgs.y Theey dage veaffigm preclinical

PA. O2E i ncreas | evel ..9f - . in j
T, RAG el b AR ROl g B MRS UL B Byl ctracts are safe
dadXvel Ml red Bolirsogpiemt.nat el y i nhi bited the expression
of alnobst all cytokines nmeasured in this study. PA 02

/'y prevents eosinophilia, but also decreases the
level of {o%% | Q'H?le-r E%ibepear PRlomYel! 6@ YMind] placebo-controlled
i nf | ama orycli(s ncl udi ng eosi nophils Is an .
stidyovotexaluafectht usecofod hatlp piveifrdgremtraétito sle¢raaduCherCAESI score (Olivry

b Bl DR R TES T 1008 S eher Bt D oot Kunz
%e%n,epwc{z@wgy Niv97 biggodo—1her ABpierbes.s first anal yzed

e nunber of tot al [ eukocyt es and eosinophils in the
per i pher ehjediivood this study vise ke evsfiuaieythe eAfcashiowmhg 4 qrigyia fruit extract

t er of .tot | eukoc ' | . .
o PR b OER e e YA Be i dematcs
dADP &k tddgﬁ' aRespdiBe NUNBEstmeht S@S| MOESReEd Usps tigr emtesygator’s global
i nCreased in treated nmi ce under conventi onal

evehgiion cmlsilssh eeoupQrptsy they CAJERopg pad T Qe s Ppggitis assessments.
L

@onéthélpy kd dedrenst hiee peeavionsterind ofe mothe muplhgément TeAD clinical signs,
changes i n the nunber of circulating eosinophils may
Bl tRapiopes@d by the production of chemokines, | eading
#{%d Q(fgx%;{attracti on in response to inflammtion (3-6).
re e, the plasma | evels of eotaxin and TARC, ,
whi chAatteor epele skt atdse e(Ochenphp) rséaroidmmdy f (rednisolone) period was

eosi nophils and Th2 cel.ls, wer.e deternmned. In,the . .. s

BRI i3 CE o ARG TP B A e g0 da etgiping residual

%@‘Eﬂt@ﬁﬁe& gy el Anf afRt fxienhéiily T ARk Tudibpt ndhheasordae v sskin disease.
r

e decreased in mce treated with PGLO2T or PGLO2E,
Dyjagapps ok AReinelugeddsast theepositivg reaptpns tprsrintrpgegmal skin allergy test.

ittle ch e in the ani Qi .

it e RN SO PR Ral S D SR B TR p gl Gril o role out
RIoaduedrbied «8f theohani Baude bf TARGtomeRigy! | Mgk Nwérbefree of concomitant
preventron of Th2-nedi ated eaosinophilia, which |
edisatigrisysusbi ascBEStHIMES PRG leReattings ingrefablg Steradds, ppndcitee of any
mce. PA 02T or PA O02E adninzitration inhibits the
infiltration of inflamuatory cefls in derms and the
t hi ckening of the epiderm s and derm s. | nprovenent of
clinical skin condition and inhibition of Th2 response
by PGLO2T and PGLO2E was al so confirmed by the
anal ysis of H&E stai ned sections at 14 weeks of age.

Y

o - ] - Y "
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| mmunol 1997; 107(suppl. 1):25-30). AD results from
dermal inflammation caused by an abnormal i nmmune

WO e®poyEe3 in particular, overactivation of theCng2006/006437
pat hway. The inventors have di scovered that PGLO2T and
PGLO2E, water-soluble fractions derived fromA

P r R0, P RFHBEOHLRI0R] FERLAE b AR o (200bst s vos
r -ghsinthigied. nouse nodel (see Exanple 1). Based on

these data, it was reasoned that these plant extracts
mi ghtPwinguedinnstiveotherapy @rradrédd 498 apsivess PEadnisplpme orally (0.2

SoREESER IR B o QK. SRl AP o

6b% comMEQ)FDO01 pdvider €xaparbe as tikseribeds mnExemsple 4) at a dose of 30 mg/kg
i nvestigated whether PA 02 co ro e any actual . .
qIpe ﬁglb@@g iplacghg g\gpgg,si})r 6@61&?(% BF %29 g%fs”%q%lchs grieﬁ@ndaommed into test

. ' Iy e ShHidS adsBbeq A5RY the CADESI
R R S R R
ssglordndnby ub¢ ywined s Rrdritie ratiog on she wieekly, diafiehouBlop@ispecimens are

bound, by t heor i s believed.to be thraqu t he..cant ral -
SR s AP sprencSeh SnBon e PE D) AERERTHD feoniy period
AW SEH) @k QM@ 28] LAAalydeb 0B thebd-sakibleimdludedmeaduraiddt of complete
as the uprégul ati on of %/L- 12 and IFN-g_.

o g alntarsbergasng FﬁéldgEsal@rgenisn@qiﬁ@dg%;Qg dharcpeokine TARC
humber B eBE AR ShOAEheR L sy Pl b A ChTAREE, gemonstrating

igprovenidne is Kielr flebilonaluatibe valler @ivahad tofa RBelay, open label second
t hi ckeni ng of the epiderm s and derrri(?, d.the h f
st O P GRICGT COIREHIBITI RN G “BFClo A7) SRELCY ) difratmopytherapy for
S hib gl Ph L e HD GELBARE rdstue medications will b
58, S5 ELAAEE R SIE00 L FSEGARAE e pdatons v
@nsidbled 5SStagheTwevedasnaft falese gdotiscoginaed fadmotheadtingy.  Subjects

high. in the skin | esi ons of a..jri ce gr.qwn,under
e S S e 3 e oS S PPl espondes
Al st 6 8 ELDES? scalOMRMELitid BREEs KIEBOHS TS eANven days. Blood

cytokines’were found to be at the virtually nornal
dpevielens Batlei eollettodelubiog Stgerl'we o8 days 1k rpedr2& o The laporatory blood

PeEOILE By ronyE R APRIs, o1 g e

Sheuah! mb@ogs tract Th2 cells, and induces the

pat hol ogi cal responses typically associ ated w t‘:‘}%ﬂ . iy
at opi Chel @rimary tquqawnanamss* g diedthe; Propgﬂ%rﬁ\#ws ggtsgvith positive
t hat the.r r in. » T .
BBt REUBSRARYEL Bl SRl BNLAANE AR 218, SR AP s
2 aalihteripChndlgdis amyete ednductdd Gilien thevfest hAlD 09 flkeOthrget enrollment
1097-105; Tonom in | nmunol 2110;

et al., J Alergy.
qaypplessthe-stugs; |14 B<‘i95 Ly consigereg is‘ﬁ%?/fﬁ\?lé%t 2002;
é‘g’g‘: 9%(%?8 Masayuki et al., IntAch Allergy | mmunol
é; : 355-63). The detail ed nol ecul ar nmechani sn(s) o
and t Aeopéx atermstitipues dbe waderd yiasty qoenerherlgpsyudy cdogs occurring n

effects of PA .02,. observed h us | th
SO A6 oriivesor gty Strl o & pel PR E QP g ey 5" Bd.
% a5lsield, 560-598, BR) UTgsicI2AIS il @ddsaBndsas tvisren With age. Affected
exanpl e GATA-3, "and subsequéntly on the expression of

enatsysudfer dienp resymert skivv end, ear infections that sigady wpgrease their quality of

ﬁﬁeztclsgs%ﬁ% l’éﬁeg gagf hhlé% lAi) gsnagg%:r?e\cl' giemé;nﬂgi?%ég,?aevbg?olg ?ﬁ«%g(%%ﬁc options are

BRfked € SPREhiMEaeRETO Kk B8 cdobhticods anll cyclbigorinmmagbd effective but have

2004;1 1:1157-65). Alternativel PA 02 may_initjall

therpotentiat fos aflvrrsd effesise(Olivepet %-xf(’ﬁtp Dermeigl r %Z?%E ; #@é Ryffel, et al,
| evel of eotaxin and TARC, in&;?iting their

chenoattractive functions, |o i ng the nunber of

eosi nophils at the system c and |ocal |evels, and

suppressi ng the hi stopathol ogi cal devel opnent seen in
conventionally grown NC/ Nga mice. The activity of PQ

02 may be due to nultiple conpounds acting at various

o S Y o o,



10

15

20

25

30

Bi oex Co., Ltd., Bibong, Korea). Frozen kiw fruit

(1242 kg) were sliced (1/4" to 3/8" thickness) and
wa@lrioeaioi7m a convecti on dryer (65-80C) to a noi BETIUE2006/006437

content of 5-20% Batch extraction (Fig. 10) of the

dried fruit (239 kg) was performed in a jacketed

'6? | ﬂ@:g ol ;?1@17 elﬁ%? ’ra CE?I) V&‘rl{.\ gptlcxrf]gset&?cfl +Ilés§r Rl e®With chronic

138 NSNS ¥¥RSrif HilyOe Eost-Pra}ilv e in mgebreb@stsgsj wildrnge kikeess rate of
extraction. The quantity of extraction sol vent gma e
antibistainet 1o wftsn low (PoniisctheSHel drindiDame/deed 1 Saunders,

1S40

48,45, 4B ST U, SIS B e s
dyfiptaraliof tamineoA Dswewlhbierdfdrehteadpuschentfiof Ef:fh:ecy eﬁEDﬁﬁl either as an
Wat er. (900C) was then recircul at eg]{jt hr out%h Hb S3 i
quarwavaﬁre@%e@r 9125 ReBOREUIPAPY-oRAY JSFFoRS 18 0psd {Or SIeroid use in the

1'55&9‘1 1:{'*&8% SPERN 2104 BIRSSndeRat tﬁ@‘f&i’\ﬁ%ﬁt@xtracts will be used as

I'S osa t queous extract filtered throug a 10
an atjart thehapeyrm oftier thidetreatechopstentienf Horidsrtsedt &dis conceivable that

nder vac at 5b5- 6 0Cin a e
bF e oty SRR B n Rt ¢ PR SRl food, or as @
&pdansebs and fodli Pldtdryabipledtaiation. withckiwifigit Repdrbtidns may be
was concentrated, it was held at 800C for an
fefﬁbdtlw oneppetingi healthyslgn én dpgsywith piopyxtheacised gipae or in combination
It| rial (101 kg), equivalent to PA 02T,
egggﬁg%ég FDOA . O this material, 3 kg were set
ﬂ or further testing. Good l\/anufacturlng
Practices were used throughout the péocess To crea

a powbir &llavgpgxamplepdissppisathe W Oedc #58HiF Ao i thoreof for
t

T L o

punpethd ebjectiverdf tanstatly pald e & dbtemdmhramdr}mvx@mcwf piffectiveness of

Q]Qlen)aé %ﬁ%plg@?%ygc? g{qn]]ytncgv%b éﬁqe&%g?g ol gns adult volunteers with

élevl‘h%sé E‘l!tc?l ad BRpROHdrFhahtie NADWRSstith@nat Ql'ldrgtd theénitis of moderate
nl ess steel trays that were pI aced into a forced

merttan rA degadaxy7ebje@00 Q) the study will bere r@rpa;urq t@ﬁ}g)yoavatlabthty of the

sol.ids were.the und | a I
S RE SRS oo BobTTh) bR, DBl aaied 0 o
eS8 Céiﬂtﬂbibﬂt(ﬁd“oéﬁﬂgrdda@ﬁ)’ Awihe vbpktidnef the acudy mall be to determine
Anaheim CA) into 30 - or, 600 -S|zed capsul es,
@gcepffqg:brqfalﬁ PMHg oa levals g Xp@rlgﬂ@pma I8 os[uc]gjsaé cytokines,

n_cl r e

R AT 0, (R s s
Rukedtaas matrophezel st ablls teps ambay ealz(tbdt peneotxpseskioe @ned dranscription
to the batch extraction), was powdered and this
fgtosY-i al was extracted with water (250 nL) 250C for 4
hour s, JQg1dThihd! Orﬂaé’%é ct)hﬂrrt)l?é'de%uﬁﬁgeﬂthﬁudy kil € conducted in which
concentrated to dryness by rofary evaporation to
pfognuts:lmlhbe edmirtisered TR0 easvhe tast eticleaen plagebphelrgatinggt arms of the

Eﬁ.l Y }‘qaér é@%\%%&(ﬁm R éog(g}?ﬁ%%%\é\{ra%)&%:,agig gthera S/ écé‘ é)?a}ls eroids of mild

YM fBadrd poRABy. MA RIAAHVRRS sRfoi@tredtineat fir 8lie{tEWIACAD may be topical.
The conblned organic IaYers and t he aqueous | ayer wer

Stenvid e wepde v an iyireewl fpray aripdaleefulasthmg and agaret hitis subjects,

extr d.t he ye (4

?‘Fgllvglyﬂ, %ﬁg&% B l‘fri%WIh an%)%a’r‘rpgf? a &/: %g%ﬁ gfsltsi netlfet?/ fid tolerability, and
Et@ﬁ&icﬁgarfa(yseé WIUBOiRENdE@tdifgmatiody bitnilar fo tﬁoseﬁdegurhbed in Example 6.
prepar ati ons. The purpose of this study was to conpare
the relative ability of various extracts and
preparati ons produced frontA §4guta to nodul ate
cyt oki ne production (IL-4, IL-10 IL- 13, and
I FNg) in splenocyte cultures derlved from oval bum n
(OVA, grade V, Sigma)- sensitized mce using ELISA
(Quantikine kits, R& systens) analysis. The follow ng
sanples (prepared as descrlbed |n Exanple 3 above)

T T Y, | e~~~ [ —
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Det erm nati on of cytokine levels in culture
supernatants The cytokine levels in the culture

waapenyEdant s derived fromthe A arguta PCT/US2006/006437

preparation-treated spl enocytes, DEX-treated
spl enocyt es, OVA-only treated spl enocytes, and

Ot ke AR SARSY SEN RO AR PR Jf St i

dhilated amal ik Slsﬁﬁ[;eolbgeh}edzcﬁﬂm@(lhe gastht enonelisi (ﬁléhfee(\S@brgel and Paller, J.
determi nation. Results This in vitro work confirmed

HleripyiGlip. i Immupe!. P(‘Si@)ﬁﬂ%f%?%a{?w Eboareyaisnge ahi D apgears to be
18(3%3?\%6 ‘){(Vtg{ﬁ&{dﬁ( K 2%’% &ﬁ?% fato%&dc}iltrs%telgr cfudi v\g ds ma Lars(j:n and Hanikin,
Tibvdlnotdgly dnblrARer@r Elinicabf Nogh (/mteiﬂcﬁ 2@]/1@15) ZW,I%dllenberg et al., Clin.

é;tbiéﬁ?;?té{@?li @5@%8{5&,2?28(?% l\&%m\{li?({%taglg &E D\?@R@’ I%d?'h‘gep CDC Surveill
‘#Wr alz{?"ﬂ?*}‘”qgég e f; ’F&Bérg""@tr Q1. S%Ié;gﬂ +4.94R7991d 2060Y: 9 AD patients

the Sanpl es €xami ned, consistent with prior
dxpentérice (sem\mrsknegﬁiaskml effects cEpdamlleht]z)Of lig}, mod cauently awpilahle treatments

b th QA [
o 5 B LRl b o YU SR P o iy o

éo@fegr OPRARIEneDb YRRl fSstatBid oﬂfﬁtbpzﬁ)ﬂfeﬁ friééftégenptl’fel Helg@thipyof the atopic
traditional chromat ogr aphi ¢ met hods ignificantl

miwshf @uithe pasiscef severeblongisading|sgistiesypresiguiely bl ;@%,45@) patients will
@ KYF ﬁgafsfhgr?? 2 rt%cHgarI&p\!u ”g%l}é% eiD Saﬁg t&f@ltthﬂ%(%?hevelop alltgglc rhinitis

@.clisg BOAL. Uhelzaofneeﬁ@qm ssmsm zoo4psmgn:1e:t ab,tJ\Céim Invest., 101:1614-
freparatlons of hardy Kiwifrujt, isS note

atlPOBl yld@gﬁcgwp@feg Spignangk effg&tl(ygl },F@gn%gsfoarj%ér\gmld be greatly
\é{@lc&lﬁgd HLcta aj{l ot 15190@101@1912 Bisb ﬂgﬁeas% WROGSEUA %r% BC}I $‘iester01ds or other
ryrng rocess used to prepare F
inB@iostions tusédin tbmhmnw@mnt ofthDaastlinga, toy all@garbingtis Th e

foll owi ng exa descri bes a arison.of in.vitro.. .

et Ve JPEGOERL PLIBIEE TR R Fha TSSO gt Bf i Risrut extracts,
@o%cmHtesa%t@rtIﬁEﬁb@&tio\fx@ b Bkiradly 8P ARL i MktsAe.g. bark, stem, roots,
arguta. The purpose of this study was to assess the

ebvds),tfpr ofjunctiver toratraend ar rag gt wonotherapy fayi 4By asthmangllergic rhinitis, or

gtlh Eﬂlg r%ﬁesg% %%qﬁlte h@{ﬁﬁt({ﬁg {Sllcl(rilé ag fo cﬁlaﬁe{ g M %{1@1 %ﬁfb@ﬁd Yficaria. As a

RElhpGkEensieacst Bae wakPiamkesof 1k1&nﬁ}u12)prodm:tmd uthatapy for allergic
cyt oki ne production éﬁlL 13 and I ENg) .in_spl enoc

eanditiane $n sarll memalbte & aBD SR HoQ ERETRIP /& EIi @@Xglﬁg%faﬂher

ELI SA anal ysis. The foll owi ng sanples (prepared as

descri bed above) were tested: water extracts of the

stem Eﬁcﬂoﬁeferaafe lor @ﬁb]&‘catlan dettcaibepheparie thcagpodasd hereiaby reference in
in Exanple 3; "boiled" fresh fruit preparations; the

ft Eﬁlttfe‘]}’w ce concentrate prepared as described in

Exanp gﬁg LR ke B@fp@eﬁnbed in detail, it
pr epalrv‘g“%VaE escr | %(ﬁgl%m%@a{aeen%%gm l‘;{IQFDOO powder

p;r sparead ties miedificitivas and aExatatiiee & thaseemberdimenisrividhpecur to those

1?%3% Sgﬁ{ Ih te% rtB 3’8 %)pieé‘.?ladx(ngexfsﬁoa 5\?{%&1’3& Etthgguclh modifications and

&%vrtﬁﬁﬁqs RIS RATRY 18 sEbpe Cdf &@Cbrbsl’éna(rﬁiéﬁh@l 3is @fdorth in the following
eous remai nder, also described in Exanple 3. In
axkhiplagyrclaitise activity of three known

i mrunosuppr essi ve conpounds, cycl osporin,

dexanet hasone, and quercetin were eval uated as

controls. Splenocyte isolation and culturing

Preparation of the splenocytes was perforned in a

manner identical to that described above for Exanple

4. Stinmulation of splenocyte cu}. tures with A arguta

extracts Splenocyte cells from 8 OVA-sensitized nice

(8 replicates) were utilized for the analysis of each

extract or preparation tested. 5 x 106cells spl enocyte

cells fromeach nouse were plated out into the

i ndi vi dual vveIIs of a 24- vveII pI ate in con‘pl ete RPM -

A PN A~ T A NN 7~ I N o 1 I~~~
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and human clinical trials (described below, was
confirmed to be active in this assay as shown in Figs.

wadmemyiol6B. As described in Exanple 4, alterp@ar/usmos/006437

nmet hods of preparing the kiwifruit extracts, other

than the procedures described in Exanples 1 and 2,

Wanieis edphed 8d. AU of the fruitderived extracts,

whet her drjed ?r fresh, Qr extracted in hot. or room .

t enperat ure WA, e FHUAT R SPIRIPG FORAFS iRy jRAPRAL comprising
eﬂﬁrﬁfﬂéte‘?ﬁgsae ElQrdgnki%Jiﬂﬁﬁ-t AR b/ e Baseth1 AR dhbhount sufficient to
anal ysis,” the present i'nventors believe that there are o
sgvleteadn immbhe rapomsenat the enanemblp sidhefedn ther bady ilayifruit preparation is

kKiwifruit for therapeutic,purposes. |nterestingl he -
SRR (oS BB o o POy i ey B Gy Sooked fris
S&RY GhitAcorfedstidarx irlidt et eadal hedy kiwiehitgtice@ohsntrite, wherein
in this assay (Figs. 18A and 18B) when conpared to

thpbady [bafrdorypaasitpnt e nebbreawktagied.of the fruit

Jurce, The emreﬁlsc’)ﬂl tos r+ %tg eiltﬂl’}l%lhet];% BsQtifes 1851?15%1, comprising
parts”may represent alternative sources of conpounds
fimihReraped haiynkienigst prepdiaticdgar chet mammehidl iat aroamoint sufficient to
i mmune markers or suppression of pro-inflammtaory. . .
egelalel He FNMPRS KFPENTS RH8e APk ﬁﬁd‘eé%%%ﬁkﬁﬁ Earée‘.‘é%}"%/fﬁ@% preparation 1s

t il es b - .
blenbhie o ApSBLss B L Raks e Rl B bk ot
édE¢ntrate.adul t subjects with atopic dermatitis of

noderate severity. The objective of this study was t .
obt ai? pr imeﬂﬁ’.rdytoe\f?%g?% o MEHPE IR R 'S %fm&%%?’ COMPrISINg
A Bhis82ihk to AEThAhiHaEeth Ahdl Yu@¢Rht & BeilhRtndmnfizhe response in the
days, 1na small nunber of adult volunteers with

mpoopiat dermatitis (AD) of noderate severity. Secondary

obj ectives .of th tudy..were to s t he

t ol er abi | i?)y an%lﬁé\"@?’%b‘%ﬁfﬁ%ﬁtpyfepgfatgés%gdﬁse to FDOA .

Study design SupjReaipsneanslettdl FoROthevaler cdpistingr eftl  probiotics;
as described in Exanple 3) in two 600 ng capsul es (36.00 .
ng t obasteriabsell ovallspand fragientpie WHEY MO Slantigs fatty hcids; fatty acid
capsu .0 onshskling. af; g%édef Olin&siteT fuPHedd; in;
42 daésgé%egqoﬁh?l %gagiﬁg’dg@i&gp gsl’ ﬁtfélg tu y.S’ 8 jlect S \_Ng_l‘ A
i nst r methgthutfonylalethans EVISM)s pimsaigg gimeeli; ead pwasthaéyasidin.

day 14. Bl ood s, drawn for routine biochem st rﬁ'ﬂ an?l sin
and hémat ol"s'c)_d’j}‘_’*t ?d ftBUWeg?]iaWeﬁ%ilmr’%‘.meoﬁesf’ﬂ’égesg} e aﬁt‘jﬂa’ COMPIISINg
NdrRikstdro 16 heinbinkial ¥h aRHo@R sBfSent to FAguRRthriZuRine lBponse in the
stugy. Lgvels of IgkE and C-reactive protein were

measualed in bl ood on days 1, 14 and 42. Urine was

collected on all,four.days for routine urinalysis.

Effi cacy a8 essﬁBW%§kﬁ@&émﬁgﬂgﬂgynﬁg%ﬁ visit post

screeni ng. pSubj gctsmpkicst Qklebied frametier gfamalcensisthgt of:  steroids,
65 years of age, and in generally good health. ) )
Subj eentdhigtaings;t iapbodies ppetibieti¢hat FXeSPEFingp gRliRYeotics, respiratory
sever ity .defined.b lci@n s . o Ki

(Fer RnfieR L REGUGS, Bl BRedic RRBoERRE SHOBRrs, cytokine or
Di seagpskinb4eddpbi-dntfBnisR) Phpsphodiestente tiirisieoransddhen cromoglycate,
severity scale of 0 to 4. Subjects had AD i%\éo Vi ng a J inhibi

mi ni maedosTimpsgigeingdhgonhiyHinge earhphenzesgta-aleny; @ppde, and maibitors
wer e r using a topical steroid for the

treat ﬁgﬁtcagﬂ%fﬁggnd could not be nursing or pregnant. o
Saf et §. and The hetladsl dfi dlaimvk peclaiss éswheteinshe harslykew it preparation is

reactign reporting and standard bl ood chem str
RGN |ﬁi5’§§/ tl:crlalq1 grq}lp??pg]svgp% .O?:St adgpgtt F)gléacg r?ét"HB%f‘é%"ﬁ?e a leaf extract or

B&ilc%ﬁﬁé(t&% LlefReYr6R b Bh@nMaS, 4 Berkchangdeof Eabeh@sne] 4 R®dt extract or
i'n the

ysiclan's d obal Assessnent at day 42, with
anal ysi s using the Cochran I\/arlc/ggl - Haenszel test
(Armtage et al, Statistical hods i n Medi cal
Research, 4th Ed., Blackwell, Oxford, 2002). Secondary
vari abl es were the day 42 changes from baseline in the
signs of AD (erythema, induration, oozing/crusting and
pruritus severity scores), and in total BSA as

o o o, N a ~
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between treatnment arns in the primary efficacy

vari abl e (Physician's d obal Assessnent) or the
w@ewmoneEry efficacy vari abl es (change from baseCT/ng20061006437

the signs of AD and percent change in BSA). At day 14,

however, a significant distributional shift was

observed.in the pri ffi n i Qte . Thi lef £,

SRR DB BT o (AP TR B Dl contese
g ried BhitanBard Bividfuittihiee caspansesa plepiragoppadedsd Bnektraction of
test arti cle recipients, respecti ve%% (PGA scoring .
forit wale havingla damperpturafienm &Ghpabeat $EFe aguenagtionpreduced by direct

r espondi nd ' d .
T
Pré&Ren Belextru&ion ciimeatyvieidifrnit ihdisHEvater, et meprepayatbarpproduced by
whi | e non-responders. represented hi gher elilant %a%e

sfiucntial eaqt@e%%bofg*%ﬂslwrg%éi V=S r B PR gty acetzte

rel atq vel yrt&oﬂé'ﬂ%;de&f M Ehe SHPLBERS 300 BONEhRQheMME hardy kiwifruit

sterolds (group wer e’ excl uded, as well as for o
EeErEmsis anlextract orodereatratetpoepardddiremer wirdof the Aerdyritiwifruit selected

group O . Supplementary. t hoc anal ys reveal ed I
AR e SURBHATSRLBlRo Bl 095, AR as IR fegombinaton
gadpei nt and for the subject's selfassessnment for
redness (p=0.03) at day 14. In addition strong. o
stat ikt i calhet meihdd ofewny anetafctlaionsi nosd|tp Sagewieindhy hardy kiwifruit
at d 14 for. i.t.ch, ~and for cli.nical S . a . :
or i harBrd e e Db Rk OF §5° RRCARARIRY), Doiled fui
codRePREES e@frultcadycoadedse@friiteat nent group conpare
b hﬁﬁ ,lpt@ﬁb friudt ﬁd 6@14 : nt group com d
tot t t t . ep
A R T T N s R
(ﬁ‘iedw (PG 102T) as an adjunct to topical
corticosteroid therapy may be beneficial in the _
treat9rent e ABthodatfemat@reyoft daitnsr esuBtte 5, ovhadeipghd hardy kiwifruit
R T T R
conpl g e biQodARUYs éHgt dhedbf E18HRN bAB, toCn) aghtréihi the hardy kiwifruit
indirect bilirubin, and urine macroscopy. No
plepdreti@nic @ haedy Kiwifindt yacooaeentiateat ment groups for 1gE,
Creactiv rotein r_eosin b y P
resul f]s NoeTlEee rnileg]ﬂ%d gg\?gys%nee\glg maslm\%ve%lrJ 26 ?Sépor%rgl th r hardy kiwifruit
Srepdetio Bbdide@dlyraxbractasn ¢ff faeieowath@neinpartemperature of from about
non-serious events reported for FDOO and 13 for
PCatoabout 2XCt hese, there were 10 nmild to noderate and
2 seveje eygnt 144,19 WREEHANR hardy kiwifruit
event gi'forr}‘%?é%eé (gd Elo[g%@ %I}eatgﬁe&azr\?g]nét gov\érgﬁcor?si deraerdy W
prephratideis@roduebdb e dxtiartivh ef ftit diy rdoes tengetatwie avater.
pl acebo. Cancl usj opsThe plangfd anal ysis_re

I ts g
denonki-r at Eke rﬁ’é‘?tg?dato' SAWcepe RS chrite ’b‘g{ggﬁ’é]n _tkt%&afdy kiwifruit
é{eﬁ%%{/f&gt's %XQ@U.CE@ ﬂdh g_ir%t' BBI1i6h oFes Gpar YolabRPeddkstrate of hardy

stron Istributional shift was noted,
kioxifruie withi athytl aeetptei mary endpoi nt (PGA) at day 14. For
this reaso a post .hoc analysis conduct ed . for. . .
this e pﬂhmneﬁwatof@w a8s Seeiaing L3, ?’VE‘S’ieW&w Kiwifruit preparation is

gfogmeﬁi ot afbidtef@ngentb@t Weghte & eaRNad a arHTBinkhuhd €esponse in the
ay 14 tinepoint. In addition, sone secondary

enadpwlnt s denonstrated either statistically

signifLcan er yt he = 0, in f : o
or 0 L 2l A e, 4 SRR repaation
BroRid ih An bR ubeduffiastes seRdte gechniiat bfjircantioldp dsotype produced by
p=0.07 in the signs of AD assessnen&%. There wgge no
thermaumabsplestasdian g grov postsEag Phlgh 243, and lefpk

nunber of adverse events reporg;d in both the test

article and pl acebo groups were’conparabl e, and not
attributable to the test article. There were no safety
concerns detected in the clinical |aboratory val ues.

These data reaffirmpreclinical small mammal and

anecdotal human studies indicating that A arguta

o, oy o o Y o M o o,
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mai ntai ning their inprovenent in Stage Two will be

consi dered treatnent responders. Assessnent by the
WQEADESY378xal e and Pruritis diaries will be doneCEUS2096/006437

seven days. Bl ood specinens will be collected during

Stage Two on days 14 and 28. The | aboratory bl ood

panel, W | |he | j f . 1.he. ..
st ud .6' St a?qeswétggﬁg%i@hogﬁg) f%ﬁ@%?itcr’rﬁ %?Sﬁggég%mﬂﬁﬁt preparation is
[RB@YE insanvinhdunb suffibenipioaleorehiethe pfodautijremidsoribtdis of at least one Th2

positive response to the treatnment based on the |
st in g BANSIAGbISHINCI N theiey TPl g e d Ny s dhe mammal.

test. i | ' . . LiBei o i
i si Thal 11y e PR AT LD P AR E A gk preparaon i
wbvidyd 1A ap<dndimt isaffiotems itd eleetasi Guei levaaott or Pedottingi ofist least one

At opi.c dermatitis is the second nbost common allergy in
lgdgptriened s MMl appr oxi mat el y 10% of cani ne

popul gf i onreSGehbd 8f arfy) one itns Ab M8 whBENBAOkSE uit preparation is
Sth Ed., WB Saunders, "500-518, 1995). Typically, ADin
mogided aratsamountsvEigrentvia deceages thaflévst pbexpaersiorl of adranpesption factor

f t skin. and L pfect .eat |

ecrdge fearror B of b S AR Nt o Henfggpmat

AD i sjoa Verne gefioRdrdheeasef cRuad 1 ablle, Wwhekapetmanmal has or is at

options are limted. Systemc treatnents |ike ,

gk efatsselopingiacenditigndy svhaehpenhepcamgnt pba dibd gegpopee gfor suppression
\: L or adverse effects (Aivry et al.

%ﬁz&%&@%ﬁ%@b}% 87, 2002; Ryffel, et al.,Arch.

Toxi cafl.. , Big hefhod 41 claitl83) whéskinahe aratingadihds ot &rud risk of developing

be | ess effective 'th,cHronic uae, oral cycl osporin

Fre}lcpgic dissaseoF sAR-BHeRlrdngmMalogR dISPBEd dogs, and t he

success T lopi SihAM 108 Swheseiflf e Nall@Wic (BEQkt i8tregulated b

al ., Smal ﬁ%n%%@%g?r%t ol ogy, St%1 Ed. ,aV\BgY%aunder sl, regnated oY

bikbtbd®s. 1995), 'ldentification of a safe and

effectjve treatpent .to. decrease the signs.and.s ns
of ca#'ne _ ’%8%?’91 op glaigy S{}’r‘gl?ﬁﬁaélﬁesalg%%gglfsfi?seé? %S;Hélég'y
of FDEO , ehd Aetho@Sf ARinAdDURkdréiMend A1RAIITERHeatR!is 8®pR dermatitis.
nonot her apy, may decrease the need for steroid use in

t he m¥hagehenmedpd abcliaimdgwherpin the mamypaldigy og s aigk of developing

thaﬁ.yéqfkimﬁfruit extracts will be used as an adjunct

ThER é’ﬁ YU order to decrease the potency of steroids

used.23.t ishepetet\vablagmtlDawhédem i imaanhaldos lod ise risk of developing

adm ni stered as a capsule, a powder m xed with food,

dPaAgsr.- a conponent of the food. Dietary suppl enentation

with ki wifiui P j : fect. i wifruit i

Suppott ng P SIEF B Aty PAS gTEHiR Dol S Mgt farty iwifruit fs

sdlevnel Homithe gonipi cvasisting o t hetinidio doggasd eimediddolomikta and Actinidia
anpl e 8 The foll ow ng exanpl e descri bes the use of

/304 ta and extracts thereof for regulation of the

| mung; r espRAsftidl 8 A BhE oRRHIMAON- Rl bBWhéiein the hardy kiwifruit is

i nfl ammat ory di sease. The objective of this study wll

Beinidiaolbgaion prelimnary evidence of effectiveness of

FDOA ,( PGLO2T) dm pi stered prally . oyer-a I Lo .
26 dadt, | ARt EOy oF ity cRco R K 7S VRS S hardy leiwifi
Biéphrafisn &t PRl el e BRbohipositioAR) an aglolneof etwadd oyt ©.01% and about
rhinitis of noderate severity. A secondary objective

85 Yotbiyevei glitcbpsed o1 thp dotploweishiafitlee ¢qverasitivdvai | abi lity of

t he prgoduct., usi [ 3 i . tar
capsards. - ArE DAy My gt T2y, PRECHPIE i & administering
@dSmﬁBmﬁ atl Qi geiien the. haAhokinefruo brepatative vath & kerst,wdjuvant, or diluent
will be to determne the effect of FDOO on |evels of

pr e npmma#nat ory bl ood narkers such as cyt oki nes,

chenoki nes, |eukotrienes, or an i bodi es, on the

proliferation of nmyeloid cells %e.g. | eukocyt es,

macr ophages, mast cells, etc.), and on rel ated gene

expression and transcription factors. A doubl e-blind,

pl acebo-control |l ed, outpatient study will be conducted

in which subjects will be adm nistered FDOO as the

N a . o — a4 - .
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1. Anethod to regulate an i nmune response in a

mamal , conprising adm nistering a hardy kiw fruit
wEe@pavydd on to the mammal in an anmount suffi cPE@NUS1006/006437

regul ate an i nmune response in the manmal, wherein the

hardy kiw fruit preparation is selected fromthe group

con it 1B b 3P Wl or SHRIES 9 reB 85 s

c@fﬂpﬁgesfﬂrbl{/ﬁhngﬁﬁéi hadi &tvifruki phégatatin th the@a@@e 8nd tadled, a powder, an
wherein the hardy kiw fruit preparatlon has not been

effetveaenb thblep, anveffrsyaseent M videt @l capllant liawidifeupRasiRs® granule or a
in_a manmal , conprising adm nistering a hardy

‘fruit preparation to the manmal in an anount
suf f izl entTHeaméthodbagy ame ofviuine I esPHnsierdin thehetep of administering
mamal , wherein the har kiwfruit pre a
COBIDEILRTOTIEES the Bargy &ijpi %E&%?P@WW@ tghe a Iiﬂ%i fe?aéfétf%d

or ¢ ent"fl%tlﬁeth?g dr BlahARBY, FhEeRChe HoalBPRIANE 5@k&ed fom the group

A nethod to regulate an i nhune response in a nanmal,
wasiptingiofy dibei biketye rvargs, t breaderatmtaeakifast ageraipuprocessed cheese,

e ek SRR s IRERG A RANRS bt caboncd
dKRORER] g%‘%ld%feﬁege\fé’r&g@ 1hiRey rllﬁ‘e!QesG&ﬁSﬂsﬁt pR@uek; frult-based drinks,
probiotic bacteri al s and fragnents; dy

\mgdiabierbasm dumikseghefrang gulachaid COn@P&in%lftPZé% dairg products, processed

et ?nggltc% rd f@%ﬁ%ﬁ ns%l %é? Léﬂ% oceyﬁ% rré%%ﬁmﬁﬂ Sr(%y{}gk}? 0 Exla(/fols and sauces,

ﬁiti’t@eﬂﬁps OV dpeRble BHigs,PEQPR] bﬁ@oo@dtb dbdibklé‘s oAndgpt Heatidep ice creams,
regul ate an | nmune response in a COI’TprI SI

debirsliatest fepd s gut f9ofl PEO RS ERRTOCETFES, ,fo%g mﬁpctgplﬁpfqeé,l aé?ﬁ%ogls beverages,
SR TR SEBP0AP A TR e M o
dpieads tdnd vgpanifle-bastsli dsinkng of 1 steroi ds,

ant i hi st am_nes,

anti mfot i The mp@ggto:f ggg :osg el a]et | bL?o: g%’t \éylacfrg g ep ol% atministering

@ﬂ% % rﬂ B5ikieh b8 siBdhd helds kiwifruit preparation to
Cyto ?%gﬁ%?’ln% %%Fﬁneglkrgcept or gnt ggglglgs S § HWHTHLE PIEp

@bo&mhndlesterase |nh|b|tors SOdIUﬁ]CTOﬁD | ycat e,
agly
nedoc caf e|n I|n
bet a- anyThq e e & {nprﬁp g{i’%@&%tmn is provided in a

OI‘S 0]

forRCdeleeRRd fRom -ﬁﬁkﬁgﬂ@iﬁf) I&@ﬁ’SlﬁfnngfaHml&l Qfeadl, assEnde, todkay emnlsion, pack,
the hardy kiwi fruit preparation is sel ect ed fromthe

spapyihampne; ritsergeasser, Ao upshingaohyion, washiphidpiqrdreagment.

| eaf { traghe 81 ﬂrlﬁ“%ﬂ% AL ©f cRimd ¢ 98! fiftGeirlthe ste op of administering

Conce rate, act’ or concenttate, a roo
%)ﬂjvﬁcﬁﬂ@ﬂiaﬂfaﬂiyeklwﬁfﬁﬁsﬁref)amtwn tothe staetndlrin aifood additive.

b0|

ruit cooked fruit ressed fr condens
frui t 6.dri Tg@e methiod of gnjﬁa]ped quwsf 1,t0;30, ‘]k’ll.m%grecomprlsmg administering to

ﬁl%%?l?ﬁr{a L& ?%np LEPAERERD R ecblst (iﬁ:ét(ffacfdt@'nac@as polyketides;

rul ving a tenperatdre from to about 80C&

argamepaadtl emafir organgsd cbmpdumcbctaremhacammn efids; whewylpropanoids;

sol ubl e concentr f hard wi.fruit with et

feeRangids; sterpidsn A0igy  FoTH cé’aﬂﬂvﬂ% FHERT P ‘?es sglje peptides;

Eé;yé’gf EHH@S afhich 8ibd laeQvabRter nuchddides; iRRREdéd; @arbohydrates; proteins;

by sequential extraction of hardy Kiwifruit

cafilsvvad;lbfragmtrltszrfmfbaﬂ prepacitions) yhicess aniaeials; serilipss; peasepHnes; vitamins;
q ¥ one of clains 3 to 5, wherein the hardy

EW%FF'%H Dreparation is an extract or concentrate

prepased f mMagVRRAIIS aBf ohd6f Elainekyl foi 34, furthet c&ﬁbﬁmhg aldmlmstermg to

fromthe group consisting of: the Ieaf t he stem

Herkammaban agant selpetedF9mcBAsIovRtGoBsisEsle cﬂrobl*?tw#ﬁécteﬂal cell walls

nmet hod of any one of clainms 1 oé 3 to 5 wherein the

hardy kiw fruit preparation is’'Selected fromthe group

consisting of: fresh fruit, crushed fruit, boiled

fruit, cooked fruit, pressed fruit, and condensed

fruit. 8. The nmethod of any one of clains 1 or 3 to 5,

mhereln the hardy klmnfrU|t |s drled frU|t 9. The

- o o o ”~ =
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an allergic disease or non-allergic inflammtory
di sease. 21. The nmethod of C aim 20, wherein the
wW@Pbdoengd7e3 di sease i s regul ated by | eukotri enesPCRRBS20061606437

nmet hod of claim 20, wherein the allergic disease is
asthma. 23. The nethod of claim 20, wherein the

I h h
%de fgafgg{xe%tsg @%ﬁg‘}tgﬁhﬁ%‘ gé (rérltlaa‘ir#lﬁ“r%f Sa'cgirs %ﬁty gtzfélees[%§ I?x?&loglycendes
dighyetrijeisn gngly\zerl[@h iindsitot;i mmeds, cﬂﬁwnnm?,t lnmérrmfy,c Irmemanmc acid;
19, wherein has or. i s at sk of..dev
o bANER Y 1Behay DD HR e R R ks agghe.
wher e3qn t hep Naedia ik Widimi 7, Wh%re‘f@{h%%@y a&ﬂ@ﬁ‘?e ser%c&acml the group
consisting of: Actinidia afguta, Actinidia kolomk

amsisitieg bfii dorjupaed daokenic2icid, ‘Emsmnta@dolofacahylomhmaenow acid, y-

ims 1.t wherein the hard
e e fiRleni B4+ Aol s foih Araianifnig pgide
1 to &y, whes@kiholl BEakAsi&Yofteladink N 4b B8 PuBR&! @R RirgSdministering to
grOV|ded in a conposition in an anount of between
b@umnmd@mbﬁbwahéﬁwuﬁaQB@Wﬁyﬂmﬁmgﬁm based on the tota
wei ghj. of [ 0
of cl iaO e ’ii m%g)gg mdelérugrp%%t?\ﬁherg Pechérﬁ{;f}@%ﬁ] jnctzg{»é 1 Igé;l%les is selected
fonmhe gasipachikiRiisg of:i Ag ch&i@nh@rzﬂydé{dcxwfz r i &rguta, A. polygama, and A.
Ereparatlon wWth a carrier, adjuvant, or diluent to
30. The nethod of any one of clalns lto

29, er ei f I ‘o
provi di'ng ‘tEthtgHﬁ) @r re?ﬂg@ll@ %2%2% 1%oiﬂ Egl ammat, CompHSIme
arhamd ki veisiruat pra;bﬂreﬂqn mdmjvlebet oneaaddetfi dreat a@w&rmmgoahdi &ar, regulating an
an effervescent g Hpgr a capsule, aliquid, a

CHEHATSTRINSC R g, or a syrup. 31. The nethod of

any ofie of Tid @drioskidnfaaimWIe htlefbih bR RIIBRMA active compound is for
adm ni stering conprises prOV|d|ng the hardy kiw fruit
tpwlpaloapre@nntmg Aleegiodivease in mmnh@@ll th food. 32. The

2§|t 2 ot d f %c{)n]ﬁg&gétgo\g‘ﬂ GF g%ﬁg I‘%erelﬁl r}h? Iaagltlgﬁﬁl active compound is
WRdcess, frofeard, grfoap | donsibtigakt: aSéter@Rl‘seahﬁhlst@mmeeS Sﬁﬁbodws antibiotics,
cheese, unprocessed cheese, condlnents dairy

DICHSDRHRS, BUHHYIGSS, gféﬂﬁltanﬂiné%%C@PPs Coeté?lﬂf‘éhata@algesws B-agonists,

t 0 bev PLRG -
BhkEoe, FRAGERT ARG, ) BLAMGe hoRhior PRAGETRGE, phBSbhodiesterase
whidivorsg sgdimm hﬁmﬁbgd:ymafee(ﬁedmmdl,, cdffedre rthei@ihyyine, carbobenzoxy beta-
products sed products, nut-based spreads,

%%Xé@“ﬁ?o%@@%@%ﬂﬁﬁdi :$ﬁﬁ@ts gravi es and sauces,
pot at & chi Pge cb’ﬁ?@sﬁﬁ‘&l %f ‘éﬂi‘uﬁsﬁll Gihe3 818 the HABRIoRRLactive compound is
cooki es, candy, ficorice, Ice ¢reans, dehydrated
fetantis), fromtthd grouip monsistutgsqf mproletese Hadteninl coll ochllstagd fragments; Whey

Bl e B R SR S B O riayoerices
Rbbitd2 S8 &RY: € dek@umand n&é@l&%ﬁﬁh?hﬁb@l&@x@ @MINES . gB8eng] N@inger; and
met hod of any one of claims 1 to 29, wherein the step
Ebw@hwhﬁnsh@rlng conprises applying a cosnetic

fg”?gzé :r;a?ni:%c Q&%&%rcﬁgo% 4 1#?3[1 d‘%(fhéjlem ik g’gllty \%@? gfeﬁ&e'tl%&:d from the

%{@ﬁﬁ%hﬁstﬁﬁg‘rpﬁsmbhﬁl@aﬂe& lﬁfohamdj add; Bicasdpentaeisid ecide docosahexaenoic

omthe group consistin on, .Cream essence,

aharlinclenie agid-lipalepic ag aélho@ﬁa%’rﬂbléféemP pFid eandsieagidenic acid.

body shi ;
P ot e SO0 ohaR) 09, Stk R ol ERh TER pharmacentica

échﬁpoz;tt&m of adm ni st er| ng conprises providing the

hardy kiwifruit preparation to he

haar 1 be S CormPeHTY RO Ay MR B CORRPTHion 1y gk food.

further conprising adm nisteri to the mamual an

agent selected fromthe group consisting of: fatty

aci ds; pol yketides; organic acids; snmall organic

compounds; aronmatic am no aci ds; phenyl propanoi ds;

terpenoi ds; steroids; alkaloids; corrins; porphyrins;

i near peptides cycllc peptldes dep3|pept|des am no

_______________ g,
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inositol; turmeric; curcum n; methylsul fonyl net hane
(MSM; ginseng; ginger; and proanthocyanidin. 45. The

w@ovpnsi7d on of claim 44, wherein the fatty acP@dBUS2086/006437

selected fromthe group consisting of: conjugated

l'inolenic acid, eicosapentaenoic acid, docosahexaenoic

aci d, 4q9- | i pgd @M{R}Sﬁféh%f cRith 41 % R&kH tﬁ@b&n osition i fogd additive.
di hono- g-linolenic acid, and stearidonic aci é] iéi e
conpo#d.t i oFhedongogitionaf claith &l ewhereinghe omrppcm‘itﬁcbmins aicosmaetic.
phar eut cal co 03|&|on 47. The sitiaon of

ol a RaSomRp IR oE SR8 ¢F ARSI HORAYRSHEIR Shardy kiwiruit i
@l@te@m&hé %@ﬁp %nﬁétaigreﬂ Wit ) %hz& h&zﬁﬁ{m R8lokiRR and Actinidia
is a food additive. he conposition of claim41l,

i% t he conp03|t|on |s a cosnetic. 50. The

comes OBy Bla ARG B ThuSE Shnd 490 13 LRRERLBp iy i

iotdcrifvelid dvigdlica ar gut a, ACtInIdIa kol om kta and

ACtInIdIa,PO|y gama, 51. The conposition of any o of

clai m-4 1Thecompositioarafiany one ohskdys R W ﬁPuwherp@ the hardy kiwifruit

r

@?%%rﬁﬁsﬂ 41§ iaﬂteg{:facg’or \Aﬁrécregﬂﬁtetcpﬁégégéadr %g)/&kl K%Ifr\% ?ﬂ%te%{edyol&mfrmt selected

foore phe grdmm corsisting et r thet fruit, therleantieattemptispasikd ther covt, and any
8ﬂ§ the hardy kiwifruit selected fromthe group

@ ’i’@’topﬁlﬂjer?)?f the fruit, the leaf, the stem the

bar k, 53 he TiR0¢omRadioRdE a‘ﬁ9 'Btﬁb "(‘)@tclaﬁﬂs hh% Q9fwh§§m thE %ardy kiwifruit
conposition of any one of "clains 4 1 to 49, wherei

is Reletied ﬁyrrknhwgfmu qongistingedfe drasl fiuitp mruslml fyywity qpiled fl'u1t cooked fruit,
%ong¢§tln o frg@ frU|t crushed fruit, boiled

R 8 AP MUy essed fruit, and condensed

fruits4, 54. TﬁE’h@)n@meﬁ)ﬁl dfia@f ok oBRNMiIAN8] @b 49) @héreintthd hb@ly kiwifruit
49, wherein the hardy kiwfruit is dried fruit. 55.

l$ﬁ€eéﬁﬁﬁ05|t|on of any one of clains 4 1 to 49,

wher WM r i [ T
a met od t (Fﬁfék& gonQo??ﬁ%ﬁ%ﬁgga#géﬁﬁﬁgﬁﬁﬁgggﬁyknmﬁun

p'Fb;mra:tmnps grdcﬁuoefd o a Aeghodnieat @xﬁcl@deaiammpébflirymg 48, fruit.

wher ej ard jw fruit preparati a hard
ki wi f¥%i t h]ehﬁ 1{061618&& fragy gne 5’% ﬁm% %s‘fvh‘?fslﬁ %? hardy kiwifruit
Iﬁ'&yaré’cﬂﬁl i9h hAl B IR ifhidjulR BReentthiRr €1 N 1 he har dy

kiwfruit pre aratlon I's produced by extraction of
frui t57%. n rBewongmoseioatairaey wat ef clai8s 4The 48 owbasint the hardy kiwifruit

ane of cj.ai 4.1t wherei n the hardy
RPRAR £ PPt B POt o fitinethoRy Spretie aRkTact f on
of a smat eer&%dﬁ?cﬁltféﬁr&%ﬂy loat ©f efaiha Yo K Wihérblint th¥hbddly kiwifruit
et hyl acetate The conposition of any one of

REPRACFEOT 18] prasiuagl Dijhdirest rextiaetian Of e tvafes goleparasgceyrate of hardy
ﬁ@ﬁﬁﬁg&tﬁgt Ea&%&?y kiwifruit in distilled water. 60.
composi |on of" any one of clainms 4 1 to 49,

wher e§on t hEheeK(h’ﬁp&ﬁtldrﬁ ofAngtdiygl ofaclaingd @1 et 4acihabint R extract is

hardy kiw fruit. . Use of hardy kiwifruit or a

Hsma%drlzﬁ %W%P@éﬂrdsahwﬁﬁltag@ﬁv akyalgt-ed fromthe

gr oup6000n31~ 1t éd?xgﬁ)c% tlonaofsﬁxgrr f @lgm?émi I% %baWh@Fem M extract is an
nti bi Cyc

anti body, an otic ospori n,
ciimtl iangtetetek ract af ttedpirdaltivnifruit.unct i on controller an

anal gesi c, i.sts,. a | eukotriene di ier, a
cyt okilne ant éﬁ&ﬁ?@%"vﬁwrﬁfﬁ@rﬁ%@ @F@Pn?aﬁlf{ apyeenkielected from the
&nﬁghﬁébﬁreﬁﬁgﬂoﬂh laf 'aBﬁ”l'ilstaﬁl‘ﬁgsI Hﬁhﬁﬁﬁggiggw Sffofotic, a cyclosporin, an

ne ocrimil; feiné, theophylline obenzoxy
dnétyabtan yd rcmuaﬁome ﬁnmmnacmnltmﬂe}mmoanabgesiﬁ caeB’ragomsts, a leukotriene

function, in.the aratlon of a copposition for e, ..
et ittt arBeSBEl ot Shihe TeRorR sttt stits o phBhodiesierase
with dysregul ation of imune fynction. 62. Use of

hardy kiw fruit or a preparation thereof and an agent

sel ected fromthe group consisting of: probiotics;

bacterial cell walls and fragnents; whey protein;

al anine; fatty acids; fatty acid esters;

nonogl yceri des; diglycerides; triglycerides; inositol;
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Braman, Mark A . Fogg-Johnson, Nancy E . Kim sunyoung
Park, Eun-Jin Kim Bongcheol Jin, M p m Jung,

woRwageydn Shin, Sung-seup Ch, Jin-Hwan Lee, HMF/TS2006/006437

Jeon, Hyang <120> COWVPGOSI TI ONS COVPRI SI NG ACTI NI DI A
AND METHODS OF USE THEREOF <130> 5224-9- PCT <140>

i A (oo s AR, NP ctigpkicony beta

#dok 0 taulat eidl an indeibRooot Bedd] fRAdioy, in the piepafBiondT BDzoﬁinsiésmon for the
<213> Art|f| cial <220> <223> Priner <4Q0> 1 cctc cat
ragnenaf ¢ disgaseorgonditien habispgsacsiowitdyesggaion {mnie function.

Artificialy ng
coouatt go” 50" BHBLeYTEL PR PALT: iRt 884 A08Rn pppeid fom the

groap s@dtinprafmgrobidicsy bacttcnjﬁl gehtvgtlly agtl d’ratgggingpg v@@y protein; alanine;
<210> 4 <211> 19 <212>

Qﬁ&ggd@rﬁaﬁﬁramgfgﬁgs anopog %r tdlg@{(}?]é%ﬂé {rgi <e i%§11(§1tol turmeric;
cdukinZhhetgisa ol ihethdid EMS\M)' éﬂn@d %810 A Brd3RthBE yaiRin.

<400> 5 gcacat aag ccatcagctc a <211> 19
<212>6?DNA Hx18se of elafm &Zamlwmﬂlkm@%WS pisy selegtrg>frgm the group

%gﬁr?apglafcgﬁ]l%tg & ;158 enlé;;aég osa}é%ga ﬂ%é ac%ilt%é)(c:&agglﬁéxaenmc acid, v-
aagédgadal o-lindlénis 2¢1d>diBomo-y-linolenic acid, and stearidonic acid.

64. The use of any one of claims 61 to 63, wherein the composition is for the
treatment of a disease or condition that is associated with leukotriene production or activity.

65.  The use of any one of claims 61 to 63, wherein the disease or condition is
selected from the group consisting of: atopic dermatitis, asthma, food allergy, allergic
rhinitis, and chronic urticaria.

66. The use of any one of claims 61 to 63, wherein the hardy kiwifruit
preparation is selected from the group consisting of: a fiuit extract or concentrate, a leaf
extract or concentrate, a stem extract or concentrate, a bark extract or concentrate, a root
extract or concentrate, fresh fruit, crushed fruit, boiled fruit, cooked fruit, pressed fruit,
condensed fruit, dried fruit, a hardy kiwifruit juice concentrate, a preparation produced by
extraction of fruit in room temperature water; a preparation produced by direct extraction of
a water soluble concentrate of hardy kiwifruit with ethyl acetate, a preparation produced by
extraction of hardy kiwifruit in distilled water, and a preparation produced by sequential
extraction in water, chloroform and ethyl acetate.

67. A method to regulate an immune response in a mammal, comprising
administering a common kiwifruit preparation to the mammal in an amount sufficient to
regulate an immune response in the mammal, wherein the common kiwifruit preparation is
selected from the group consisting of: a fruit extract or concentrate, a leaf extract or
concentrate, a stem extract or concentrate, a bark extract or concentrate, a root extract or
concentrate, fresh fruit, crushed fruit, boiled fruit, cooked fruit, pressed fruit, condensed
fruit, dried fruit, a common kiwifruit juice concentrate, a preparation produced by extraction
of fruit in room temperature water; a preparation produced by direct extraction of a water

soluble concentrate of common kiwifruit with ethyl acetate, a preparation produced by

82
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extraction of common kiwifruit in distilled water, and a preparation produced by sequential

extraction in water, chloroform and ethyl acetate.
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